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Oral PCSK?9 Inhibitors: Between Promise and Pending Evidence

Inhibidores orales de PCSK9: entre la promesa y la evidencia pendiente

FERNANDO VICHI"

Lowering low-density lipoprotein cholesterol (LDL-
C) remains a cornerstone of both the prevention and
treatment of atherosclerotic cardiovascular disease
(ASCVD), supported by decades of genetic and clini-
cal evidence confirming its causal role. (1) However,
a considerable proportion of high-risk patients fail to
achieve the recommended targets despite treatment
with maximally tolerated statin doses.

Subcutaneous PCSK9 inhibitors (monoclonal an-
tibodies) have represented a substantial advance in
this setting, with sustained reductions in LDL-C and
demonstrated clinical benefit in terms of cardiovascu-
lar events. (2) Nevertheless, their parenteral route of
administration and high cost continue to limit their
wider adoption.

The systematic review and meta-analysis by Mas-
son et al. (3) updates the available evidence on five
oral PCSK9 inhibitors. The authors report LDL-C re-
ductions of nearly 58% compared with placebo, com-
parable in magnitude to those achieved with injectable
drugs, and with no significant difference in adverse
events. This meta-analysis incorporates phase 3 data
on enlicitide, representing a significant advance over
the largely descriptive evidence available until recent-
ly. Notably, one of the included studies demonstrated
the superiority of an oral inhibitor over ezetimibe and
bempedoic acid, two widely used oral alternatives. (4)

That said, several considerations temper this en-
thusiasm. The number of studies remains small,
follow-up does not exceed 12 weeks in most studies,
and the results for lipoprotein(a) showed marked sta-
tistical heterogeneity (I2 = 99.2%), which calls for a
more cautious interpretation of that point estimate.
Furthermore, development of one of the five drugs
has already been discontinued for strategic reasons, a
reminder that this therapeutic class is still at an early
stage. Nor should it be assumed that oral administra-
tion alone will resolve the problem of access. Indeed,
while this editorial was prepared, the FDA approved
enlicitide (Lipfendra) as the first commercially avail-

able oral PCSK9 inhibitor, based on the LDL-C reduc-
tion demonstrated in the CORALreef program, at a
monthly list price of USD 315 —approximately half
that of injectable drugs, but far from a trivial expense.
The drug has not yet been approved in Argentina or
elsewhere in Latin America, although it is worth not-
ing that several centers in Argentine actively partici-
pated in the CORALreef program.

Importantly, no oral PCSK9 inhibitor has yet gen-
erated data on hard cardiovascular outcomes. The on-
going CORALreef Outcomes study will be decisive in
determining whether these lipid reductions translate
into concrete clinical benefits (5).

In conclusion, the study by Masson et al. provides
a timely and methodologically sound synthesis of a
rapidly evolving therapeutic class. Oral PCSK9 inhibi-
tors represent one of the most promising strategies for
optimizing intensive lipid-lowering therapy, but their
definitive inclusion in treatment algorithms will have
to await larger studies, longer follow-up, and, most
importantly, results on hard cardiovascular events.
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AUTHORS’ REPLY

We thank the author of the letter for his comments
and for his assessment of our work. We agree that, at
present, the achievement of lipid targets remains sub-
optimal due to various patient-related (adherence),
physician-related (therapeutic inertia), and health-
care system-related (access to treatments) factors. In
this context, we believe that oral PCSK9 inhibitors
could represent a very promising therapeutic strategy,
particularly given the magnitude of LDL-C reduction
achieved and the possibility of having an oral alterna-
tive to monoclonal antibodies and inclisiran.
Likewise, we agree that these results should be
interpreted with caution. As we noted in our study,
the available evidence remains relatively recent, with

limited follow-up in a substantial proportion of stud-
ies and no data on clinical cardiovascular outcomes
for this new therapeutic class. However, it should be
noted that, currently, the absence of cardiovascular
outcomes data also applies to inclisiran, which nev-
ertheless represents an additional therapeutic tool in
clinical practice. The results of ongoing cardiovascu-
lar outcomes studies will be essential to establish the
clinical benefit of both strategies.

Furthermore, when we prepared our manuscript,
we had no information on the prices of these drugs,
much less on what they might cost in our country if
they were marketed. In this regard, the possibility
that an oral formulation could help reduce costs and,
more importantly, promote greater market competi-
tion must, for the time being, be considered a hypoth-
esis, as we presented in our study. Even if the prices
of these drugs in their country of origin were known,
any extrapolation to other markets would remain im-
precise, given that prices and conditions of access may
vary substantially among countries.

We thank the author once again for enriching the
discussion on the potential and current limitations of
this therapeutic strategy.

Walter Masson
Hospital Italiano, Buenos Aires

The Impact of Ischemic Burden on Current Medical Practice

El impacto del monto isquémico en la practica médica actual

PAULA ELIZABETH BARBOZA'®, CLAUDIA MARIANA CORTES?

Historically, the assessment of myocardial ischemia
has been a useful tool in clinical cardiology for risk
stratification and decision-making. For this assess-
ment, in the field of nuclear cardiology, Hachamov-
itch and colleagues, in their large-scale observational
study, determined that an ischemic burden (IB) ex-
ceeding 10% of ventricular mass, in the absence of
extensive myocardial necrosis, identified patients who
benefited from an invasive strategy and early revascu-

larization compared with medical therapy in terms of
survival. (1)

Over the years, both medical treatment and revas-
cularization techniques have improved significantly.
This led to the conduct of randomized trials to iden-
tify which subgroups benefited from an initial inva-
sive strategy (2- 4). Among these was the ISCHEMIA
trial, which demonstrated that, in patients with mod-
erate-to-severe ischemia, both initial medical therapy

REV ARGENT CARDIOL 2026;94:430-431. https://doi.org/10.7775/rac.v94.i5.21047

Correspondence: Paula E Barboza, Autonomous City of Buenos Aires. Email: pebarboz@ffavaloro.org

@ @ @ @ https://creativecommons.org/licenses/by-nc-sa/4.0/
BY NC SA

©Revista Argentina de Cardiologia

1 Staff member of the Nuclear Medicine Department, Fundacion Favaloro University Hospital, Autonomous City of Buenos Aires.
2 Chief of the Nuclear Medicine Department, Favaloro Foundation University Hospital, Autonomous City of Buenos Aires.



LETTERS FROM READERS

431

and invasive therapy reduce major cardiovascular
events and mortality without significant differences.
(5) However, it is important to note that this study
used the performance of a coronary angiography (via
CT angiography) as an initial evaluation criterion to
rule out severe left main coronary artery disease or
non-obstructive coronary artery disease, thereby ex-
cluding these patients from the study.

In light of the bibliographic references presented
thus far, it is evident that the study titled “Evalu-
ation of the Clinical Management and Follow-up of
Patients with Severe Myocardial Ischemia Detected
by Triggered SPECT” (6) provides an interesting up-
date on these topics within the context of a public
hospital in our country. Of primary relevance is the
selection of patients with IB greater than or equal
to 10% on a myocardial perfusion scan. The study
evaluates the therapeutic approach (invasive versus
conservative) adopted by treating physicians in this
group upon finding these results of severe myocar-
dial ischemia.

This observational, retrospective, single-center
study by Herrero et al. provides valuable insights, as
it demonstrates that treating physicians were signifi-
cantly more likely to order an initial invasive study
in the cohort of patients with a IB of 16% or higher.
Furthermore, this subgroup of patients had the high-
est percentage of revascularization. This could be the
starting point for reconsidering the value of IB in
guiding therapeutic management.

This study had limitations, such as the consider-
able number of follow-up losses and the short medi-
an duration of longitudinal evaluation (18 months).
However, it demonstrated a higher number of major
cardiovascular events in revascularized patients, with
a significant number occurring within the first month
after the procedure. Given this finding, longer-term
follow-up could be valuable to assess the performance
of the medical treatment arm, considering that adher-
ence may decline over time.

In conclusion, this is a valuable observational
study that provides evidence to inform decision-mak-
ing in real-world medical practice.
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AUTHORS’ REPLY

First, we would like to thank Dr. Barboza and Dr. Cor-
tes for taking the time to read and thoroughly analyze
our article; this will encourage those who read this let-
ter to the editor to read the original article.

We agree with the limitations that the authors
mention in their letter.

We believe this can serve as a starting point for
initiating a multicenter study with longer follow-up
to obtain external validation of our results; we con-
sider our publication to be useful as a hypothesis for
advancing our understanding of the pathophysiology
and decision-making in chronic ischemic heart dis-
ease.

Best regards,

The authors
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A Gap That Directly Challenges Cardiology

Una brecha que interpela directamente a la cardiologia

ANALIA L. GUAZZONE"

The study by Forte et al. on the treatment gap in pa-
tients with type 2 diabetes and cardiorenal disease de-
serves careful consideration, not only because of its
findings but also because of what it implies for our
daily practice. (1)

The key finding is a treatment gap exceeding 90%,
in class IIa combinations such as gliflozins (SGLT2i)
+ GLP-1 receptor agonists (GLP-1 RA), or finer-
enone + SGLT2i, compared with gaps of less than
10% for renin-angiotensin-aldosterone system in-
hibitors (RAASi)—a finding that should not surprise
us, but should certainly concern us. This aligns with
the findings reported by Nelson et al. in the United
States, where only 2.7% of eligible patients received
the full recommended regimen, (2) and confirms that
the problem lies not in the available evidence, but in
its translation into daily practice.

What makes this study interesting is that it does
not report usage rates therapy by therapy, but rath-
er constructs a weighted index that ranks interven-
tions according to their clinical importance. This re-
veals that the gap is not uniform: it is concentrated
in the most recently introduced cardiorenal thera-
pies, such as SGLT2 inhibitors, GLP-1 RA, and finer-
enone. Meanwhile, “classic” tools (statins, antiplate-
let agents, RAASi) maintain acceptable penetration
rates. This distinction is clinically relevant because it
suggests that the obstacle is not a general reluctance
to prescribe, but something more specific: inertia to-
ward new treatments, uncertainty about who should
initiate the medication, or a lack of awareness of up-
dated guidelines.

This is where the article particularly challenges
cardiologists. Dixon et al. had already documented
that the prescribing of SGLT2i and GLP-1 RA varies
significantly depending on the prescribing specialty,
with lower utilization specifically in cardiology prac-
tices (3). If the cardiologist is, in many healthcare
systems, the first or only specialized point of contact
for patients with cardiorenal disease, delegating the
initiation of these therapies to other specialties per-

petuates the gap rather than reducing it.

Two secondary findings from the study deserve
special attention in clinical practice: the wider gap
observed in women and in older patients. Both pat-
terns have been described previously—the first by Re-
gensteiner et al. in their scientific statement for the
American Heart Association, (4) and the second in Mec-
Coy et al.’s analysis of Medicare Advantage beneficiar-
ies (5)— and their replication in an Argentine cohort
suggests that these are not local artifacts but rather
systematic biases in the prescribing process, possibly
linked to misperceptions of risk or tolerability rather
than actual contraindications.

As alimitation, I agree with the authors themselves
that the observational design precludes establishing
causality, and that unmeasured variables—such as
coverage, costs, and adherence—likely account for
part of the gap. However, this does not detract from
the practical message: having a reproducible index to
audit one’s own practice and systematically incorpo-
rating an eligibility review for GLP-1 RA and finer-
enone into every consultation with a cardiorenal pa-
tient appears to be a concrete, low-cost step toward
narrowing this gap between the guidelines and actual
prescribing practices.
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AUTHORS' REPLY

Dear Editor:

We thank Dr. Analia L. Guazzone for reviewing our
work and for her comments on the implications for
cardiology practice. We agree on the need to take an
active role in implementing therapies with cardiore-
nal benefits and to prevent fragmentation across spe-
cialties from delaying relevant therapeutic decisions.

The proportional treatment gap index aims to inte-
grate treatment opportunities based on each patient’s
eligibility. (1) Its potential to guide clinical audits war-
rants further analysis; its use as a healthcare quality
indicator requires an evaluation of its external validi-
ty and sensitivity to change. Furthermore, the weight-
ing of its components should not be interpreted as a
direct estimate of lost clinical benefit.

We agree with the author that barriers to access
deserve special attention. The lack of detailed infor-
mation on contraindications, tolerability, adherence,
coverage, and costs prevents us from attributing the
absence of treatment exclusively to therapeutic in-
ertia. (1) Therefore, the identified gap should be un-
derstood as a potential opportunity for improvement,
which requires reviewing each patient’s clinical cir-
cumstances and access possibilities.

Regarding differences by age and sex, it should be

noted that the associations with older age and female
sex observed in the linear model lost statistical sig-
nificance in the beta regression. (1) These results are
exploratory and warrant further research, but they do
not allow us to conclude that systematic prescribing
biases exist in our cohort.

As Dr. Guazzone proposes, a structured review
of eligibility during the consultation is a reasonable
strategy. We suggest complementing this with the
documentation of reasons for non-prescription and
with agreements among cardiology, diabetes care, and
nephrology that define responsibilities for initiating
and monitoring treatment. This proposal is consist-
ent with the recommendations of the Argentine Soci-
ety of Cardiology for implementing cardiorenal units,
published in this journal, which promote multidisci-
plinary teams involving diabetes care, shared proto-
cols, and structured follow-up with quality indicators.
(2) In particular, therapeutic combinations should
be evaluated based on individual indications and the
corresponding recommendation class. Subsequently
assessing actual prescribing practices and treatment
continuity would help determine whether these ac-
tions reduce the observed gap. The purpose of this
letter is precisely to encourage the transformation of
these findings into concrete interventions whose ef-
fectiveness can be measured.

Ezequiel H. Forte
On behalf of the authors
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