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Baglam, Kohort Heterojenligi ve Strateji Tanimi

To the Editor,

We appreciate the insightful comments and constructive critique provided by the
authors.” regarding our manuscript.? "Clinical Outcomes of Using Drug-Coated Balloons
During Primary Percutaneous Coronary Intervention for ST-Elevation Myocardial
Infarction Patients: Insights From High-Risk Groups.” The letter raises important
considerations regarding the use of drug-coated balloons (DCBs) in acute myocardial
infarction settings, particularly emphasizing the complex interaction between the
device and the biological substrate. Below, we address the specific points raised.

1. Regarding Strategy Definition and the DCB-ARC Consensus

Although we fully acknowledge the value of standardizing future trials according to DCB-
ARC recommendations, our study represents a real-world, retrospective cohort reflecting
immediate clinical practice during acute primary percutaneous coronary intervention
(PPCI). We also agree that heterogeneity in endpoint definitions, lesion preparation
techniques, and procedural success criteria remains a limitation across the current DCB
literature. This variability complicates direct comparisons among studies and underscores
the need for standardized methodologies and endpoint adjudication in future DCB trials.3

In our cohort, the primary intent was a “leave-nothing-behind" strategy. However,
because of clinical necessity driven by acute flow-limiting dissections or major recoil,
which are common in the highly volatile STEMI environment, crossover to a blended
strategy involving rescue drug-eluting stent deployment was performed. In our study,
procedural decisions were individualized according to lesion characteristics, thrombus
burden, angiographic results after predilatation, and operator judgment in the acute
STEMI setting. Although the DCB-ARC framework was published after our manuscript
had been submitted for publication, we acknowledge that more detailed stratification
of procedural strategies according to the DCB-ARC framework would further enhance
interpretability and should be incorporated into future investigations.

2. Regarding the Biological Milieu and "In-Stent Culprit” Lesions

We completely agree with this important distinction. It was never our intention to challenge
the established efficacy of DCBs in stable in-stent restenosis (ISR). Rather, our data highlight
the unique risk posed by acute in-stent culprit lesions during STEMI. The presence of acute
overlying thrombus within an already failed stent construct creates a compounding barrier.
This not only impairs mechanical balloon expansion but also physically shields the vessel
wall from appropriate paclitaxel/sirolimus transfer.* We appreciate the authors’ observation
regarding our varied terminology, including "in-stent culprit,” “in-stent restenosis,” and
“in-stent thrombosis.” We acknowledge that these represent biologically distinct entities,
and future investigations should explicitly stratify these subsets.

3. Regarding Lesion Preparation and Balloon Compliance
In stable coronary artery disease (CAD) or standard ISR, aggressive lesion preparation
using non-compliant (NC), scoring, or cutting balloons is necessary to achieve adequate
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lumen gain before drug delivery. However, the primary PCl setting
requires a delicate clinical balance. Aggressive predilatation with
high-pressure NC or scoring balloons in an acutely thrombotic,
fragile culprit vessel substantially increases the risk of distal
embolization, no-reflow, and coronary dissection.®

Thus, the frequent reliance on semi-compliant balloons in our
study reflects a cautious, real-world approach prioritized by
operators to minimize microvascular plugging while establishing
baseline antegrade flow. Nevertheless, we agree that more
rigorous lesion preparation strategies may improve outcomes and
warrant further study.

In summary, we agree with the letter's concluding sentiment:
DCB use in STEMI should not be interpreted as universally
equivalent to drug-eluting stents (DES). Instead, it represents
a highly specialized and nuanced tool. Its success depends
strongly on precise lesion selection, meticulous procedural
execution, and a thorough understanding of the underlying
biological substrate.

Ourstudy provides an important view of the real-world challenges
associated with introducing DCBs into the complex landscape
of PPCl. It underscores exactly why standardized protocols,
rigorous cohort homogeneity, and strict strategy definitions, as
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advocated by the DCB-ARC, are essential for the next generation
of cardiovascular trials.
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