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Prof. Dr. Marcus Hacker
- Editor -
European Journal of Nuclear Medicine and Molecular
Imaging Research

     Graz, June 9th, 2026


[18F]FDG PET / CT as an Endpoint Marker in Drug Interventional Studies in Atherosclerosis - A Structured Review


Dear Professor Hacker:

Thank you very much for reviewing our above-named manuscript and for giving us the chance to revise our paper accordingly. 

We highly appreciate the constructive comments and suggestions, which have substantially improved the quality and clarity of our manuscript. Below, we provide a detailed point-by-point response to all reviewer comments. All modifications made in the revised manuscript are indicated in bold. In addition, we also modified the notation of the tracer in accordance to the International Consensus Radiochemistry Nomenclature Guidelines.


Reviewer #1
Comment 1
Reviewer comment: Statins had more consistently reduced vascular FDG uptake than intervention with non-statins.
Response / Revision made: Added to abstract: "Overall, statin therapies demonstrated a more consistent reduction in vascular [18F]FDG uptake compared to novel anti-inflammatory therapies."

Comment 2
Reviewer comment: Remove comma in "non-invasive, assessment".
Response / Revision made: Corrected to: "[18F]FDG PET may provide a non-invasive assessment of arterial inflammation."

Comment 3
Reviewer comment: Remove either "by" or "via".
Response / Revision made: Revised to: "…which lower LDL via inhibition of the de novo synthesis of cholesterol…"

Comment 4
Reviewer comment: Correct participant description.
Response / Revision made: Revised to: "Studies including both male and female patients aged 18 years or older…"

Comment 5
Reviewer comment: Inconsistent study numbers.
Response / Revision made: All numbers harmonized throughout manuscript, figures, and tables to consistently report 22 included studies.

Comment 6
Reviewer comment: Mention dietary preparation before coronary PET imaging.
Response / Revision made: Added: "To suppress physiological myocardial FDG uptake, subjects underwent dietary preparation prior to PET imaging."

Comment 7
Reviewer comment: Language corrections.
Response / Revision made: Corrected terminology throughout manuscript including unstable plaque, pleiotropic, RCTs, DPP-4, arterial inflammation, etc.


Reviewer #2
Comment 2
Reviewer comment: Add graphical overview of treatment effects.
Response / Revision made: Added Figure 3 summarizing relative changes in vascular FDG uptake across studies.

Minor comment
Reviewer comment: Correct arterial inflammation wording.
Response / Revision made: Corrected accordingly.

Minor comment
Reviewer comment: Standardize MBq units.
Response / Revision made: All injected activities converted to MBq.


Reviewer #3
Comment 1
Reviewer comment: Shift focus toward inflammation rather than lipid lowering alone.
Response / Revision made: Introduction and abstract revised to emphasize residual vascular inflammation as key driver of atherosclerosis progression. Inflammation plays a central role in the initiation, progression, and destabilization of atherosclerotic plaques. Persistent vascular inflammation despite therapeutic intervention may contribute substantially to residual cardiovascular risk (1). In this context, 18F-fluorodeoxyglucose-positron-emission-tomography (18F-FDG PET) imaging has emerged as a non-invasive imaging biomarker capable of visualizing and quantifying vascular inflammatory activity in vivo.

Comment 2
Reviewer comment: Add section on quantitative PET metrics.
Response / Revision made: Added subsection discussing SUV, TBR, MDS-TBR, and their advantages/limitations.

Comment 4
Reviewer comment: Add graphical quantitative summary.
Response / Revision made: Added Figure 3 summarizing TBR changes across studies.


Comment 5
Reviewer comment: Improve Figure 1 biological representation.
Response / Revision made: Updated figure to include multiple immune cell populations, vessel wall layers, and fibrous cap morphology.


Once again, thank you very much for giving us the opportunity to revise our manuscript and for considering the revised version of the paper for publication in the European Journal of Nuclear Medicine and Molecular Imaging Research.


Sincerely yours,
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