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Spectral Photon-Counting CT Technology in Chest Imaging
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The X-ray imaging field is currently undergoing a period of rapid technological innovation in diagnostic imaging equipment. An important recent development is the advent of new X-ray detectors, i.e., photon-counting detectors (PCD), which have been introduced in recent clinical prototype systems, called PCD computed tomography (PCD-CT) or photon-counting CT (PCCT) or spectral photon-counting CT (SPCCT) systems. PCD allows a pixel up to 200 microns pixels at iso-center, which is much smaller than that can be obtained with conventional energy integrating detectors (EID). PCDs have also a higher dose efficiency than EID mainly because of electronic noise suppression. In addition, the energy-resolving capabilities of these detectors allow generating spectral basis imaging, such as the mono-energetic images or the water/iodine material images as well as the K-edge imaging of a contrast agent based on atoms of high atomic number. In recent years, studies have therefore been conducted to determine the potential of PCD-CT as an alternative to conventional CT for chest imaging.

Introduction

Chest imaging is constantly evolving, and the demand for diagnostic performance is growing in many areas, such as lung cancer, detection of pulmonary nodules, chronic obstructive pulmonary disease, as well as evaluation and follow-up of interstitial lung diseases (ILD). While CT is the most powerful tool currently available for this purpose, it has many limitations such that accurate diagnosis often requires additional histological analyses or other non-radiological examinations.

Photon-counting detector computed tomography (PCD-CT) technology is a new CT modality that has gained increasing interest in all areas of imaging, including musculoskeletal, digestive, cardiovascular, pulmonary, and molecular imaging [START_REF] Si-Mohamed | Review of an initial experience with an experimental spectral photon-counting computed tomography system[END_REF][START_REF] Si-Mohamed | Clinical Applications of Spectral Photon-Counting CT[END_REF][START_REF] Willemink | Photon-counting CT: Technical Principles and Clinical Prospects[END_REF][START_REF] Sandfort | Spectral photon-counting CT in cardiovascular imaging[END_REF][START_REF] Sawall | Toward molecular imaging using spectral photon-counting computed tomography?[END_REF][START_REF] Boccalini | First In-Human Results of Computed Tomography Angiography for Coronary Stent Assessment with a Spectral Photon Counting Computed Tomography[END_REF]. Contrary to energy integrated detectors (EID) found in current standard CT scanners, PCD are made of compounds, such as silicon, cadmium-telluride, or cadmium-zinc-telluride, to directly convert each X-ray photon into an electric pulse, allowing resolution of the energy of the photons. This characteristic allows better intrinsic technical performance by reducing noise, increasing spatial resolution, decreasing beam hardening, and decreasing X-ray doses [START_REF] Taguchi | Vision 20/20: Single photon counting x-ray detectors in medical imaging[END_REF][START_REF] Blevis | X-Ray Detectors for Spectral Photon-Counting CT[END_REF]. In addition, the energy-resolving capabilities of these detectors allow to generate spectral basis images, such as the monoenergetic images or water/iodine material images as well as the K-edge images of a contrast agent based on atoms of high atomic number. Taken together, PCD-CT provides new diagnostic perspectives compared to the conventional EID found in current CT systems. Studies have therefore been conducted in recent years, mainly limited to non-contrast lung imaging, to determine the potential of PCD-CT as an alternative to conventional CT. In the present review, we will discuss these studies and explore the perspectives of PCD-CT for chest imaging.

Technical Aspects 2.1. Photon-Counting Detector Technology

PCD are a recently developed technology seen as the future of X-ray measurement; the design of these detectors differs from that of EID, which are commonly used in clinical practice (Figure 1). The EID use a scintillator material transforming the incoming X-ray into visible light that is then captured by a photo-diode. The deposited energy in the pixel is integrated by an application-specific integrated circuit (ASIC) that produces a current proportional to the energy of the incoming photon. In contrast, the PCD are made of a semi-conductor material that directly converts the incoming photon to electrical charges, which migrate into a counting ASIC (Figure 1). This process is called direct conversion (by opposition to indirect conversion). The ASIC shapes a voltage pulse proportional to the incoming photon energy. From the amplitude of the pulse the PCD can differentiate photons according to their energy (Figure 2). PCD-CT can operate in two different modes: conventional or spectral. In the conventional mode, photons are not discriminated according to their energy but are only summed; "conventional images" are those computed from the attenuation of all counted photons. This corresponds to the single energy CT (SECT). The direct conversion design fundamentally improves three major aspects of X-ray SECT imaging: the size of the detector pixel, the reduction of the electronic noise, and the energy weighting in the analogical output signal. The resulting benefits of these aspects are detailed in the next section.
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Benefits for Conventional Images (a) Spatial resolution

Because the scintillator can produce visible photons in each direction, the ID pixels require separation by a reflector material (Figure 1). This leads to an interseptal gap between pixels that critically decreases the ratio of effective sensitive area to detector area when the pixel size becomes too small. The subsequent major loss of efficiency with respect to exposure limits the size of ID to 0.5 mm at iso-center in normal resolution for most of the current clinical system. PCD pixel pitch is not technically limited and can reach 0.19-0.225 mm at the iso-center in the latest full-body prototypes [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF][START_REF] Leng | 150-µm Spatial Resolution Using Photon-Counting Detector Computed Tomography Technology: Technical Performance and First Patient Images[END_REF][START_REF] Da Silva | Resolution characterization of a silicon-based, photon-counting computed tomography prototype capable of patient scanning[END_REF][START_REF] Ferda | Computed tomography with a full FOV photon-counting detector in a clinical setting, the first experience[END_REF].

The most recent ultra-high-resolution (UHR) ID-CT uses ID made by a different manufacturing process than conventional ones [START_REF] Oostveen | Physical evaluation of an ultra-high-resolution CT scanner[END_REF]; the septa gap is thinner and closer to the thickness of the anti-scatter collimators (Figure 1). This leads to 0.25-mm voxel element at iso-center, which fills the gap between standard ID and PCD in terms of reconstructed voxel size for lung imaging [START_REF] Hata | Effect of Matrix Size on the Image Quality of Ultra-high-resolution CT of the Lung: Comparison of 512 × 512, 1024 × 1024, and 2048 × 2048[END_REF]. However, some methods have shown promising results to correct scatter without a pre-detector collimator [START_REF] Ritschl | Robust primary modulation-based scatter estimation for cone-beam CT[END_REF], even for PCD [START_REF] Pivot | Scatter Correction for Spectral CT Using a Primary Modulator Mask[END_REF]. This anti-scatter grid removal would increase the sensitive area of PCD and not ID. Moreover, interseptal gaps prohibit the possibility for subpixel resolution, which is a process that better estimates the photon reaching point for a pixel based on the adjacent pixels [START_REF] Persson | Energy-resolved CT imaging with a photon-counting silicon-strip detector[END_REF].

To the best of our knowledge, a comparison of the dose efficiency between ID and PCD for a large detector panel with 0.25-mm voxel element size is not yet available. ven with the same this geometry configuration, the PCD still benefit from technical advantages described in the next subsections.

(b) Reduction of electronic noise

According to the number of available thresholds (between 3 and 8 according to PCD manufacturer), several measurement bins can be defined (Figure 2) [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF][START_REF] Da Silva | Resolution characterization of a silicon-based, photon-counting computed tomography prototype capable of patient scanning[END_REF][START_REF] Ferda | Computed tomography with a full FOV photon-counting detector in a clinical setting, the first experience[END_REF]. The first threshold is set just above the electronic noise level and suppresses it from the final counts, which cannot be done for IDs, and therefore, electronic noise is added to the integrated energy. This means the noise in the reconstructed image is lower with PCD than with ID for the same dose.

(c) Contrast improvement

In addition to noise reduction, another aspect improving contrast-to-noise ratio (CNR) is the energy weighting of each incoming photon. As the linear attenuation coefficient decreases with energy, lower energy provides greater contrast, for example, when differentiating water from calcium [START_REF] Shikhaliev | Computed tomography with energy-resolved detection: A feasibility study[END_REF] (Figure 3). Whereas ID produce a signal proportional to the incoming energy for one photon (linear weight), PCD will generate only one count irrespective of the photon measured (constant weight). 
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Spatial Resolution

Because the scintillator can produce visible photons in each direction, the EID pixels require separation by a reflector material (Figure 1). This leads to an interseptal gap between pixels that critically decreases the ratio of effective sensitive area to detector area when the pixel size becomes too small. The subsequent major loss of efficiency with respect to exposure limits the size of EID to 0.5 mm at iso-center in normal resolution for most of the current clinical system. PCD pixel pitch is not technically limited and can reach 0.19-0.225 mm at the iso-center in the latest full-body prototypes [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF][START_REF] Leng | 150-µm Spatial Resolution Using Photon-Counting Detector Computed Tomography Technology: Technical Performance and First Patient Images[END_REF][START_REF] Da Silva | Resolution characterization of a silicon-based, photon-counting computed tomography prototype capable of patient scanning[END_REF][START_REF] Ferda | Computed tomography with a full FOV photon-counting detector in a clinical setting, the first experience[END_REF].

The most recent ultra-high-resolution (UHR) EID-CT uses EID made by a different manufacturing process than conventional ones [START_REF] Oostveen | Physical evaluation of an ultra-high-resolution CT scanner[END_REF]; the septa gap is thinner and closer to the thickness of the anti-scatter collimators (Figure 1). This leads to 0.25-mm voxel element at iso-center, which fills the gap between standard EID and PCD in terms of reconstructed voxel size for lung imaging [START_REF] Hata | Effect of Matrix Size on the Image Quality of Ultra-high-resolution CT of the Lung: Comparison of 512 × 512, 1024 × 1024, and 2048 × 2048[END_REF]. However, some methods have shown promising results to correct scatter without a pre-detector collimator [START_REF] Ritschl | Robust primary modulation-based scatter estimation for cone-beam CT[END_REF], even for PCD [START_REF] Pivot | Scatter Correction for Spectral CT Using a Primary Modulator Mask[END_REF]. This anti-scatter grid removal would increase the sensitive area of PCD and not EID. Moreover, interseptal gaps prohibit the possibility for subpixel resolution, which is a process that better estimates the photon reaching point for a pixel based on the adjacent pixels [START_REF] Persson | Energy-resolved CT imaging with a photon-counting silicon-strip detector[END_REF].

To the best of our knowledge, a comparison of the dose efficiency between EID and PCD for a large detector panel with 0.25-mm voxel element size is not yet available. Even with the same this geometry configuration, the PCD still benefit from technical advantages described in the next subsections.

Reduction of Electronic Noise

According to the number of available thresholds (between 3 and 8 according to PCD manufacturer), several measurement bins can be defined (Figure 2) [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF][START_REF] Da Silva | Resolution characterization of a silicon-based, photon-counting computed tomography prototype capable of patient scanning[END_REF][START_REF] Ferda | Computed tomography with a full FOV photon-counting detector in a clinical setting, the first experience[END_REF]. The first threshold is set just above the electronic noise level and suppresses it from the final counts, which cannot be done for EIDs, and therefore, electronic noise is added to the integrated energy. This means the noise in the reconstructed image is lower with PCD than with EID for the same dose.

Contrast Improvement

In addition to noise reduction, another aspect improving contrast-to-noise ratio (CNR) is the energy weighting of each incoming photon. As the linear attenuation coefficient decreases with energy, lower energy provides greater contrast, for example, when differentiating water from calcium [START_REF] Shikhaliev | Computed tomography with energy-resolved detection: A feasibility study[END_REF] (Figure 3). Whereas EID produce a signal proportional to the incoming energy for one photon (linear weight), PCD will generate only one count irrespective of the photon measured (constant weight). 

(d) Reduction of beam hardening

The constant weight also reduces beam hardening artifacts in conventional images. Beam hardening is due to a difference in mean energies between the incident and the attenuated spectra, and the proportional weighting of ID increases this difference, which is not the case for the constant weighting of PCD [START_REF] Blevis | X-Ray Detectors for Spectral Photon-Counting CT[END_REF][START_REF] Hsieh | Design considerations for photon-counting detectors: Connecting detectors characteristics to system performances[END_REF].

(e) Dose efficiency The advantages described above of PCD over ID lead to a better dose efficiency, as demonstrated by several studies [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF][START_REF] Pourmorteza | Dose Efficiency of Quarter-Millimeter Photon-Counting Computed Tomography: First-in-Human Results[END_REF][START_REF] Symons | Photon-Counting Computed Tomography for Vascular Imaging of the Head and Neck: First in vivo human results[END_REF][START_REF] Si-Mohamed | Comparison of image quality between spectral photon-counting CT and dual-layer CT for the evaluation of lung nodules: A phantom study[END_REF][START_REF] Van Der Werf | Coronary calcium scoring potential of large field-of-view spectral photon counting CT: A phantom study[END_REF]. The effect of this dose efficiency can be either to produce the same image quality for the same dose or to investigate new protocols. In addition, iterative reconstruction can decrease noise levels in reconstructed CT images. Combined with the emergence of iterative reconstruction, PCD-CT enables either the reconstruction with a larger matrix (1024 × 1024 or 2048 × 2048) or the efficiency of ultra-low dose protocols [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF][START_REF] Si-Mohamed | Comparison of image quality between spectral photon-counting CT and dual-layer CT for the evaluation of lung nodules: A phantom study[END_REF].

Spectral Mode

Recently, progress in informatics (high storage capacity, high-speed computation reconstruction) has allowed for spectral reconstructions in clinical practice through dualenergy CT (D CT) devices. However, D CT systems require major modification in their architecture compared to single energy CT [START_REF] Si-Mohamed | Review of an initial experience with an experimental spectral photon-counting computed tomography system[END_REF]. While PCD-CT has the advantage to be able to run in both conventional and spectral mode, using a traditional X-ray source and CT geometry allows different types of images that are described in following subsections.

(a) Virtual monoenergetic (VMI) images PCD have the possibility to provide spectral measurement bins by differentiating incoming photons according to their energy (Figure 2). This spectral information can be used to reconstruct VMI [START_REF] Van Der Werf | Coronary calcium scoring potential of large field-of-view spectral photon counting CT: A phantom study[END_REF]. VMIs are computed from spectral information at a (virtual) selected energy leading to beam hardening artifact reduction. Conversely, conventional images are the reconstruction of the attenuation coefficient averaged over the measured spectrum. VMIs can be reconstructed from either a PCD or a D CT acquisition. At low energies, VMIs allow a boost of the photoelectric effect such as the iodine boost in the presence of an iodinated contrast agent. This may allow a better depiction of the vessel lumen [START_REF] Boccalini | Feasibility of human vascular imaging of the neck with a large field-of-view spectral photon-counting CT system[END_REF], while at high energies, VMI are robust to metal artifacts [START_REF] Laukamp | Correction to: CT metal artifacts in patients with total hip replacements: For artifact reduction monoenergetic reconstructions and post-processing algorithms are both efficient but not similar[END_REF]. Another metal artifact-reduction technique is the reconstruction of an image using only photons measured over 70 keV. The resulting high-threshold image presents an increased CNR compared to conventional images in presence of metal artifacts [START_REF] Do | A semi-automated quantitative comparison of metal artifact reduction in photon-counting computed tomography by energyselective thresholding[END_REF]. The optimal weight for differentiating calcium from water is derived from the attenuation coefficients subtraction (dashed lines).

Reduction of Beam Hardening

The constant weight also reduces beam hardening artifacts in conventional images. Beam hardening is due to a difference in mean energies between the incident and the attenuated spectra, and the proportional weighting of EID increases this difference, which is not the case for the constant weighting of PCD [START_REF] Blevis | X-Ray Detectors for Spectral Photon-Counting CT[END_REF][START_REF] Hsieh | Design considerations for photon-counting detectors: Connecting detectors characteristics to system performances[END_REF].

Dose Efficiency

The advantages described above of PCD over EID lead to a better dose efficiency, as demonstrated by several studies [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF][START_REF] Pourmorteza | Dose Efficiency of Quarter-Millimeter Photon-Counting Computed Tomography: First-in-Human Results[END_REF][START_REF] Symons | Photon-Counting Computed Tomography for Vascular Imaging of the Head and Neck: First in vivo human results[END_REF][START_REF] Si-Mohamed | Comparison of image quality between spectral photon-counting CT and dual-layer CT for the evaluation of lung nodules: A phantom study[END_REF][START_REF] Van Der Werf | Coronary calcium scoring potential of large field-of-view spectral photon counting CT: A phantom study[END_REF]. The effect of this dose efficiency can be either to produce the same image quality for the same dose or to investigate new protocols. In addition, iterative reconstruction can decrease noise levels in reconstructed CT images. Combined with the emergence of iterative reconstruction, PCD-CT enables either the reconstruction with a larger matrix (1024 × 1024 or 2048 × 2048) or the efficiency of ultra-low dose protocols [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF][START_REF] Si-Mohamed | Comparison of image quality between spectral photon-counting CT and dual-layer CT for the evaluation of lung nodules: A phantom study[END_REF].

Spectral Mode

Recently, progress in informatics (high storage capacity, high-speed computation reconstruction) has allowed for spectral reconstructions in clinical practice through dualenergy CT (DECT) devices. However, DECT systems require major modification in their architecture compared to single energy CT [START_REF] Si-Mohamed | Review of an initial experience with an experimental spectral photon-counting computed tomography system[END_REF]. While PCD-CT has the advantage to be able to run in both conventional and spectral mode, using a traditional X-ray source and CT geometry allows different types of images that are described in following subsections.

Virtual Monoenergetic (VMI) Images

PCD have the possibility to provide spectral measurement bins by differentiating incoming photons according to their energy (Figure 2). This spectral information can be used to reconstruct VMI [START_REF] Van Der Werf | Coronary calcium scoring potential of large field-of-view spectral photon counting CT: A phantom study[END_REF]. VMIs are computed from spectral information at a (virtual) selected energy leading to beam hardening artifact reduction. Conversely, conventional images are the reconstruction of the attenuation coefficient averaged over the measured spectrum. VMIs can be reconstructed from either a PCD or a DECT acquisition. At low energies, VMIs allow a boost of the photoelectric effect such as the iodine boost in the presence of an iodinated contrast agent. This may allow a better depiction of the vessel lumen [START_REF] Boccalini | Feasibility of human vascular imaging of the neck with a large field-of-view spectral photon-counting CT system[END_REF], while at high energies, VMI are robust to metal artifacts [START_REF] Laukamp | Correction to: CT metal artifacts in patients with total hip replacements: For artifact reduction monoenergetic reconstructions and post-processing algorithms are both efficient but not similar[END_REF]. Another metal artifact-reduction technique is the reconstruction of an image using only photons measured over 70 keV. The resulting high-threshold image presents an increased CNR compared to conventional images in presence of metal artifacts [START_REF] Do | A semi-automated quantitative comparison of metal artifact reduction in photon-counting computed tomography by energyselective thresholding[END_REF].

K-edge Imaging

K-edge materials are a type of material with a discontinuity in their attenuation coefficient (Figure 4). This spectral singularity allows for an accurate contrast agent identification in the reconstructed volume [START_REF] Roessl | K-edge imaging in x-ray computed tomography using multi-bin photon counting detectors[END_REF]. Imaging of a K-edge material, known as K-edge imaging, requires the measurement of at least three energy bins, which is not feasible with DECT [START_REF] Si-Mohamed | Review of an initial experience with an experimental spectral photon-counting computed tomography system[END_REF]. To be detected for clinical imaging, this effect must be within the energy range of the diagnostic X-ray that is between 40 and 140 keV. Unfortunately, iodine is not a good candidate because of the photon starvation around its K-edge, which is 33.3 keV. Hence, new contrast agents for CT should be designed and validated for K-edge imaging using high atomic-number atoms, such as gadolinium, gold, or bismuth (Figure 4). (b) K-edge imaging K-edge materials are a type of material with a discontinuity in their attenuation coefficient (Figure 4). This spectral singularity allows for an accurate contrast agent identification in the reconstructed volume [START_REF] Roessl | K-edge imaging in x-ray computed tomography using multi-bin photon counting detectors[END_REF]. Imaging of a K-edge material, known as K-edge imaging, requires the measurement of at least three energy bins, which is not feasible with D CT [START_REF] Si-Mohamed | Review of an initial experience with an experimental spectral photon-counting computed tomography system[END_REF]. To be detected for clinical imaging, this effect must be within the energy range of the diagnostic X-ray that is between 40 and 140 keV. Unfortunately, iodine is not a good candidate because of the photon starvation around its K-edge, which is 33.3 keV. Hence, new contrast agents for CT should be designed and validated for K-edge imaging using high atomic-number atoms, such as gadolinium, gold, or bismuth (Figure 4). 

Conclusions

In this section detailing technical aspects, we introduced the three main advantages of PCD over ID for conventional imaging: smaller detector pixel, electronic noise reduction, and more efficient energy weighting of photons. These advantages have been demonstrated to improve conventional image quality in pre-clinical and preliminary clinical studies. However, this is not the only strong point of PCD-CT, as it can perform simultaneously spectral mode to study VMIs and K-edge contrast agents, which may open to new and promising applications.

Pre-Clinical and Clinical Applications

Parenchyma Imaging

Despite the recent availability of high-resolution CT (HRCT), evaluation of lung parenchyma integrity is a daily challenge for the radiologist. The principal reason is that radiological evaluation is sometimes limited by the fine semiology of the anatomical structures of the lung lobule [START_REF] Webb | Thin-Section CT of the Secondary Pulmonary Lobule: Anatomy and the Image-The 2004 Fleischner Lecture[END_REF]; pathological analysis therefore remains the technique of choice in case of diagnostic uncertainty [START_REF] Raghu | An Official ATS/ERS/JRS/ALAT Statement: Idiopathic Pulmonary Fibrosis: Evidence-based Guidelines for Diagnosis and Management[END_REF]. However, due to its high spatial resolution, PCD-CT systems could revolutionize the evaluation of the lung. Accordingly, numerous studies have investigated PCD-CT imaging of the parenchyma by studying the influence of the reconstruction parameters, such as the matrix size, the slice thickness, and the iterative algorithms recently made available for this new technology.

For instance, Bartlett et al. [START_REF] Bartlett | High-Resolution Chest Computed Tomography Imaging of the Lungs: Impact of 1024 matrix reconstruction and photon-counting detector computed tomography[END_REF] demonstrated in patients the value of using a 1024 matrix with a high-frequency filter (Q65) with a limited field-of-view (FOV) PCD-CT system, in comparison with a 512 and 1024 matrix and standard detailed filter (B46) with PCD-CT and ID-CT. These reconstruction parameters were used to convey the high spa- 
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For instance, Bartlett et al. [START_REF] Bartlett | High-Resolution Chest Computed Tomography Imaging of the Lungs: Impact of 1024 matrix reconstruction and photon-counting detector computed tomography[END_REF] demonstrated in patients the value of using a 1024 matrix with a high-frequency filter (Q65) with a limited field-of-view (FOV) PCD-CT system, in comparison with a 512 and 1024 matrix and standard detailed filter (B46) with PCD-CT and EID-CT. These reconstruction parameters were used to convey the high spatial resolution of the PCD-CT system, which improved the depiction of the lung parenchyma structures, such as the bronchi and morphological features of lesions (e.g., nodule, groundglass nodules). Recently, on a different PCD-CT system [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF], we demonstrated in human volunteer with a large FOV and a 1024 matrix, that lung structures, such as fissures, distal airways, and vessels, were of greater conspicuity and sharpness with better overall image quality than standard CT, despite a 23% flux reduction (Figure 5). Interestingly, the noise was also better rated by three experienced chest radiologists who noted a particular texture that characterizes high-frequency noise. In this study, we showed that the UHR parameters allowed to depict a 178-µm line width on a line pair phantom, which was enabled by a spatial resolution at 22.3 lp/cm at 10% modulation transfer function. Similarly, Leng et al. [START_REF] Leng | 150-µm Spatial Resolution Using Photon-Counting Detector Computed Tomography Technology: Technical Performance and First Patient Images[END_REF] reported in patients with a different PCD-CT system the value of an UHR mode for small lung structures using a sharp filter with a spatial frequency cutoff of 32.4 lp/cm, a 1024 matrix, and 0.25 slice thickness in comparison to a standard (macro) and sharp mode. The sharp and UHR modes showed similar modulation transfer functions, both better than for macro mode; 10% modulation transfer function value was 9.48 lp/cm for macro, 16.05 lp/cm for sharp, and 17.69 lp/cm for UHR modes.
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Similarly, Leng et al. [START_REF] Leng | 150-µm Spatial Resolution Using Photon-Counting Detector Computed Tomography Technology: Technical Performance and First Patient Images[END_REF] reported in patients with a different PCD-CT system the value of an UHR mode for small lung structures using a sharp filter with a spatial frequency cutoff of 32.4 lp/cm, a 1024 matrix, and 0.25 slice thickness in comparison to a standard (macro) and sharp mode. The sharp and UHR modes showed similar modulation transfer functions, both better than for macro mode; 10% modulation transfer function value was 9.48 lp/cm for macro, 16.05 lp/cm for sharp, and 17.69 lp/cm for UHR modes. Taken together, these studies show the potential for more accurate parenchyma evaluation in vitro as well as in human volunteers and patients with the UHR mode of the PCD-CT technology that requires confirmation in a prospective clinical study. Taken together, these studies show the potential for more accurate parenchyma evaluation in vitro as well as in human volunteers and patients with the UHR mode of the PCD-CT technology that requires confirmation in a prospective clinical study.

Nodule Imaging

Lung nodule imaging is a challenging task that necessitates an accurate characterization of the morphological features of a nodule [START_REF] Macmahon | Guidelines for Management of Incidental Pulmonary Nodules Detected on CT Images: From the Fleischner Society[END_REF]. In recent years, several studies have proven the performance of PCD-CT in the detection and morphological characterization of pulmonary nodules, thus demonstrating its potential for this public health problem. For example, Zhou et al. [START_REF] Zhou | Lung nodule volume quantification and shape differentiation with an ultra-high resolution technique on a photon-counting detector computed tomography system[END_REF] studied the impact of UHR mode for lung nodule volume evaluation and shape characterization using a PCD-CT system. They used a 512 matrix with a small FOV (11 cm) resulting in a pixel size of 215 µm and compared the UHR mode to the macro mode using two reconstruction algorithms (s80f and b46f). The UHR mode used an effective detector pixel size of 0.25 mm by 0.25 mm at the iso-center, while the conventional macro mode was limited to 0.5 mm by 0.5 mm. For small nodules (diameter ≤ 5 mm), UHR mode was able to achieve more accurate volume measurements than macro mode due to higher spatial resolution, which is an advantage for routine use. Moreover, all acquisitions showed comparatively lower bias in the evaluation of the volume of spherical nodules. Additionally, for irregularly shaped (star) nodules, particularly of small size (diameter ≤ 5 mm), UHR acquisitions with the sharp kernel provided substantially better accuracy in volume measurements compared to the other three acquisition mode/reconstruction kernel combinations. Furthermore, receiver-operating-characteristics analyses showed a clear benefit of the UHR mode, demonstrating an increased ability to differentiate small, smooth, spherical nodules from small, irregular-shaped nodules. These finding are particularly important, as studies have shown that nodules with irregular or spiculated margins, particularly with distortion of adjacent vessels, are likely to be malignant.

In a second study, Zhou et al. [START_REF] Zhou | Lung Nodule Volume Quantification and Shape Differentiation with an Ultra-High Resolution Technique on a Photon Counting Detector CT System[END_REF] performed a similar study in phantoms with similar parameters and proved that for all nodules, the volume estimation was more accurate, as there was a lower mean absolute percent error (6.5%) compared with macro mode (11.1% to 12.9%). The improvement of volume measurement with the UHR mode was more obvious for small nodule size (3 mm, 5 mm) or star-shaped nodules. Thus, the authors demonstrated that the UHR mode of the evaluated PCD-CT system was able to improve measurement accuracy for nodule volume and nodule shape characterization.

In line with these studies, Kopp et al. [START_REF] Kopp | Evaluation of a preclinical photon-counting CT prototype for pulmonary imaging[END_REF] demonstrated a better morphological and volumetric evaluation of different nodule phantoms presenting spikes with a different PCD-CT system. The volume estimation indicated better accuracy for PCD-CT compared to CT and HR-CT (with a root mean squared error of 21.3 mm 3 for SPCCT, 28.5 mm 3 for CT, and 26.4 mm 3 for HR-CT). The Dice similarity coefficient was greater for PCD-CT considering all nodule shapes and sizes (mean, PCD-CT 0.90; CT: 0.85; HR-CT: 0.85). These findings were explained by the higher spatial resolution of the system as demonstrated by a higher modulation transfer function (10% modulation transfer function at 21.7 lp/cm).

Recently, using a clinical prototype [START_REF] Si-Mohamed | Comparison of image quality between spectral photon-counting CT and dual-layer CT for the evaluation of lung nodules: A phantom study[END_REF], we demonstrated the enhanced performances of PCD-CT for solid and ground-glass lung nodule detectability in a phantom study using a task-based model observer assessment and a subjective image quality evaluation. The comparison between a dual-layer CT and the PCD-CT system from the same manufacturer with optimized parameters for each platform found a noise reduction with PCD-CT, as demonstrated by the noise power spectrum analysis and an improved spatial resolution as demonstrated by the task transfer function. As a consequence, the task-based model observer (d') evaluation demonstrated a greater detectability for solid and ground-glass nodules (Figure 6). It is noteworthy that the difference in detectability between CT systems was more pronounced for the ground-glass nodules, which are known to be more difficult to detect due to their low contrast with conventional CT systems. Finally, experienced chest radiologists determined that the best compromise for optimal image quality, noise reduction, and increased spatial resolution was reached by using the iterative reconstruction at level iDose 6, which may enable a clinical use.

tion system delivered comparable results for lung nodule detection and volumetry between PCD-and dose-matched ID-CT. Nevertheless, the mean sensitivity PCD-CT images was higher than with ID-CT with, for example, a rate of 95% versus 86% for dosematched ID-CT with a volume CT dose index of 0.41 mGy.

Taken together, these studies show the potential for more accurate lung nodule evaluation in vitro and in vivo with PCD-CT technology that requires confirmation in a prospective clinical study. 

Lung Cancer Screening Imaging

Lung cancer is the leading cause of cancer deaths worldwide [START_REF] Jemal | Global cancer statistics[END_REF], and despite the conclusions of the National Lung Screening Trial that CT screening significantly reduces mortality associated with lung cancer, among other diseases [START_REF] National | Reduced Lung-Cancer Mortality with Low-Dose Computed Tomographic Screening[END_REF], to date, there is no worldwide agreement on the screening recommendations. This can in part be explained by the fact that the diagnostic benefits of lung cancer screening have to be balanced with the inherent risks of ionizing radiation as well as overdiagnosis and work-up of falsepositive findings [START_REF] Mayo | Radiation Exposure at Chest CT: A Statement of the Fleischner Society[END_REF].

Symons et al. [START_REF] Symons | Low-dose lung cancer screening with photon-counting CT: A feasibility study[END_REF] studied the impact of a low-dose acquisition with PCD-CT and a conventional CT with a 512 matrix on two phantoms by comparing attenuation accuracy, noise, and CNR values between different dose settings. Hounsfield unit stability and accuracy for lung, ground-glass nodules, and emphysema were greater with PCD-CT than ID-CT, particularly at lower doses where the attenuation decreased significantly with ID-CT. In addition, a reduction of noise was consistently found for PCD-CT at 80, 100, and 120 kVp in comparison to ID-CT. As a result, CNR were improved compared to ID Finally, Jungblut et al. [START_REF] Jungblut | First Performance Evaluation of an Artificial Intelligence-Based Computer-Aided Detection System for Pulmonary Nodule Evaluation in Dual-Source Photon-Counting Detector CT at Different Low-Dose Levels[END_REF] evaluated the image quality of pulmonary nodule at different low radiation dose for PCD-CT and EID-CT systems. Their analysis was based on a subjective evaluation by observers and on a commercial artificial intelligence-based, computer-aided detection system. They analyzed an anthropomorphic chest phantom containing 14 pulmonary nodules of different sizes with three vendor-specific scanning modes at decreasing matched radiation dose levels. By comparing PCD-CT to EID-CT images, they found using the HR mode a better image quality with PCD-CT in the subjective analysis as well as the lowest image noise in favor of a better objective analysis. Despite the improved performance, the artificial intelligence-based, computer-aided detection system delivered comparable results for lung nodule detection and volumetry between PCD-and dose-matched EID-CT. Nevertheless, the mean sensitivity PCD-CT images was higher than with EID-CT with, for example, a rate of 95% versus 86% for dose-matched EID-CT with a volume CT dose index of 0.41 mGy.

Taken together, these studies show the potential for more accurate lung nodule evaluation in vitro and in vivo with PCD-CT technology that requires confirmation in a prospective clinical study.

Lung Cancer Screening Imaging

Lung cancer is the leading cause of cancer deaths worldwide [START_REF] Jemal | Global cancer statistics[END_REF], and despite the conclusions of the National Lung Screening Trial that CT screening significantly reduces mortality associated with lung cancer, among other diseases [START_REF] National | Reduced Lung-Cancer Mortality with Low-Dose Computed Tomographic Screening[END_REF], to date, there is no worldwide agreement on the screening recommendations. This can in part be explained by the fact that the diagnostic benefits of lung cancer screening have to be balanced with the inherent risks of ionizing radiation as well as overdiagnosis and work-up of false-positive findings [START_REF] Mayo | Radiation Exposure at Chest CT: A Statement of the Fleischner Society[END_REF].

Symons et al. [START_REF] Symons | Low-dose lung cancer screening with photon-counting CT: A feasibility study[END_REF] studied the impact of a low-dose acquisition with PCD-CT and a conventional CT with a 512 matrix on two phantoms by comparing attenuation accuracy, noise, and CNR values between different dose settings. Hounsfield unit stability and accuracy for lung, ground-glass nodules, and emphysema were greater with PCD-CT than EID-CT, particularly at lower doses where the attenuation decreased significantly with EID-CT. In addition, a reduction of noise was consistently found for PCD-CT at 80, 100, and 120 kVp in comparison to EID-CT. As a result, CNR were improved compared to EID for ground-glass nodules and emphysema, particularly for 100 and 80 kVp, without significant difference for other objects (acrylic, water, lung foam, air, etc.). These results support the technical benefits of PCD making PCD-CT a promising tool in radiation dose optimization that is critical in further improving the risk-benefit ratio of CT lung cancer screening; however, they require confirmation in a prospective clinical study.

Low and Ultra-Low Dose Imaging

Ultra-low and low-dose CT has been increasingly used in low-radiation risk assessment of lung cancer, but this is not the only pulmonary disease where the risk-benefit ratio seems positive; for instance, the follow-up of fibrosing disease at low doses of radiation could be of great interest because of the iterative CT scans. However, the main limitation for use of these protocols is the impairment of the objective and subjective image quality because of the photon starvation and increase in artefacts, such as beam hardening using EID-CT. With PCD-CT, numerous studies have suggested an improvement of the image quality (Figures 7 and8). For instance, Symons et al. [START_REF] Symons | Low-dose lung cancer screening with photon-counting CT: A feasibility study[END_REF] proved on phantoms using a 512 matrix the capacity of PCD technology to be more stable in measuring the parenchyma attenuation at low dose. This may also provide better reproducibility and accuracy for quantitative imaging in the future, such as performed for lung density. The latter is necessary to monitor disease, such as alpha-1 antitrypsin deficiency, emphysema, and idiopathic pulmonary fibrosis, but can also be used for the treatment strategy, such as performed in alpha-1 antitrypsin deficiency [START_REF] Green | Lung density associates with survival in alpha 1 antitrypsin deficient patients[END_REF]. More recently, the same group reported in 30 healthy volunteers the feasibility of a CT lung cancer screening protocol (120 kVp, 20 mAs) with a 512 matrix and an iterative reconstruction algorithm [START_REF] Symons | Feasibility of Dose-reduced Chest CT with Photon-counting Detectors: Initial Results in Humans[END_REF]. They showed that experienced readers identified the PCD-CT images as having better diagnostic quality for assessment of lung tissue, lung nodules, soft tissue, and bone with lower subjective image noise when compared to those obtained with the EID system. They also found a better image quality in areas with known beam hardening, e.g., around the vertebrae and in the apical lobes. Quantitative measurements showed that PCD-CT images had 15.2-16.8% lower noise at two different dose levels, with 21.0% higher lung nodule CNR. In addition, we demonstrated the feasibility of using low dose (CTDI: 1.11 mGy) and ultra-low dose (CTDI: 0.10 mGy) protocols in lung nodule evaluation with phantoms and one human volunteer while preserving UHR parameters [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF]. We used a 1024 matrix, a large FOV, and slice thickness of 0.25 mm and found a satisfactory detection with low X-ray dose protocol for solid, mixed, and ground-glass nodules. Using ultra-low dose parameters (80 kVp, 3 mAs), ground-glass nodules were not clearly defined because of increasing noise. However, iterative reconstruction (i.e., iDose 5 and 9) enabled a satisfactory nodule visualization. Moreover, improved image quality was found with low-dose PCD-CT images compared to standard-dose EID-CT for lung imaging in a human volunteer despite 87% of flux reduction. Additionally, the use of newly developed iterative reconstruction for PCD-CT data led to a decrease in noise by up to 68% when using iDose reconstruction algorithm (iDose 9). In conclusion, this study showed the feasibility of significant dose reduction with PCD-CT with or without iterative reconstruction while conserving the high-resolution parameters for lung analysis.

Taken together, these studies highlight the feasibility of PCD-CT imaging for improving lung nodule detection with a good compromise between increased spatial resolution, decreased dose, and equivalent or reduced noise. 

Interstitial Lung Disease Imaging

Interstitial lung diseases are complex pathologies and HR-CT evaluation is essential for accurate diagnosis and determination of the best treatment. However, this requires very high spatial resolution because of the microsemiology of their key signs, e.g., intralobular reticulations, bronchiectasis, and honeycombing, which are frequently indeterminate and may lead to invasive procedures, such as biopsies for histological evaluation [START_REF] Watadani | Interobserver Variability in the CT Assessment of Honeycombing in the Lungs[END_REF]. In addition, current low-dose protocols, i.e., lower than 1 mSv, are not recommended due to the impaired image quality that may lead to misclassification of the interstitial lung disease [START_REF] Raghu | An Official ATS/ERS/JRS/ALAT Statement: Idiopathic Pulmonary Fibrosis: Evidence-based Guidelines for Diagnosis and Management[END_REF]. Therefore, PCD, because of its high resolution and noise reduction capacity, could be a promising tool for ILD evaluation.

In an attempt to evaluate the feasibility of PCD-CT in interstitial lung diseases, a recent study conducted by Ferda et al. [START_REF] Ferda | Computed tomography with a full FOV photon-counting detector in a clinical setting, the first experience[END_REF], with a clinical prototype large FOV PCD-CT system, identified a few cases in a cohort of 60 patients addressed for various reasons. They investigated the diagnostic quality of PCD-CT lung imaging using a standard and a low-dose protocol by subjectively assessing critical structures, such as bronchi and bronchial walls. When PCD-CT images were compared to those obtained with a similar dose using ID-CT, the background noise was significantly lower, and the signal-to-noise ratios were significantly higher in PCD-CT images. An important point is that the subjective 
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In an attempt to evaluate the feasibility of PCD-CT in interstitial lung diseases, a recent study conducted by Ferda et al. [START_REF] Ferda | Computed tomography with a full FOV photon-counting detector in a clinical setting, the first experience[END_REF], with a clinical prototype large FOV PCD-CT system, identified a few cases in a cohort of 60 patients addressed for various reasons. They investigated the diagnostic quality of PCD-CT lung imaging using a standard and a lowdose protocol by subjectively assessing critical structures, such as bronchi and bronchial walls. When PCD-CT images were compared to those obtained with a similar dose using EID-CT, the background noise was significantly lower, and the signal-to-noise ratios were significantly higher in PCD-CT images. An important point is that the subjective quality score between full and low-dose lung imaging was comparable. In patients with interstitial lung disease, the PCD-CT demonstrated a better visualization of higher-order bronchi and third-/fourth-/fifth-order bronchial walls, such as previously suggested with a PCD-CT system from a different manufacturer [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF]. However, the authors did not evaluate the diagnostic performance of PCD-CT compared to EID-CT for key signs of fibrosis. Nevertheless, these initial findings indicated an important potential for further radiation dose reduction in interstitial lung disease imaging diagnosis and follow-up.

Distal Airways and Bronchial Imaging

Bronchial diseases are difficult to evaluate with conventional CT imaging. For patients with chronic obstructive pulmonary disease, the initial morphological evaluation of the bronchial tubes is difficult as well as their follow-up under treatment due to the lack of spatial resolution of conventional scanners. This limitation is also observed for interstitial lung disease, where the differentiation between traction bronchiectasis and honeycombing leads to numerous controversies in the literature [START_REF] Watadani | Interobserver Variability in the CT Assessment of Honeycombing in the Lungs[END_REF], leaving a room for image quality improvement using PCD-CT.

For example, Bartlett et al. [START_REF] Bartlett | High-Resolution Chest Computed Tomography Imaging of the Lungs: Impact of 1024 matrix reconstruction and photon-counting detector computed tomography[END_REF] included 22 patients with pulmonary condition (pneumonia, pulmonary nodule, etc.) and showed improvement in the detection of higher-order bronchi compared with the EID-CT system, irrespective of the image reconstruction kernel used (readers detected more seventh-and eighth-order bronchi). The addition of a sharp reconstruction kernel designed to convey the higher spatial resolution of the PCD-CT system (Q65) further improved the visualization of small bronchi and bronchial walls (walls of the third-and fourth-order bronchi in both lungs). The results of this study demonstrated the potential benefit of PCD-CT lung HR-CT, particularly in assessing airway diseases. Similarly, Kopp et al. [START_REF] Kopp | Evaluation of a preclinical photon-counting CT prototype for pulmonary imaging[END_REF] compared in-vivo images of a rabbit and a patient acquired with PCD-CT and HR-CT. With HR-CT, bronchi and bronchioles down to a diameter of 1.5-2 mm could be identified. Comparing images of HR-CT and PCD-CT adjusted to the same size, vessels, and walls of bronchioles could be visualized more distinctly with PCD-CT. In addition, we showed a better conspicuity and sharpness of the distal airways as rated by three experienced chest radiologists on a human volunteer, which allowed to see the origin of a 0.5-mm diameter bronchiole that was not visible on an EID-CT [START_REF] Si-Mohamed | Feasibility of lung imaging with a large field-of-view spectral photon-counting CT system[END_REF]. Taken together, these studies support the potential of PCD-CT to propose a new evaluation of bronchial diseases (Figure 9).

Pulmonary Vascularization Imaging

Pulmonary vascular involvement is highly prevalent in various lung diseases, such as in chronic obstructive pulmonary disease, emphysema, chronic thromboembolic pulmonary hypertension, as well as infectious disease, such as COVID-19 [START_REF] Si-Mohamed | In vivo demonstration of pulmonary microvascular involvement in COVID-19 using dual-energy computed tomography[END_REF][START_REF] Simonneau | The pathophysiology of chronic thromboembolic pulmonary hypertension[END_REF][START_REF] Kovacs | Pulmonary Vascular Involvement in Chronic Obstructive Pulmonary Disease. Is There a Pulmonary Vascular Phenotype?[END_REF][START_REF] Peinado | Pulmonary Vascular Involvement in COPD[END_REF][START_REF] Iyer | Quantitative Dual-Energy Computed Tomography Supports a Vascular Etiology of Smoking-induced Inflammatory Lung Disease[END_REF]. Current standard CT can allow the diagnosis of vessel structure abnormalities, such as thrombus or caliper disparity, while DECT enables the specific imaging of the iodine distribution in the lung, allowing the microcirculation imaging known as a surrogate marker of lung perfusion [START_REF] Si-Mohamed | Head-to-head comparison of lung perfusion with dual-energy CT and SPECT-CT[END_REF]. Considering the probable improved performance of PCD-CT compared to EID-CT, there is hope for better monitoring the proximal and distal pulmonary vascular involvement in the diseases cited above (Figure 10). For example, this would be of great interest in chronic thromboembolic pulmonary hypertension for the characterization of the involvement of microvasculopathy in the sub-pleural area that might contribute to severe hemodynamics, as suggested by Onishi et al. [START_REF] Onishi | Evaluation of microvasculopathy using dual-energy computed tomography in patients with chronic thromboembolic pulmonary hypertension[END_REF]. In addition, the virtual monoenergetic capabilities of PCD-CT would allow the use of low monoenergetic images, e.g., 40 or 50 keV, to boost iodine attenuation that would help decrease the amount of iodinated contrast agent for a pulmonary CT angiography. 
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Through its multi-energy CT capabilities, PCD technology enables a spectral tissue characterization and differentiation with or without the use of contrast agents, explaining the use of the term spectral photon-counting CT (SPCCT) in recent studies [START_REF] Si-Mohamed | Review of an initial experience with an experimental spectral photon-counting computed tomography system[END_REF][START_REF] Kim | Assessment of candidate elements for development of spectral photon-counting CT specific contrast agents[END_REF][START_REF] Si-Mohamed | Multicolour imaging with spectral photon-counting CT: A phantom study[END_REF][START_REF] Si-Mohamed | Evaluation of spectral photon counting computed tomography K-edge imaging for determination of gold nanoparticle biodistribution in vivo[END_REF][START_REF] Si-Mohamed | Improved Peritoneal Cavity and Abdominal Organ Imaging Using a Biphasic Contrast Agent Protocol and Spectral Photon Counting Computed Tomography K-Edge Imaging[END_REF][START_REF] Si-Mohamed | Spectral Photon-Counting Computed Tomography (SPCCT): In-vivo single-acquisition multi-phase liver imaging with a dual contrast agent protocol[END_REF][START_REF] Cormode | Atherosclerotic Plaque Composition: Analysis with Multicolor CT and Targeted Gold Nanoparticles[END_REF][START_REF] Cormode | Multicolor spectral photon-counting computed tomography: In vivo dual contrast imaging with a high count rate scanner[END_REF][START_REF] De Vries | Quantitative Spectral K-Edge Imaging in Preclinical Photon-Counting X-Ray Computed Tomography[END_REF][START_REF] Muenzel | Spectral Photon-counting CT: Initial Experience with Dual-Contrast Agent K-Edge Colonography[END_REF][START_REF] Riederer | Liquid Embolic Agents in Spectral X-Ray Photon-Counting Computed Tomography using Tantalum K-Edge Imaging[END_REF][START_REF] Sigovan | Feasibility of improving vascular imaging in the presence of metallic stents using spectral photon counting CT and K-edge imaging[END_REF][START_REF] Thivolet | Spectral photoncounting CT imaging of colorectal peritoneal metastases: Initial experience in rats[END_REF][START_REF] Bratke | Spectral Photon-Counting Computed Tomography for Coronary Stent Imaging: Evaluation of the Potential Clinical Impact for the Delineation of In-Stent Restenosis[END_REF][START_REF] Boussel | Photon counting spectral CT component analysis of coronary artery atherosclerotic plaque samples[END_REF][START_REF] Halttunen | Hybrid Nano-GdF3 contrast media allows pre-clinical in vivo element-specific K-edge imaging and quantification[END_REF][START_REF] Riederer | Differentiation between blood and iodine in a bovine brain-Initial experience with Spectral Photon-Counting Computed Tomography (SPCCT)[END_REF][START_REF] Si-Mohamed | In Vivo Molecular K-Edge Imaging of Atherosclerotic Plaque Using Photon-counting CT[END_REF]. 

K-Edge Imaging

Through its multi-energy CT capabilities, PCD technology enables a spectral tissue characterization and differentiation with or without the use of contrast agents, explaining the use of the term spectral photon-counting CT (SPCCT) in recent studies [START_REF] Si-Mohamed | Review of an initial experience with an experimental spectral photon-counting computed tomography system[END_REF][START_REF] Kim | Assessment of candidate elements for development of spectral photon-counting CT specific contrast agents[END_REF][START_REF] Si-Mohamed | Multicolour imaging with spectral photon-counting CT: A phantom study[END_REF][START_REF] Si-Mohamed | Evaluation of spectral photon counting computed tomography K-edge imaging for determination of gold nanoparticle biodistribution in vivo[END_REF][START_REF] Si-Mohamed | Improved Peritoneal Cavity and Abdominal Organ Imaging Using a Biphasic Contrast Agent Protocol and Spectral Photon Counting Computed Tomography K-Edge Imaging[END_REF][START_REF] Si-Mohamed | Spectral Photon-Counting Computed Tomography (SPCCT): In-vivo single-acquisition multi-phase liver imaging with a dual contrast agent protocol[END_REF][START_REF] Cormode | Atherosclerotic Plaque Composition: Analysis with Multicolor CT and Targeted Gold Nanoparticles[END_REF][START_REF] Cormode | Multicolor spectral photon-counting computed tomography: In vivo dual contrast imaging with a high count rate scanner[END_REF][START_REF] De Vries | Quantitative Spectral K-Edge Imaging in Preclinical Photon-Counting X-Ray Computed Tomography[END_REF][START_REF] Muenzel | Spectral Photon-counting CT: Initial Experience with Dual-Contrast Agent K-Edge Colonography[END_REF][START_REF] Riederer | Liquid Embolic Agents in Spectral X-Ray Photon-Counting Computed Tomography using Tantalum K-Edge Imaging[END_REF][START_REF] Sigovan | Feasibility of improving vascular imaging in the presence of metallic stents using spectral photon counting CT and K-edge imaging[END_REF][START_REF] Thivolet | Spectral photoncounting CT imaging of colorectal peritoneal metastases: Initial experience in rats[END_REF][START_REF] Bratke | Spectral Photon-Counting Computed Tomography for Coronary Stent Imaging: Evaluation of the Potential Clinical Impact for the Delineation of In-Stent Restenosis[END_REF][START_REF] Boussel | Photon counting spectral CT component analysis of coronary artery atherosclerotic plaque samples[END_REF][START_REF] Halttunen | Hybrid Nano-GdF3 contrast media allows pre-clinical in vivo element-specific K-edge imaging and quantification[END_REF][START_REF] Riederer | Differentiation between blood and iodine in a bovine brain-Initial experience with Spectral Photon-Counting Computed Tomography (SPCCT)[END_REF][START_REF] Si-Mohamed | In Vivo Molecular K-Edge Imaging of Atherosclerotic Plaque Using Photon-counting CT[END_REF]. Among these capabilities, K-edge imaging is one of the new features of SPCCT enabled by the energy-resolving characteristics of PCD. It is based on the recognition of the specific K-edge signature of an atom, i.e., the binding energy between the inner electron shell and the atom [START_REF] Roessl | Sensitivity of Photon-Counting Based K-Edge Imaging in X-ray Computed Tomography[END_REF]. Indeed, by dividing the spectrum into well-chosen energy-based datasets, it is possible to detect multiple elements, such as gadolinium, gold, and other atoms that have a K-edge within the relevant energy range of the X-ray spectrum used (e.g., ~40-100 keV; Figure 11) [START_REF] Roessl | K-edge imaging in x-ray computed tomography using multi-bin photon counting detectors[END_REF]. The main advantage of this technique is to permit a specific and quantitative imaging of the agent without any signal arising from the background, which would allow an improved contrast of the tissue as compared to conventional CT imaging. This type of imaging requires the use of contrast agents adapted for SPCCT, which opens the door for research and development. Among the candidate contrast agents for K-edge imaging, nanoparticles are becoming the agents of choice because of their numerous advantages, such as high payload of atoms, potential for blood pool effect, tunable physicochemical properties, potential for targeting imaging, cell tracking, and theranostic applications [START_REF] Kim | Assessment of candidate elements for development of spectral photon-counting CT specific contrast agents[END_REF][START_REF] Hsu | Nanoparticle contrast agents for X-ray imaging applications[END_REF][START_REF] Bouché | Recent Advances in Molecular Imaging with Gold Nanoparticles[END_REF].

J. Clin. Med. 2021, 10, x FOR P R R VI W 14 of 18 K-edge imaging in animals, i.e., simultaneous differentiation of two different contrast agents, using gold nanoparticles and an iodinated contrast agent (Figure 12). Quantification of these contrast agents in the lungs demonstrated persistent concentration for gold, while for iodine, an arterial first-pass was noticed with rapid clearance in the lungs, as expected. Taken together, these features may potentially allow a new form of functional imaging, where multiple contrast agents with different pharmacokinetics are used simultaneously in the same biological system. 

Limitations and Perspectives
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Additionally, in 2017 [START_REF] Cormode | Multicolor spectral photon-counting computed tomography: In vivo dual contrast imaging with a high count rate scanner[END_REF], we used a first of its kind system with high-count rate capabilities to demonstrate in vivo in rabbits the feasibility of a dynamic monocolor K-edge imaging of a blood pool agent using PEGylated gold nanoparticles. In the organs analyzed, we showed the persistent visualization of lung vascularization during the first hours after injection. In addition, we presented for the first time the feasibility of bicolor K-edge imaging in animals, i.e., simultaneous differentiation of two different contrast agents, using gold nanoparticles and an iodinated contrast agent (Figure 12). Quantification of these contrast agents in the lungs demonstrated persistent concentration for gold, while for iodine, an arterial first-pass was noticed with rapid clearance in the lungs, as expected. Taken together, these features may potentially allow a new form of functional imaging, where multiple contrast agents with different pharmacokinetics are used simultaneously in the same biological system. Bicolor imaging of the lung perfusion blood volume in a rabbit after injection of a standard iodinated contrast agent and a contrast agent on a K-edge material (gold nanoparticles) using a spectral photon-counting CT (SPCCT; Philips, Haifa, Israel). Conventional image (A) showed the enhancement of the chest vessels as well as the underlying tissue, while the gold K-edge image showed only the signal of gold (B). The iodine image showed the signal of iodine as well as misclassification of the bone (C).
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Limitations and Perspectives

The studies cited above provide insight for the future potential of PCD-CT imaging, particularly in-vivo studies that confirm the improvement in spatial resolution and noise management. However, they remain preliminary, and larger patient cohort studies are still needed to identify all the clinical benefits of this new technology. Despite this, it is already possible to consider the clinical potential of SPCCT thanks to studies such as that reported by Yanagawa et al. [START_REF] Yanagawa | Lung Adenocarcinoma at CT with 0.25-mm Section Thickness and a 2048 Matrix: High-Spatial-Resolution Imaging for Predicting Invasiveness[END_REF], who proved the value of studying lung adenocarcinomas with a high spatial resolution (2048 matrix on a conventional CT) to define local invasion of the tumor before the surgery.

With respect to the K-edge imaging feature of SPCCT, there are still many hurdles to overcome before considering a clinical translation. These are related to the detection chain and spectral model performance but also by the current contrast agents. It should be noted that, for example, the gadolinium doses needed for in-vivo imaging are far higher than currently used and recommended in MR, and other contrast agents are in an experimental stage that do not allow any kind of clinical human use in the nearer future.

In addition, the current technical limitations of the PCD-CT systems that depend on the progress made by manufacturers should be noted, such as the detector array number, the rotation time, and the energy-resolving capabilities. However, these limitations are expected to be addressed in the near future.

Conclusions

Photon-counting detector computed tomography (PCD-CT) represents an emerging medical imaging modality. The key features are an improved spatial and contrast resolution and a significant noise reduction in comparison to the standard energy-integrating detectors CT (EID-CT) as well as spectral capabilities, such as K-edge imaging, that may contribute to the improvement of current CT practice in chest imaging. 
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 4 Figure 4. Attenuation coefficients of contrast agents with a K-edge in the medical energy range.
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 5 Figure 5. Comparison of high-resolution lung imaging between a conventional CT (Brilliance 64; Philips Haifa, Israel; (A,B)), a clinical prototype PCD-CT (SPCCT; Philips; (C,D)), and in a human volunteer. Close-up views on the left pulmonary hilum found a greater overall image quality as well as better depiction and a greater number of small structures (bronchial wall, vessels; white arrows).
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 6 Figure 6. Comparison of high-resolution CT lung imaging of ground-glass nodules (2, 4, 6 mm) between a dual-layer ID-CT (iQon; Philips, Haifa, Israel) (A) and a clinical prototype PCD-CT (SPCCT; Philips) (B) in an anthropomorphic thorax phantom with an extension ring simulating an obese patient, using a standard dose protocol (120 kVp, 40 mAs).
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 7 Figure 7. Comparison of high-resolution low dose lung imaging (120 kVp, 10 mAs) between a duallayer ID-CT (iQon, Philips, Haifa, Israel; (A): filter YB, (B): filter F) and a clinical prototype PCD-CT (Philips; (C): filter detailed 1) in an anthropomorphic phantom CT Torso CTU-41 (Kyoto Kagaku, Tokyo, Japan). Both 1024 matrix and field-of-view of 350 mm were matched. Beam hardening was greatly reduced on the PCD-CT images, greatly improving the image quality.
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 8 Figure 8. Comparison of high-resolution low dose lung imaging (120 kVp, 10 mAs) between a conventional dual-layer CT (iQon; Philips, Haifa, Israel; (A): filter YB) and a clinical PCD-CT (Philips; (B): filter detailed 1) in an anthropomorphic phantom CT Torso CTU-41 (Kyoto Kagaku, Tokyo, Japan). Both 1024 matrix and field-of-view of 350 mm were matched. Noise was significantly reduced on the PCD-CT images in the upper and basal lobes, greatly improving the image quality.

Figure 7 .

 7 Figure 7. Comparison of high-resolution low dose lung imaging (120 kVp, 10 mAs) between a duallayer EID-CT (iQon, Philips, Haifa, Israel; (A): filter YB, (B): filter F) and a clinical prototype PCD-CT (Philips; (C): filter detailed 1) in an anthropomorphic phantom CT Torso CTU-41 (Kyoto Kagaku, Tokyo, Japan). Both 1024 matrix and field-of-view of 350 mm were matched. Beam hardening was greatly reduced on the PCD-CT images, greatly improving the image quality.

Figure 7 .

 7 Figure 7. Comparison of high-resolution low dose lung imaging (120 kVp, 10 mAs) between a duallayer ID-CT (iQon, Philips, Haifa, Israel; (A): filter YB, (B): filter F) and a clinical prototype PCD-CT (Philips; (C): filter detailed 1) in an anthropomorphic phantom CT Torso CTU-41 (Kyoto Kagaku, Tokyo, Japan). Both 1024 matrix and field-of-view of 350 mm were matched. Beam hardening was greatly reduced on the PCD-CT images, greatly improving the image quality.

Figure 8 .

 8 Figure 8. Comparison of high-resolution low dose lung imaging (120 kVp, 10 mAs) between a conventional dual-layer CT (iQon; Philips, Haifa, Israel; (A): filter YB) and a clinical PCD-CT (Philips; (B): filter detailed 1) in an anthropomorphic phantom CT Torso CTU-41 (Kyoto Kagaku, Tokyo, Japan). Both 1024 matrix and field-of-view of 350 mm were matched. Noise was significantly reduced on the PCD-CT images in the upper and basal lobes, greatly improving the image quality.

Figure 8 .

 8 Figure 8. Comparison of high-resolution low dose lung imaging (120 kVp, 10 mAs) between a conventional dual-layer CT (iQon; Philips, Haifa, Israel; (A): filter YB) and a clinical PCD-CT (Philips; (B): filter detailed 1) in an anthropomorphic phantom CT Torso CTU-41 (Kyoto Kagaku, Tokyo, Japan). Both 1024 matrix and field-of-view of 350 mm were matched. Noise was significantly reduced on the PCD-CT images in the upper and basal lobes, greatly improving the image quality.

Figure 9 .

 9 Figure 9. Comparison of the airways imaging in a 72-year-old patient with a respiratory bronchiolitis, which was on the same day as a clinical prototype PCD-CT (first row; Philips, Haifa, Israel) and a dual-layer ID-CT (second row; iQon, Philips). Sagittal views (A,B) demonstrated thickening of the bronchial wall as well as a mosaicism probably due to air trapping. Close-up views of the airspaces (C,D) showed a better sharpness and conspicuity of the bronchial wall (white arrowheads) with PCD-CT (D). Greater sharpness of the bronchial calcifications were noticed on PCD-CT images (F) compared to ID-CT images ((E); white empty arrowheads).
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 10 Figure 10. Comparison of the distal arterial pulmonary tree with a dual-layer EID-CT (iQon, Philips, Haifa, lsrael; (A)) and a clinical prototype PCD-CT (Philips; (B)) and) after injection of iodinated contrast agent. The improvement in quality is visible, notably of the distal vessel lumen and calipers that are depicted until the pleural space.
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 11 Figure 11. Spectral photon-counting CT (SPCCT) images of a phantom containing tubes with clockwise decrease concentrations of gadolinium from 15 mg/mL to 1 mg/mL of atoms using a clinical prototype (SPCCT; Philips, Haifa, Israel). Conventional image (A) and material decomposition of the K-edge image was obtained by reconstructing three material bases (B): K-edge image, (C): water image, (D): iodine image).Only the K-edge images showed the specific signal in the tubes according to the gadolinium concentrations, while water image showed signal from the plastic phantom made of water and the water in the tubes. Iodine image showed no signal accordingly to the absence of iodine.

Figure 12 .

 12 Figure 12.Bicolor imaging of the lung perfusion blood volume in a rabbit after injection of a standard iodinated contrast agent and a contrast agent on a K-edge material (gold nanoparticles) using a spectral photon-counting CT (SPCCT; Philips, Haifa, Israel). Conventional image (A) showed the enhancement of the chest vessels as well as the underlying tissue, while the gold K-edge image showed only the signal of gold (B). The iodine image showed the signal of iodine as well as misclassification of the bone (C).
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