1. The novelty of this study is low since there are a lot of published papers report the antibacterial effect of ciprofloxacin loaded Titanium-Hydroxyapatite materials already. Although the simulation results confirm the affinity of Ti-HA-CPX to target molecules of bacteria, it has been well studied by other in vitro researches previously. Also, it didn't explain the cytotoxicity to mammalian cells in the simulation. I think the authors need to do the deeper investigate into these issues.
Response: While we acknowledge that the antibacterial effects of ciprofloxacin-loaded Titanium-Hydroxyapatite materials have been explored in previous studies, our work provides additional insights through comprehensive in silico and in vitro analyses. We aim to contribute to the existing body of knowledge by offering a detailed examination of molecular docking results and correlating them with in vitro antibacterial efficacy.
Regarding cytotoxicity, we agree that this aspect requires further investigation. In our revised manuscript, we have included a more detailed discussion of cytotoxicity to mammalian cells and referenced additional in vitro cytotoxicity data to provide a more comprehensive understanding. This includes an analysis of how ciprofloxacin interacts with mammalian cells and the potential implications for biocompatibility.
2. Please add more introduction and references about the rate of infection, financial cost to healthcare, common treatment antibiotics, and summary of previous researches about antimicrobial bone implant materials as well as the published studies about the antibacterial effects of ciprofloxacin loaded Titanium-Hydroxyapatite materials.
Response: We have expanded the introduction to include more information on the rate of infection and its financial impact on healthcare. We have also provided an overview of common antibiotic treatments for bone infections and summarized previous research on antimicrobial bone implant materials, including studies on the antibacterial effects of ciprofloxacin-loaded Titanium-Hydroxyapatite materials. Relevant references have been added to support these points:
3. Could authors provide any in vitro experimental results about the affinities between protein targets and different ciprofloxacin loaded materials?
Response: We don’t have this analysis, in the future we want to measure the binding affinity using Surface Plasmon Resonance (SPR) and Isothermal Titration Calorimetry (ITC) for different targets and antibiotics.

4. Add more introduction and references about the rate of infection, financial cost to healthcare, common treatment antibiotics, and summary of previous researches about antimicrobial bone implant materials as well as the published studies about the antibacterial effects of ciprofloxacin-loaded Titanium-Hydroxyapatite materials.
Response: As mentioned above, we have expanded the introduction to cover these topics in greater detail. The additional references and information provide a comprehensive background, emphasizing the clinical relevance and impact of our research on ciprofloxacin-functionalized bioceramic implants

