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Version 0: 

Reviewer comments: 

Reviewer #1 

(Remarks to the Author) 
The authors have put significant effort into this revision, and the new experiments and clarifications strengthen the
manuscript. However, my conceptual concern regarding the causal link to human disease remains. The data show that
these macrophages are induced by cigarette smoke exposure and induce epithelial injury. Yet, data do not demonstrate that
these specific macrophages drive the pathology. It is possible that SPP1 macrophages and COPD simply share the same
root cause, which is cigarette smoke exposure, without a direct mechanistic connection. The authors must include these
causality limitations and discuss them. 
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Round 3

Reviewer #1 (Remarks to the Author):

The authors have put significant effort into this revision, and the new experiments and 

clarifications strengthen the manuscript. However, my conceptual concern regarding the 

causal link to human disease remains. The data show that these macrophages are induced 

by cigarette smoke exposure and induce epithelial injury. Yet, data do not demonstrate that 

these specific macrophages drive the pathology. It is possible that SPP1 macrophages and 

COPD simply share the same root cause, which is cigarette smoke exposure, without a 

direct mechanistic connection. The authors must include these causality limitations and 

discuss them.

Reply: Thank you very much for the positive feedback and the suggestion. We have now 

addressed two limitations noted in the Reviewer's comments. First, we agree with the 

Reviewer that the link to human disease needs to be addressed and we have now done so 

by adding the following part to the Discussion section (page 15-16): ‘We acknowledge that 

our data do not definitively demonstrate that Spp1+ macrophages drive human COPD 

pathology. Therefore, future translational studies will be essential to fully clarify the direct 

causal role of these cell populations in human disease’. Second, we understand the 

Reviewers' concerns and accordingly, after discussing the potential non-AM effects of the 

Spp1 blockade, we have now added (page 15): ‘This leaves open the possibility that these 

macrophages and the disease share a root cause, which is cigarette smoke exposure.’
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