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REVIEWER COMMENTS

Reviewer #1 (Remarks to the Author): 

1) General summary and opinion about the principal significance of the study, its questions and 

findings: 

It is an interesting original work analyzing neutrophils transcriptional and functional heterogeneity of 

pulmonary neutrophils in an ARDS mouse model (LPS-exposed) and in ARDS patients. 

Since neutrophils play a key role in progression and resolution of ALI in ARDS, the authors studied the 

phenotypic heterogeneity of pulmonary neutrophils (Neu) PMN. Using a murine LPS model of ALI, they 

identified two transcriptional and functional PMN subsets (by single cell sequencing) localized in 

distinct lungs compartment: intranasal LPS induced Fth1hi pro-inflammatory PMN subset inside and 

around airways with elevated inflammatory factor production, strong antioxidant and decreased 

apoptosis and regulated by IL-10. In addition, they show that ARDS patients have high ration of 

Fth1hi /Prok2hi PMN suggesting that Fth1hi PMN is a marker of poor outcome. 

2) Specific major concerns essential to be addressed: 

-In the introduction, only one publication on Neu subsets in ALI/ARDS was cited (ref: 6) but it seems 

that other works were done. 

-Since neutrophil extracellular traps (NETs) were recently associated with lung inflammation severity, 

ARDS (and in particular in ARDS following SARS-Cov-2 infection), did the authors looked at NETs and 

if yes, did they observed there difference in NETs formation between the two neutrophil (Neu) subsets 

described here? It will be probably important to look that. 

-Do the two Neu subsets described, correspond to pro and anti-inflammatory Neu? 

-Which cells produce IL-10 in that context? 

-May IL-28 (Interferon lambda) have the same role than IL-10? Discuss that 

-Is Neu expression of IL-10R different after LPS and in WT and Il-10ko mice? 

- Why BALF Neu from patients with pulmonary infections expressed higher Prok2 and lower Fth1 levels 

in comparison to ARDS patients? Is there only differences between pulmonary infections and worse 

outcomes of pulmonary infection? Clarify this. 

- Is it possible that the same Neu subsets exist in other lung diseases such as lung fibrosis, COPD, or 

ARDS associated with worse outcomes of pulmonary infection such as COVID-19? Discuss that. 

- Is it possible to measure/detect ferritin in BALF from LPS-exposed mice and/or ARDS patients as 

measured in serum in other pathologies as discussed? 

- The authors might present -ferric iron deposition (staining with Prussian blue) in neutrophils from 

BAL of LPS-mice or ARDS patients 

Minor comments: 

-Define Fth and Prok in abstract (not only in conclusion) 

-Line 74: “are thought to be impacted”: be is missing 

-Explain Fth1-eCKO1 mice 

Reviewer #2 (Remarks to the Author): 

Wang and colleagues identify in this manuscript 2 new subpopulations of neutrophils in lungs during 

ALI/ARDS, namely neutrophils with high expression of Fth1 around airways, and those with high 

expression of Prok2 in vessels. The Fth1high neutrophils displayed a proinflammatory phenotype and 

the expression of Fth1 increased with progression of acute lung injury. Fth1high-to-Prok2high 

neutrophil ratio was increased in patients with ARDS and suggested to aggravate lung inflammation. 

The study provides interesting and comprehensive new insight into the emerging field of functionally 

distinct neutrophil subpopulations in health and disease, in this case lung inflammation. However, I 



have a few suggestions to improve the manuscript. 

A paragraph on Fth1 and Prok2 in the introduction would be helpful for the reader to put the functional 

relevance into context. What about potential functional differences of the human vs mouse proteins? 

Why is the IL10-KO + PBS control not shown for comparison? 

Why were IL10 levels in BALF supernatant and serum not measured by ELISA? It would be important 

to see how IL10 behaves upon LPS treatment in the WT in their model and how that correlates over 

time with the other parameters analyzed. 

Fig 1B-E, legend states „at different time points”, but only B shows a time curve; in C-E only one time 

point is shown, and the legend does not state which. 

The neutrophil subtypes N1-N7 need to be introduced and discussed properly. 

While the descriptive part of the subpopulations is very solid, the mechanistic insight of how IL10 

regulates the distinct patterns/functions in these subpopulations is sparse. How exactly does IL10 

control expression, apoptosis etc. How would neutrophils behave with these proteins (Fth1, Prok2) 

deleted? Experiments using depleted neutrophil cell lines such as HL60 could provide more 

mechanistic details! How about responsiveness to KC (highly overexpressed after 6h without IL10, Fig 

1G) in the different subsets, which could affect the migration and localization pattern? 

What is the relevance of the different transcriptional kinetics with and without IL10? This should at 

least be better discussed. 

Are the newly described neutrophil subtypes somehow related to the ones described by the Kubes 

group that are retained in capillaries for emergency defense? This should be discussed. Also in this 

respect, do these new neutrophil subtypes show differences in phagocytic ability? It would be nice to 

see data on neutrophil effector functions related to the outcome of ALI/ARDS. 

13 patients overall (pulmonary infection and cancer; and 8 for venous blood, 4 healthy + 4 ARDS) is 

not a lot to draw meaningful conclusions. The data appear preliminary for now. Is there a chance to 

increase the n in a reasonable time frame? 

I could not read Suppl. Figures 7, 10 and 11; and Fig 3G, 4C, 8; and thus missed maybe some 

important information. They need to be presented in a more reader-friendly way. 

Minor comments: 

Results in Fig 3 need more detailed descriptions in the text. 

Methods: I think it is enough to mention the supplementary methods once and not state it for all 

assays. 

Please provide a reference for the “reliable scoring system previously published” (Suppl. Method line 

129). 

Statistics: Has normal distribution of data been tested? If so, what test has been used? 

Discussion: I think it is too early to speak of a new nomenclature system. The findings need to be 

reproduced and generalized first (valid also in other organs during other diseases etc etc) to introduce 

new systematic names for neutrophil subpopulations. In general, the new findings should be discussed 

in more detail, i.e. putting the data in context with the existing literature on known neutrophil subsets 

in different pathophysiological conditions. In this respect, the discussion remains somewhat 

superficial. 

Reviewer #3 (Remarks to the Author): 

Manuscript by Kun Wang and colleagues describes two novel neutrophil subsets (Fthhi and Prok2) in a 

murine model of ARDS (LPS exposure) and their regulation by IL-10. Authors utilized a well-

established murine model of ARDS and utilized IL-10 deficient mice as well as some human BAL and 

serum samples. Manuscript is well written, and figures are well presented. The study question is worth 

perusing and described experiments are quite straight forward and of limited novelty. However, 

significant concerns exist (noted below) about experimental design, data analysis, data interpretation 

and rigor of the findings. 

Major concern: 

One major concern is the lack of control group for PBS exposed IL-10 KO mice throughout the 



manuscript. This is necessary control group which need to be presented for these studies. 

Statistical analyses are not well described and appear to be incorrectly chosen e.g., when looking for 

genotyping specific outcome with or without LPS exposure, then one way ANOVA is not suitable test 

for this purpose. Same comment stand for most of the data presented in this manuscript. 

It appears authors performed scRNA seq on just 1-2 mice. If this is the case these analyses don’t have 

enough rigor. 

Human data is from a very small patient population and is presumably not well powered. 

Imaging data is presented as intensity per neutrophil which while helpful could bias the outcome when 

not considering the biological replicates/variability. 

Survival data is not presented and need to be incorporated. 

IL-10 inhibition as utilized (concurrent with LPS) is neither a prophylactic nor a therapeutic strategy. 

In order to validate its roles as either its dosing regimen need to be adjusted. 

Minor Concern: 

Methodology is presented for TEM evaluation of mitochondria, but images are not provided. 
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Response to the reviewer’s comments: 

Reviewer 1: 
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Figure R1. Fth1 and Prok2 modulate NETs formation in HL-60 cell-derived 
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,+=%*(G-04&(,#&'(#C:57#>AB#4%,#2*+&()%#>BB#(K2*(66)+%#4&#!M#'#.+C24*(,#=)&'#.+%&*+0#

6':57#>5TJ)B#&*(4&C(%&"#;4&4#4*(#2*(6(%&(,#46#C(4%bcb<T`"#<&4&)6&).40#4%4016)6#=46#
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%(-&*+2')0#*(.*-)&C(%&/#)%#&'(#C+,(0#+?#6(26)6#)%,-.(,#31#.(.40#0)G4&)+%#4%,#2-%.&-*(12"#

U'(*(?+*(/#=(#(6&)C4&(,#='(&'(*#$8RMj '4F(#&'(#6)C)04*#*+0(#46#$8R!N#)%#&'(#2-0C+%4*1#

)%?04CC4&+*1#6.(%4*)+#-6)%G#+-*#C+-6(#C+,(0"#:(.+C3)%4%&#C-*)%(#$8RMj79$8RMjH#

2*+&()%#>M#gG/#:n;#616&(C6B#=46#4,C)%)6&(*(,#6)C-0&4%(+-601#=)&'#8W<#6&)C-04&)+%/#

?+00+=(,# 31# 0-%G# )%?04CC4&)+%# 4%,# &)66-(# ,4C4G(# (F40-4&)+%# MY# '# 04&(*"# WH<# =46#

,(0)F(*(,#)%#4#6)C)04*#?46')+%#46#.+%&*+0#F(').0("#76#6'+=%#)%#Figure R4A-B/#$8RMj#,),#

%+&#4??(.&#&'(#&+&40#.(00#%-C3(*/#(62(.)4001#%(-&*+2')06/#46#=(00#46#$8RA/#JRL<S/#4%,#&+&40#

2*+&()%#.+%.(%&*4&)+%#)%#&'(#H78S#+?#78$#C).("#$%#24*400(0/#&'(#0-%G#)%o-*1#)%#78$#C).(#

=46#466(66(,#31#')6&+0+G).40#?(4&-*(6#?*+C#&'(#24&'+0+G).40#&)66-(#60),(6#+?#C-*)%(#0-%G6"#
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$&#=46#.0(4*01#+36(*F(,#&'4&#$8RMj#4,C)%)6&*4&)+%#.+-0,#%+&#400(F)4&(#8W<R)%,-.(,#&)66-(#

)%o-*1#>Figure R4CB"#S-*&'(*C+*(/#C).(#0-%G#4%,#H78S#.(00#6(.&)+%6#=(*(#6&4)%(,#=)&'#

S&'!#4%,#81AJ/#=').'#)%,).4&(,#&'4&#S&'!#(K2*(66)+%#)%#78$#%(-&*+2')06#=46#-%4??(.&(,#

31#$8RMj#&*(4&C(%&#>Figure R5A-BB"#L+00(.&)F(01/#&'(6(#,4&4#,(C+%6&*4&(,#&'4&#$8RMj#

,)??(*(,#?*+C#$8R!N#)%#&'(#2-0C+%4*1#)%?04CC4&+*1#(%F)*+%C(%&#)%#+-*#6&-,1"#

#

#
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Figure R4.# Recombinant IL-28A has no effect on pulmonary inflammation in 

LPS-induced ALI murine model.# >A-BB#$8RMj#,),#%+&#4??(.&#&'(#&+&40#.(00#%-C3(*/#

(62(.)4001#%(-&*+2')06#4%,#C4.*+2'4G(6#>AB/#46#=(00#46#$8RA/#JRL<S/#4%,#&+&40#2*+&()%#

.+%.(%&*4&)+%# >BB# )%# &'(# H78S# +?# 78$# C).("# >CB# ])6&+0+G).40# )C4G(6# +?# &'(#

'(C4&+K10)%R(+6)%#>]nTBR6&4)%(,#0-%G#6(.&)+%6#?*+C#,)6&)%.&#G*+-26"#<.40(#34*#)%#&'(#

-22(*# 24%(0@# !NN# gCh# 6.40(# 34*# )%# &'(# 3(0+=# 24%(0@# YN# gC"# ;4&4# 4*(# 2*(6(%&(,# 46#

C(4%bcb<T`"#<&4&)6&).40#4%4016)6#=46#2(*?+*C(,#-6)%G#+%(R=41#75PQ7#?+00+=(,#31#

H+%?(**+%)d6#2+6&#'+.#&(6&"#5#e#^#2(*#G*+-2#?*+C#X#)%,(2(%,(%&#(K2(*)C(%&6"#%6@#%+&#

6)G%)?).4%&"#

#
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Figure R5.# Recombinant IL-28A has no effect on Fth1 expression in ALI 

neutrophils. >A-BB# :(2*(6(%&4&)F(# )C4G(6# +?# 4%&)RS&'!94%&)R81AJ#

)CC-%+?0-+*(6.(%.(R6&4)%(,#0-%G#&)66-(6#>AB#4%,#4)*=41#)%?04CC4&+*1#.(006#>BB#+?#78$#

C).(#=)&'#+*#=)&'+-&# *(.+C3)%4%&# $8RMj7#4,C)%)6&*4&)+%"#5-.0()#=(*(# 6&4)%(,#=)&'#

;7W$#>Yd/AR;)4C),)%+RMR2'(%10)%,+0(B/#,)62041(,#)%#30-("#<.40(#34*@#YN#gC"#

A"#$6#5(-#(K2*(66)+%#+?#$8R!N:#,)??(*(%&#4?&(*#8W<#4%,#)%#EU#4%,#$8R!ND+#C).(Z##
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Response: E(# &'4%D# &'(# *(F)(=(*# ?+*# 3*)%G# -2# &'(# [-(6&)+%"# H1# -6)%G# +?#

)CC-%+?0-+*(6.(%.(# 46641/# =(# ,(&(*C)%(,# &'4&# $8R!N:# >73.4CB# (K2*(66)+%# )%#

%(-&*+2')06#(K')3)&(,#%+#,)??(*(%.(#3(&=((%#EU#4%,#$8R!N-/-#C).("#]+=(F(*/# )&#=46#

,*4C4&).4001#(0(F4&(,#4?&(*#8W<#.'400(%G(#)%#EU#C).(/#3-&#,(.*(46(,#)%#$8R!N-/-R8W<#

G*+-2#>Figure R6B"#

#
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Figure R6.# IL-10R expression in neutrophils of WT and IL-10-/- mice with or 

without LPS challenge.# >AB# :(2*(6(%&4&)F(# )C4G(6# +?# 4%&)R$8R!N:94%&)R81AJ#

)CC-%+?0-+*(6.(%.(R6&4)%(,# 0-%G# &)66-(6# ?*+C# ,)6&)%.&# G*+-26"# >BB# U'(# C(4%#

?0-+*(6.(%.(# )%&(%6)&1#=46#.40.-04&(,#?*+C#C+*(# &'4%#AN#.(006# )%#(4.'#G*+-2#?*+C#^#
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C).("#5-.0()#=(*(#6&4)%(,#=)&'#;7W$"#;4&4#4*(#2*(6(%&(,#46#C(4%bcb<T`"#<&4&)6&).40#

4%4016)6#=46#2(*?+*C(,#-6)%G#+%(R=41#75PQ7#?+00+=(,#31#H+%?(**+%)d6#2+6&#'+.#&(6&"#

**2#f#N"N!/#****2#f#N"NNN!/#%6@#%+&#6)G%)?).4%&"#

p"#E'1#H78S#5(-#?*+C#24&)(%&6#=)&'#2-0C+%4*1#)%?(.&)+%6#(K2*(66(,#')G'(*#W*+DM#

4%,# 0+=(*# S&'!# 0(F(06# )%# .+C24*)6+%# &+# 7:;<# 24&)(%&6Z# $6# &'(*(# +%01# ,)??(*(%.(6#

3(&=((%#2-0C+%4*1# )%?(.&)+%6# 4%,#=+*6(#+-&.+C(6#+?#2-0C+%4*1# )%?(.&)+%Z#L04*)?1#

&')6"#

Response: E(#4*(#&*-01#6+**1#?+*#%+&#C4D)%G#)&#.0(4*#)%#&'(#2*(F)+-6#C4%-6.*)2&#4%,#

422*(.)4&(#&'(#*(F)(=(*#?+*#2+)%&)%G#)&#+-&"#$%#&'(#2*(6(%&#6&-,1/#=(#+36(*F(,#)%.*(46(,#

S&'!#4%,#,(.*(46(,#W*+DM#0(F(0#)%#H78S#%(-&*+2')06#?*+C#7:;<#24&)(%&6#.+C24*(,#&+#

24&)(%&6#=)&'+-&#7:;<"#E(#,(,-.(,#&'4&#4&&*)3-&(,#&+#&'(#(0(F4&(,#2*+2+*&)+%#+?#S&'!hi#

%(-&*+2')06# ),(%&)?)(,# )%# +-*# 6&-,1# =)&'# 4# 2*(,+C)%4&(# d6(%(6.(%.(# 2'(%+&12(d/# 4%,#

2041(,#4%#(66(%&)40#*+0(#)%#&'(#2++*#2*+G%+6)6#+?#78$#C+,-04&(,#31#$8R!N"#U+#?-*&'(*#

F(*)?1#&')6/#=(#(C20+1(,#&'(#*(.+C3)%4%&#0(%&)F)*40#F(.&+*#+?#S&'!9W*+DM#6':57#-6(,#

)%#S)G-*(#:!"#76#6'+=%#)%#Figure R7/#S&'!R,(20(&(,#%(-&*+2')06#(K')3)&(,#?-%.&)+%#

,(?(.&6#)%#4%&)R+K),4&)+%#>Figure R7AB/#4%&)R42+2&+6)6#>Figure R7CB#4%,#.'(C+&4K)6#

>Figure R7DB/#=')0(#W*+DMR,(?).)(%&#%(-&*+2')06#,(?(.&(,#)%#:P<#2*+,-.&)+%#>Figure 

R7AB/#2'4G+.1&+6)6#>Figure R7BB#4%,#.'(C+&4K)6#>Figure R7DB"#U'(#,4&4#)%,).4&(,#

&'4&#)%.*(46(,#S&'!#4%,#,(.*(46(,#W*+DM#(K2*(66)+%#)%#H78S#%(-&*+2')06#?*+C#7:;<#

24&)(%&6# (K')3)&(,# ,(?(.&)F(# :P<# 2*+,-.&)+%/# 2'4G+.1&+6)6# 4%,# 42+2&+6)6/# =')0(#

)%.*(46(,# .'(C+&4K)6/# =').'# &(%,(,# &+# 2++*# 2*+G%+6)6"# H(6),(6/# &'(# ,)??(*(%.(# +?#
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S&'!9W*+DM# (K2*(66)+%# C41# %+&# +%01# 3(&=((%# 2-0C+%4*1# )%?(.&)+%6# 4%,# =+*6(#

+-&.+C(6#+?#2-0C+%4*1#)%?(.&)+%/#3-&#406+#3(&=((%#&'(#24&)(%&6#=)&'#C40)G%4%&#&-C+*/#

=').'#)6#406+#4#*)6D#?4.&+*#+?#7:;</#4%,#7:;<#6)%.(#&'(#H78S#%(-&*+2')06#?*+C#4#

.+-20(#+?#.4%.(*#24&)(%&6#'4,#406+#3((%#)%F(6&)G4&(,#>Figure 9B"#

#
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Figure R7.# Effects of Fth1/Prok2 depletion on ROS generation, phagocytosis, 

apoptosis and chemotaxis in HL-60 cell-derived neutrophils.#>A-DB#S&'!R,(20(&(,#

%(-&*+2')06# (K')3)&(,# ?-%.&)+%# ,(?(.&6# )%# 4%&)R+K),4&)+%# >AB/# 4%&)R42+2&+6)6# >CB# 4%,#

.'(C+&4K)6# >DB/#=')0(#W*+DMR,(?).)(%&# %(-&*+2')06# ,(?(.&(,# )%#:P<#2*+,-.&)+%# >AB/#

2'4G+.1&+6)6#>BB#4%,#.'(C+&4K)6#>DB#+?#]8RAN#.(00R,(*)F(,#%(-&*+2')06#.+C24*(,#=)&'#

5TJ)"#;4&4# 4*(#2*(6(%&(,# 46#C(4%bcb<T`"#<&4&)6&).40# 4%4016)6#=46# 2(*?+*C(,#-6)%G#

&=+R&4)0(,#-%24)*(,#&#<&-,(%&#&(6&"#5#e#Y#2(*#G*+-2#?*+C#Y#)%,(2(%,(%&#(K2(*)C(%&6"#*2#

f# N"N^/# %6@# %+&# 6)G%)?).4%&# >A-CB"# *2#f# N"N^/#%6@# %+&# 6)G%)?).4%&#F(*6-6#-%6&)C-04&(,#

5TJ)h##2#f#N"N^#F(*6-6#?R`8WR6&)C-04&(,#5TJ)#>DB"# #

j"# $6# )&#2+66)30(# &'4&# &'(# 64C(#5(-#6-36(&6#(K)6&# )%#+&'(*# 0-%G#,)6(46(6# 6-.'#46# 0-%G#

?)3*+6)6/#LPW;/#+*#7:;<#466+.)4&(,#=)&'#=+*6(#+-&.+C(6#+?#2-0C+%4*1#)%?(.&)+%#6-.'#

46#LPQ$;R!OZ#;)6.-66#&'4&"#

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G#-2#&'(#[-(6&)+%#4%,#=(#3(0)(F(#)&#)6#=+*&'#

)%R,(2&'#6&-,1"#7#G*+=)%G#3+,1#+?#0)&(*4&-*(6#,(C+%6&*4&(,#&'4&#.(00-04*#?(**+2&+6)6#4%,#

S&'!#=(*(#)%F+0F(,#)%#&'(#24&'+G(%(6)6#+?#F4*)+-6#2-0C+%4*1#,)6(46(6#)%.0-,)%G#0-%G#

?)3*+6)6/#LPW;#4%,#7:;</#=)&'#,)6&)%.&#(??(.&6"#q-4%#(&#40"#*(2+*&(,#&'4&#&'(#(K2*(66)+%#

+?# S&'!# =46# 6)G%)?).4%&01# ,+=%R*(G-04&(,# )%# &'(# 6)0).4R)%,-.(,#2-0C+%4*1# ?)3*+6)613#

=')0(# E4%G# 4%,# .+00(4G-(6# ?+-%,# &'4&# S&'!# =46# -2R*(G-04&(,# )%# LPW;# 24&)(%&614"#

:(.(%&01/#r)4+#(&#40"#,)6.+F(*(,#&'4&#S&'!#0(F(0#=46#,(.*(46(,#)%#C).(#0-%G#4?&(*#8W<#

6&)C-04&)+%15"#]+=(F(*/#&'(#.(00-04*#&4*G(&6#+?#&'(6(#*(6(4*.'(6#=(*(#C4)%01#(2)&'(0)40#
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.(006# +*# C4.*+2'4G(h# &+# +-*# D%+=0(,G(/# &')6# )6# &'(# ?)*6&# 6&-,1# &'4&# )%F(6&)G4&(,# &'(#

*(04&)+%6')2#3(&=((%#S&'!#4%,#%(-&*+2')0#4%,#)&6#.0)%).40#)C20).4&)+%#)%#78$97:;<"# #

76# ?+*# W*+DMhi 6-36(&/# <464D)# 4%,# .+00(4G-(6# *(F(40(,# &'4&# &'(6(# %(-&*+2')06#

4-GC(%&(,# &'(# 2*+0)?(*4&)+%# +?# 3*(46&# .4%.(*# .(006# )%# F)&*+# 4%,# (%'4%.(,# &'(# 0-%G#

C(&46&46)6# ?+*C4&)+%# )%# F)F+16"# :(.(%&01/# q-# (&# 40"# *(2+*&(,# &'4&# 6(*-C# W*+DM#

.+%.(%&*4&)+%#=46#,*4C4&).4001#,(.*(46(,#)%#&'(#24&)(%&#=)&'#6(26)6#4%,#6(2&).#6'+.D#

.+C24*(,#=)&'#'(40&'1#.+%&*+06#4%,#)&#.+-0,#(%'4%.(#&'(#2'4G+.1&).#4%,#34.&(*).),40#

?-%.&)+%6# +?# C4.*+2'4G(/# ,(C+%6&*4&)%G# 4# .(%&*40# *+0(# )%# 400(F)4&)%G# 6(26)6R)%,-.(,#

,(4&'#31#*(G-04&)%G#&'(#?-%.&)+%#+?#C4.*+2'4G(17"#]+=(F(*/#='(&'(*#&')6#(??(.&#=46#

C(,)4&(,#31#%(-&*+2')06#*(C4)%(,#-%.0(4*"# #

:(.(%&01/#=(#.+00(.&(,#&'(#H78S#+?#4%+&'(*#!!#)%24&)(%&6#?*+C#+-*#,(24*&C(%&/#

4C+%G# =').'# M# =(*(# 2-0C+%4*1# ?)3*+6)6/# M# =(*(# 4.-&(# (K4.(*34&)+%# +?# .'*+%).#

+36&*-.&)F(#2-0C+%4*1#,)6(46(# >7TLPW;B/#4%,#^#,(F(0+2(,# )%&+#7:;<#=)&')%#Yj'#

4?&(*# 4,C)66)+%"# S+*# &'(# H78S# %(-&*+2')06/# =(# 406+# +36(*F(,# )%.*(46(,# S&'!# 4%,#

,(.*(46(,#W*+DM#(K2*(66)+%#)%#&'(#7:;<#24&)(%&#>Figure R8CB#.+C24*(,#&+#2-0C+%4*1#

?)3*+6)6#>Figure R8AB/#46#=(00#46#7TLPW;#>Figure R8BB"#]+=(F(*/#&'(#64C20(6#=(*(#

[-)&(#6C400#6+#)&#%((,6#&+#3(#.+%&)%-+-601#)%F(6&)G4&(,#)%#&'(#?-&-*(#*(6(4*.'"#
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Figure R8.# Fth1 and Prok2 expression in BALF neutrophils from different 

patients. >A-CB#:(2*(6(%&4&)F(#?0-+*(6.(%.(#)C4G(6#+?#4%&)RS&'!94%&)R81AJ#4%,#4%&)R

W*+DM94%&)R81AJR6&4)%(,#4)*=41#%(-&*+2')06#?*+C#24&)(%&6#=)&'#2-0C+%4*1#?)3*+6)6#>AB/#

7TLPW;#>BB#4%,#7:;<#>CB"#U'(#%-.0()#=(*(#6&4)%(,#=)&'#;7W$/#,)62041(,#)%#30-("

O"# $6# )&# 2+66)30(# &+#C(46-*(9,(&(.&# ?(**)&)%# )%# H78S# ?*+C# 8W<R(K2+6(,#C).(# 4%,9+*#

7:;<#24&)(%&6#46#C(46-*(,#)%#6(*-C#)%#+&'(*#24&'+0+G)(6#46#,)6.-66(,Z#



18 

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G#-2#&'(#[-(6&)+%"#i6)%G#T8$<7#46641/#=(#

,)6.+F(*(,# &'4&# H78S# ?(**)&)%# >73.4CB# 0(F(0# =46# 6)C)04*# )%# EU# 4%,# $8R!N-/-# C).("#

]+=(F(*/# )&# ,*4C4&).4001# (0(F4&(,# 4?&(*# 8W<# .'400(%G(# )%# EU# C).(/# 4%,# )%.*(46(,#

?-*&'(*#)%#$8R!N-/-R8W<#G*+-2#>Figure R9AB"#`+*(+F(*/#'-C4%#H78S#?(**)&)%#>73.4CB#

=46#406+#,(&(.&(,#4%,#?+-%,#&+#3(#(0(F4&(,#)%#7:;<#24&)(%&6#.+C24*(,#=)&'#.+%&*+0#

24*&).)24%&6#>Figure R9BB"#U'(#*(6-0&#%((,6#&+#3(#?-*&'(*#.+%?)*C(,#)%#04*G(*#.+'+*&"#

Figure R9.#>A-BB#H78S#?(**)&)%#0(F(0#)%#,)6&)%.&#C).(#G*+-26#>AB#4%,#24&)(%&6#=)&'#+*#

=)&'+-&# 7:;<# >BB"# ;4&4# 4*(# 2*(6(%&(,# 46# C(4%bcb<T`"# <&4&)6&).40# 4%4016)6# =46#

2(*?+*C(,#-6)%G#+%(R=41#75PQ7#?+00+=(,#31#H+%?(**+%)d6#2+6&#'+.#&(6&#>AB#4%,#&=+R

&4)0(,#-%24)*(,#<&-,(%&#&#&(6&#>BB"#5# "# ^#2(*#G*+-2#?*+C#X#)%,(2(%,(%&#(K2(*)C(%&6"#

*2#f#N"N^/#**2#f#N"N!/#%6@#%+&#6)G%)?).4%&"#

!N"#U'(#4-&'+*6#C)G'&#2*(6(%&#R?(**).#)*+%#,(2+6)&)+%#>6&4)%)%G#=)&'#W*-66)4%#30-(B#)%#

%(-&*+2')06#?*+C#H78#+?#8W<RC).(#+*#7:;<#24&)(%&6#

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G#-2#&'(#[-(6&)+%"#H1#-6)%G#W*-66)4%#30-(#

6&4)%)%G#+?#H78S#.(006#?*+C#78$#C).(#4%,#7:;<#24&)(%&6/#=(#?+-%,#6&*)D)%G#2*+C)%(%&#
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?(**).# )*+%#,(2+6)&)+%#>6'+=%#)%#3*+=%B#)%#%(-&*+2')06#+?#8W<R(K2+6(,#$8R!N-/-#C).(#

>Figure R10AB# 4%,# 7:;<# 24&)(%&6# >Figure R10BB/# .+C24*&(,# &+# EU# C).(# 4%,#

24&)(%&6#=)&'+-&#7:;</# *(62(.&)F(01"#U'(# *(6-0&6# 4*(#.+%6)6&(%&#=)&'# &'(#,4&4# )%# &'(#

C4%-6.*)2&"#

Figure R10.# >A-BB# `).*+6.+2).# ?(**).# )*+%# ,(2+6)&)+%# >6'+=# )%# 3*+=%B# )%# H78S#

%(-&*+2')06#?*+C#,)6&)%.&#C).(#G*+-26#>AB#4%,#24&)(%&6#=)&'#+*#=)&'+-&#7:;<#>BB"#

Minor Comments 

!"#;(?)%(#S&'#4%,#W*+D#)%#436&*4.&#>%+&#+%01#)%#.+%.0-6)+%B#



20 

Response: E(#422*(.)4&(#&'(#.+CC(%&#?*+C#&'(#*(F)(=(*/#=').'#4*(#F(*1#'(02?-0#&+#

)C2*+F(#+-*#C4%-6.*)2&"#76#6-GG(6&(,/#=(#'4F(#4,,(,#&'(#,(?)%4&)+%#+?#S&'!#4%,#W*+DM#

4%,# *(F)6(,# &'(# 436&*4.&# 46# I"""# %(-&*+2')06# ')G'01# (K2*(66(,#Prok2 >W*+D)%(&).)%#MB/#

,(?)%(,# 46# W*+DMhi# 5(-/# 0+.4&(,# =)&')%# 2-0C+%4*1# F(66(06/# 4%,# %(-&*+2')06# ')G'01#

(K2*(66(,#Fth1#>S(**)&)%#](4F1#L'4)%#!B/#*(?(**(,#&+#46#S&'!hi#5(-/#,)6&*)3-&(,#=),(01#

)%#+*#4*+-%,#4)*=41"V#4..+*,)%G01#>W4G(#MB"#

M"#8)%(#pY@#I4*(#&'+-G'&#&+#3(#)C24.&(,V@#3(#)6#C)66)%G#

Response: E(#42+0+G)a(#?+*#&'(#.0(*).40#C)6&4D(#)%#&'(#2*(F)+-6#C4%-6.*)2&#4%,#*(4001#

&'4%D#&'(#*(F)(=(*#?+*#2+)%&)%G#)&#+-&"#E(#'4F(#*(F)6(,#&'(#4*&).0(#4..+*,)%G01#>W4G(#YB"

X"#TK204)%#S&'!R(LsP!#C).(#

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G#-2#&'(#[-(6&)+%"#U'(#?-00#%4C(#+?#S&'!R

(LsP!#C).(#)6#L^pH89ARS&'!em1(flox)Smoc/#(K+%#M#+?#&'(#S&'!#&*4%6.*)2&#=46#6(0(.&(,#46#

&'(# ?0+K# *(G)+%/# 4%,# (C# )%,).4&(,# (%,+%-.0(46(RC(,)4&(,# C-&4&)+%/# 4..+*,)%G# &+# 4#

2*(F)+-601#2-30)6'(,#C4%-6.*)2&18#=)&'#&'(#466)6&4%.(#+?#<'4%G'4)#̀ +,(0#P*G4%)6C6TM"#

L:$<W:9L46O# &(.'%)[-(# =46# 4,+2&(,# )%# &'(# 2*(6(%&# 2*+o(.&# &+# (6&430)6'# Fth1#

.+%,)&)+%40#D%+.D+-&# ?0+K#C).("#E(# )%o(.&(,#G-),(R:57/#L46O#C:57/#4%,#F(.&+*6#

.+%&4)%)%G#,+%+*#;57#)%&+#a1G+&(6#31#C).*+R)%o(.&)+%/#4%,#2+6)&)F(01#,(20(&(,#C).(#

=(*(#6.*((%#31#2+01C(*46(#.'4)%#*(4.&)+%#>WL:B#4%,#6([-(%.)%G#4%,#3*(,"#E(#%+=#

'4F(#-6(,#S&'!R(LsP!#C).(#&+#.*+66#=)&'#&*4%6G(%).#<!NN7jRL*(#C).(/#4%,#+3&4)%(,#

S&'!hi 5(-#.+%,)&)+%40#D%+.D+-&#C).(/#&'-6#&+#?-*&'(*#F40),4&(#+-*#'12+&'(6)6"#
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Reviewer 2: 

Major Comments 

!"#7#24*4G*42'#+%#S&'!#4%,#W*+DM#)%#&'(#)%&*+,-.&)+%#=+-0,#3(#'(02?-0#?+*#&'(#*(4,(*#

&+#2-&#&'(#?-%.&)+%40#*(0(F4%.(#)%&+#.+%&(K&"#E'4&#43+-&#2+&(%&)40#?-%.&)+%40#,)??(*(%.(6#

+?#&'(#'-C4%#F6#C+-6(#2*+&()%6Z

Response: E(#422*(.)4&(#&'(#*(F)(=(*d6#6-GG(6&)+%"#E(#'4F(#*(F)6(,#&'(#)%&*+,-.&)+%#

4%,#4,,(,#6+C(#3*)(?#,(6.*)2&)+%#+?#S&'!#4%,#W*+DM#46#I"""P%(#6-36(&#(K2*(66(,#')G'#

0(F(0#+?#Fth1#>S(**)&)%#](4F1#L'4)%#!B/#=').'#)6#4#.1&+6+0).#)*+%#6&+*4G(#2*+&()%#&'4&#

20416#4#D(1#*(G-04&+*#+?#?(**+2&+6)6/#4-&+2'4G1/#+K),4&)F(#6&*(66#4%,#)%?04CC4&)+%19, 20"#

U'(# +&'(*# 6-36(&# ')G'01# (K2*(66(,# Prok2# >W*+D)%(&).)%# MB/# 4# %(=01# ),(%&)?)(,#

.'(C+D)%(6#=)&'#4#.*)&).40#*+0(# )%# &'(#)CC-%(#616&(C#4%,#0)D(01#24*&).)24&)+%#)%#&'(#

24&'+G(%(6)6#+?#F4*)+-6#)%?04CC4&+*1R*(04&(,#,)6(46(621, 22"V#>W4G(#^B"#

76#?+*#&'(#?-%.&)+%40#,)F(*6)&1#3(&=((%#'-C4%#4%,#C).(/#=(#'4F(#,(C+%6&*4&(,#

&'4&#S&'!#C)G'&#'4F(#4#,)*(.&#*+0(#)%#4%&)R+K),4%&#.424.)&1#4%,#42+2&+6)6#*(6)6&4%.(#+?#

S&'!hi#5(-#)%#78$#C+-6(#0-%G6"#H1#-6(#+?#*(.+C3)%4%&#0(%&)F)*40#F(.&+*#+?#S&'!#6':57#

>\+*)%/# <'4%G'4)/#L')%4B# 4%,# '-C4%#2*+C1(0+.1&).# 0(-D(C)4# >]8RANB# .(00# 0)%(/#=(#

?-*&'(*# (K20+*(,# &'(# ?-%.&)+%# +?# S&'!# )%# '-C4%# G*4%-0+.1&(R0)D(# .(006"# U'(# &4*G(&#

6([-(%.(# ?+*# S&'!# 6':57X/# =').'# '4,# &'(# ')G'(6&# )%&(*?(*(%.(# (??).)(%.1# >Figure 

R11A-BB/# =46# JLUUUJ77J77LUUUJLL777"# 76# 6'+=%# )%# Figure R11C-E/#

S&'!R,(20(&(,#%(-&*+2')06#(K')3)&(,#?-%.&)+%40#,(?(.&6#)%#4%&)R+K),4&)+%#>Figure R11C, 

EB#4%,#4%&)R42+2&+6)6#>Figure R11D, EB/#=').'#=46#.+%6)6&(%&#=)&'#&'(#,4&4#)%#&'(#C).("
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TF(%#&'+-G'/#=(#4*(#&+&4001#4G*((,#=)&'#&'(#*(F)(=(*#&'4&#&')6#)66-(#%((,6#&+#3(#?-*&'(*#

(0-.),4&(,"# #

#

Figure R11.#Fth1 modulates ROS generation and cellular apoptosis in HL-60 cell-

derived neutrophils.# >A-BB# U*4%6?(.&)+%# +?# ]8RAN# .(006# =)&'# S&'!# 6':57#

,+=%*(G-04&(,#&'(#C:57#>AB#4%,#2*+&()%#>BB#(K2*(66)+%#4&#!M#'#.+C24*(,#=)&'#.+%&*+0#

6':57#>5TJ)B#&*(4&C(%&"#;4&4#4*(#2*(6(%&(,#46#C(4%bcb<T`"#<&4&)6&).40#4%4016)6#=46#

2(*?+*C(,#-6)%G#+%(R=41#75PQ7#?+00+=(,#31#H+%?(**+%)d6#2+6&#'+.#&(6&"#5#e#X#2(*#

G*+-2#?*+C#X#)%,(2(%,(%&#(K2(*)C(%&6"#****2#f#N"NNN!"#>C-DB#S&'!R,(20(&(,#%(-&*+2')06#

(K')3)&(,#?-%.&)+%#,(?(.&6#)%#4%&)R+K),4&)+%#>CB#4%,#4%&)R42+2&+6)6#>DB#+?#]8RAN#.(00R

,(*)F(,# %(-&*+2')06# .+C24*(,# =)&'# 5TJ)"# ;4&4# 4*(# 2*(6(%&(,# 46# C(4%bcb<T`"#

<&4&)6&).40#4%4016)6#=46#2(*?+*C(,#-6)%G#&=+R&4)0(,#-%24)*(, <&-,(%&#&#&(6&"#5#e#Y#2(*#

G*+-2# ?*+C#Y# )%,(2(%,(%&#(K2(*)C(%&6"# *2#f#N"N^"# >EB#S&'!#,(?).)(%.1# )%')3)&(,# &'(#

(K2*(66)+%#+?#4%&)R+K),4%&#2*+&()%/#]PR!h#=')0(#(0(F4&(,#&'(#2*+R42+2&+&).#H4K#2*+&()%#

0(F(0"#
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M"#E'1#)6#&'(#$8!NRsP#t#WH<#.+%&*+0#%+&#6'+=%#?+*#.+C24*)6+%Z#

Response: E(#4*(#&*-01#6+**1#?+*#%+&#C4D)%G#)&#.0(4*#)%#&'(#2*(F)+-6#C4%-6.*)2&#4%,#

422*(.)4&(# &'(# *(F)(=(*# ?+*# 2+)%&)%G# )&# +-&"#E(#'4F(# *(F)6(,# S)G-*(# !# 4%,#S)G-*(# M#

4..+*,)%G01/#=').'#(K')3)&(,#%+#6)G%)?).4%&#,)??(*(%.(#+?#4)*=41#)%?04CC4&)+%#4%,#0-%G#

)%o-*1#3(&=((%#EURWH<#4%,#$8R!N-/-RWH<#.+%&*+0"

X"#E'1#=(*(#$8!N#0(F(06#)%#H78S#6-2(*%4&4%&#4%,#6(*-C#%+&#C(46-*(,#31#T8$<7Z#$&#

=+-0,#3(#)C2+*&4%&#&+#6((#'+=#$8!N#3('4F(6#-2+%#8W<#&*(4&C(%&#)%#&'(#EU#)%#&'()*#

C+,(0#4%,#'+=#&'4&#.+**(04&(6#+F(*#&)C(#=)&'#&'(#+&'(*#24*4C(&(*6#4%401a(,"#

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G#-2#&'(#[-(6&)+%"#H1#-6)%G#&'(#T8$<7#46641/#

=(#,)6.+F(*(,#&'4&#$8R!N .+%&(%&#=46#0+=#)%#C).(#H78S#6-2(*%4&4%&/#4%,#)&#?-*&'(*#

*(,-.(,#MY#'#4?&(*#8W<#4,C)%)6&*4&)+%#>Figure R12AB"#76#?+*#6(*-C#$8R!N/#)&#6'4*201#

(0(F4&(,#4&#A#'# 4?&(*#8W<#.'400(%G(/# ?+00+=(,#31#4#,*4C4&).#,(.0)%(# )%#!M#4%,#MY#'#

>Figure R12BB"#$%&(*(6&)%G01/#)&#=46#4..+C24%)(,#31#&'(#.'4%G(6#+?#2*+R)%?04CC4&+*1#

.1&+D)%(6#$8RA/#sL#4%,#U5SRa#>Figure 1F-HB/#=').'#*(4.'(,#4#2(4D#4&#A#'#)%#EUR

8W<#C).(#4%,#?-*&'(*#)%.*(46(,#)%#$8R!N-/-R8W<#C).("#U'(#,4&4#)%,).4&(,#&'4&#6(*-C#$8R

!N#(0(F4&)+%#=)&')%#A#'#C)G'&#2041#4#2*+&(.&)F(#*+0(#31#)%')3)&)%G#(4*01#(K2*(66)+%#+?#

2*+R)%?04CC4&+*1#.1&+D)%(6#)%#&'(#78$#C+,(0"# #E(# 422*(.)4&(# &'(# *(F)(=(*# ?+*#

2+)%&)%G#)&#+-&#4%,#'4F(#4,,(,#&'(#*(6-0&6#46#<-220(C(%&40#S)G-*(#!#)%#+-*#C4%-6.*)2&"#

#
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#

Figure R12.#>A-BB#$8R!N#0(F(0#)%#H78S#6-2(*%4&4%&#(AB#4%,#6(*-C#>BB#+?#78$#C).(#4&#

,)??(*(%&# &)C(# 2+)%&6# -2+%# 8W<# &*(4&C(%&"# ;4&4# 4*(# 2*(6(%&(,# 46# C(4%bcb<T`"#

<&4&)6&).40#4%4016)6#=46#2(*?+*C(,#-6)%G#+%(R=41#75PQ7#?+00+=(,#31#H+%?(**+%)d6#

2+6&#'+.#&(6&"#5#e#A#2(*#G*+-2#?*+C#X#)%,(2(%,(%&#(K2(*)C(%&6"#**2#f#N"N!"#

Y"#S)G#!HRT/#0(G(%,#6&4&(6#I4&#,)??(*(%&#&)C(#2+)%&6V/#3-&#+%01#H#6'+=6#4#&)C(#.-*F(h#)%#

LRT#+%01#+%(#&)C(#2+)%&#)6#6'+=%/#4%,#&'(#0(G(%,#,+(6#%+&#6&4&(#=').'"

Response: E(#4*(#&*-01#6+**1#?+*#%+&#C4D)%G#)&#.0(4*#)%#&'(#2*(F)+-6#C4%-6.*)2&"#E(#

'4F(#*(F)6(,#S)G-*(#!LRT#4%,#*(04&(,#0(G(%,6#4..+*,)%G#&+#&'(#6-GG(6&)+%"

^"#U'(#%(-&*+2')0#6-3&12(6#5!R5p#%((,#&+#3(#)%&*+,-.(,#4%,#,)6.-66(,#2*+2(*01"

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G#-2#&'(#'(02?-0#[-(6&)+%"#E(#'4F(#4,,(,#&'(#

')G'01# (K2*(66(,# G(%(6# +?# 5!R5p# )%# :(6-0&6# 46# Iu)%.0-,)%G# 5!# >X^"^_/# ')G'01#

(K2*(66(,# Fth1# 4%,# S100a8B/# 5M# >XY"Y_/# ')G'01# (K2*(66(,# Fth1# 4%,# S100a8B/# 5^#

>!p"O_/#')G'01#(K2*(66(,#Fth1#4%,#S100a8B/#5A#>!M"M_/#')G'01#(K2*(66(,#S100a8#4%,#

S100a9B#?*+C#$8R!N-/-#78$#C).(h#4%,#5X#>YM"X_/#')G'01#(K2*(66(,#Fth1#4%,#S100a8B/#

5Y#>Xp"j_/#')G'01#(K2*(66(,#Fth1#4%,#S100a8B/#5p#>!O"O_/#')G'01#(K2*(66(,#S100a8#
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4%,#S100a9B#?*+C#EU#78$#C).(uV#>W4G(#OB"#L+C3)%(#&'(#6-220(C(%&40#S)G-*(#j7R

H/#=(#.+%6),(*#6)C)04*#G(%(#(K2*(66)+%#24&&(*%#=)&')%#5!R^#4%,#5ARp/#*(62(.&)F(01"# #

A"#E')0(#&'(#,(6.*)2&)F(#24*&#+?#&'(#6-32+2-04&)+%6#)6#F(*1#6+0),/#&'(#C(.'4%)6&).#)%6)G'&#

+?#'+=#$8!N#*(G-04&(6#&'(#,)6&)%.&#24&&(*%69?-%.&)+%6#)%#&'(6(#6-32+2-04&)+%6#)6#624*6("#

]+=# (K4.&01# ,+(6# $8!N# .+%&*+0# (K2*(66)+%/# 42+2&+6)6# (&."# ]+=# =+-0,# %(-&*+2')06#

3('4F(# =)&'# &'(6(# 2*+&()%6# >S&'!/# W*+DMB# ,(0(&(,Z# TK2(*)C(%&6# -6)%G# ,(20(&(,#

%(-&*+2')0#.(00#0)%(6#6-.'#46#]8AN#.+-0,#2*+F),(#C+*(#C(.'4%)6&).#,(&4)06v#]+=#43+-&#

*(62+%6)F(%(66# &+# sL# >')G'01# +F(*(K2*(66(,# 4?&(*# A'# =)&'+-&# $8!N/# S)G# !JB# )%# &'(#

,)??(*(%&#6-36(&6/#=').'#.+-0,#4??(.&#&'(#C)G*4&)+%#4%,#0+.40)a4&)+%#24&&(*%Z

Response: E(#422*(.)4&(#&'(#.+CC(%&#?*+C#&'(#*(F)(=(*/#=').'#4*(#F(*1#'(02?-0#&+#

)C2*+F(#+-*#C4%-6.*)2&"#U+#4,,*(66#&')6/#*(.+C3)%4%&#0(%&)F)*40#F(.&+*#+?#S&'!9W*+DM#

6':57# =(*(# ,(6)G%(,# 4%,# .+%6&*-.&(,# 31# \+*)%# ><'4%G'4)/# L')%4B"# ]-C4%#

2*+C1(0+.1&).#0(-D(C)4#>]8RANB#.(006#=(*(#)%?(.&(,#=)&'#0(%&)F)*-6RC(,)4&(,#6':57#

>S&'!9W*+DMB#+*#%(G4&)F(#.+%&*+0#6':57#>5TJ)B#*(62(.&)F(01#?+*#!M#'"#U'(#.(006#=(*(#

.+00(.&(,#&+#,(&(*C)%(#&'()*#)%&(*?(*(%.(#(??).)(%.1#31#*(F(*6(#&*4%6.*)2&)+%R2+01C(*46(#

.'4)%# *(4.&)+%# >:URWL:B# 4%,# =(6&(*%# 30+&&)%G# >EHB# 46641# >Figure R13A-BB"# U'(#

&4*G(&# 6([-(%.(6# =(*(# JLUUUJ77J77LUUUJLL777# ?+*# S&'!# 6':57X# 4%,#

JLULUJJ7JU7J777LL77#?+*#W*+DM#6':57M"#U'(%#&'(#.(006#=(*(#,)??(*(%&)4&(,#

&+=4*,#G*4%-0+.1&(R0)D(#.(006#=)&'#!"^_#;)C(&'106-0?+K),(# >;`<PB# ?+*#^#,416"#76#

6'+=%#)%#Figure R13/#S&'!R,(20(&(,#%(-&*+2')06#(K')3)&(,#?-%.&)+%40#,(?(.&6#)%#4%&)R

+K),4&)+%# >Figure R13CB/# 4%&)R42+2&+6)6# >Figure R13EB# 4%,# .'(C+&4K)6# >Figure 
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R13FB/#=')0(#W*+DM#,(?).)(%&#%(-&*+2')06#,(?(.&(,#)%#:P<#2*+,-.&)+%#>Figure R13CB/#

2'4G+.1&+6)6#>Figure R13DB#4%,#.'(C+&4K)6#>Figure R13FB"#H(6),(6/#S&'!#,(0(&)+%#

6)G%)?).4%&01#)%')3)&(,#&'(#(K2*(66)+%#+?#4%&)R+K),4%&#]PR!#4%,#&'(#4.&)F4&)+%#+?#2*+R

)%?04CC4&+*1# 58:WX9L46246(R!# 6)G%40)%G/# =')0(# (0(F4&(,# 2*+R42+2&+&).# H4K# 0(F(0#

.+C24*(,#=)&'#&'(#.+%&*+0#6':57/#=').'#=(*(#%+&#4??(.&(,#31#W*+DM#>Figure R13GB"#

U'(# ,4&4# )%,).4&(,# &'4&# $8R!NR(0(F4&(,# S&'!hi# %(-&*+2')06# (K')3)&(,# )%.*(46(,#

.'(C+&4K)6#4%,# )%?04CC4&)+%#=')0(#,(?(.&)F(#:P<#2*+,-.&)+%#4%,#42+2&+6)6/#=').'#

.+-0,#(K204)%#&'(#-%*(6&*4)%(,#2-0C+%4*1#)%?04CC4&)+%#)%,-.(,#31#8W<"#5(F(*&'(0(66/#

=(#&')%D#&'(#.+%.0-6)+%#%((,6#&+#3(#.+%&)%-+-601#)%F(6&)G4&(,#)%#&'(#?-&-*(#*(6(4*.'"#

E(#&'4%D#&'(#*(F)(=(*#?+*#2+)%&)%G#)&#+-&#4%,#'4F(#4,,(,#&'(#*(6-0&6#46#<-220(C(%&40#

S)G-*(#!N#)%#+-*#C4%-6.*)2&"#

#
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Figure R13.#Effects of Fth1/Prok2 depletion on the immune function of HL-60 cell-

derived neutrophils.# >A-BB# U*4%6?(.&)+%# +?# ]8RAN# .(006# =)&'# S&'!9W*+DM# 6':57#

,+=%*(G-04&(,#&'(#C:57#>AB#4%,#2*+&()%#>BB#(K2*(66)+%#4&#!M#'#.+C24*(,#=)&'#.+%&*+0#

6':57# &*(4&C(%&"# ;4&4# 4*(# 2*(6(%&(,# 46# C(4%bcb<T`"# <&4&)6&).40# 4%4016)6# =46#

2(*?+*C(,#-6)%G#+%(R=41#75PQ7#?+00+=(,#31#H+%?(**+%)d6#2+6&#'+.#&(6&"#5#e#X#2(*#

G*+-2#?*+C#X#)%,(2(%,(%&#(K2(*)C(%&6"#*2#f#N"N^/#**2#f#N"N!/#****2#f#N"NNN!/#%6@#%+&#
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6)G%)?).4%&"# >C-FB# S&'!R,(20(&(,# %(-&*+2')06# (K')3)&(,# ?-%.&)+%# ,(?(.&6# )%# 4%&)R

+K),4&)+%#>CB/#4%&)R42+2&+6)6#>EB#4%,#.'(C+&4K)6#>FB/#=')0(#W*+DMR,(?).)(%&#%(-&*+2')06#

,(?(.&(,#)%#:P<#2*+,-.&)+%#>CB/#2'4G+.1&+6)6#>DB#4%,#.'(C+&4K)6#>FB#+?#]8RAN#.(00R

,(*)F(,# %(-&*+2')06# .+C24*(,# =)&'# 5TJ)"# ;4&4# 4*(# 2*(6(%&(,# 46# C(4%bcb<T`"#

<&4&)6&).40#4%4016)6#=46#2(*?+*C(,#-6)%G#&=+R&4)0(,#-%24)*(,#<&-,(%&#&#&(6&"#5#e#Y#2(*#

G*+-2#?*+C#Y#)%,(2(%,(%&#(K2(*)C(%&6"#*2#f#N"N^/#%6@#%+&#6)G%)?).4%&#>C-EB"#*2#f#N"N^/#

%6@#%+&#6)G%)?).4%&#F(*6-6#-%6&)C-04&(,#5TJ)h##2#f#N"N^#F(*6-6#?R`8WR6&)C-04&(,#5TJ)#

>FB"#>GB#$CC-%+30+&&)%G#F(*)?1)%G#&'(#(??(.&6#+?#S&'!9W*+DM#+%#4%&)R+K),4%&#]PR!#4%,#

2*+R42+2&+&).# H4K# (K2*(66)+%/# 46# =(00# 46# 58:WX# 4%,# .0(4F(,# L46246(R!# 0(F(0# ?+*#

)%?04CC46+C(#4.&)F4&)+%"# #

p"#E'4&#)6#&'(#*(0(F4%.(#+?#&'(#,)??(*(%&#&*4%6.*)2&)+%40#D)%(&).6#=)&'#4%,#=)&'+-&#$8!NZ#

U')6#6'+-0,#4&#0(46&#3(#3(&&(*#,)6.-66(,"

Response: E(# &'4%D# &'(# *(F)(=(*# ?+*# 3*)%G)%G# -2# &')6# )%6&*-.&)F(# [-(6&)+%"# U'(#

&*4%6.*)2&)+%40# *(G-04&)+%# +?# $8R!N# '46# 3((%# 3*+4,01# (K20+*(,/# 4%,# 4# 04*G(# 3+,1# +?#

0)&(*4&-*(#,+.-C(%&6# *(2+*&(,# &'4&# &*4%6.*)2&)+%40# ?4.&+*6/# )%.0-,)%G# .R`4?/#H'0'(YN/#

H0)C2R!/#<`7;Y#4%,#7':#=(*(#)%F+0F(,#)%#&'(#*(G-04&)+%#+?#$8R!N#2*+,-.&)+%23, 24, 25"#

]+=(F(*/#*(6(4*.'(6#+%#G0+340#&*4%6.*)2&)+%40#D)%(&).6#40&(*4&)+%6#=)&'#4%,#=)&'+-&#$8R

!N#4*(#[-)&(#6.4*.("#:(.(%&01/#<')*4D4=4#4%,#.+00(4G-(6#*(2+*&(,#&'4&#$8R!N#D%+.D+-&#

6)G%)?).4%&01# )%')3)&(,# &'(# &1*+6)%(# 2'+62'+*104&)+%# +?# <U7UX/# 4%,# 6-22*(66(,# &'(#

&*4%6.*)2&)+%40# 4.&)F4&)+%# +?# <22!/# &'-6# ?-*&'(*# )C24)*(,# &'(# *(24*4&)F(# C4.*+2'4G(#

2+04*)a4&)+%#4?&(*#C1+.4*,)40#)%?4*.&)+%26"# #
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$%# &'(# 2*(6(%&# 6&-,1/# =(# 4,+2&(,# 6)%G0(R.(00# ,)??(*(%&)40# (K2*(66)+%# 4%4016)6# +?#

&*4%6.*)2&)+%40#?4.&+*6#>USB#3(&=((%#EU#4%,#$8R!N-/-#78$#C).(#0-%G6/#4%,#),(%&)?)(,#

.'4*4.&(*)6&).# &*4%6.*)2&)+%40# D)%(&).6# =)&'# 4%,# =)&'+-&# $8R!N# >Figure R14AB"# U'(#

4.&)F)&1#+?#$*?p/#r,2M/#T&6M/#UG)?!/#$*?!/#L(323/#<U7U!/#4%,#<U7UX#=(*(#6)G%)?).4%&01#

')G'(*/#=')0(#TG*M/#T&6!/#`4??#4%,#S+K2!#=(*(# 0+=(*# )%# 0-%G#.(006#+?# $8R!N-/-#C).(#

.+C24*(,#&+#EU#C).(#4?&(*#8W<#.'400(%G(#>Figure R14BB"#76#?+*#%(-&*+2')06/#<U7UX/#

<U7U!/#L(323/#T&6M/#r,2M/#$*?p#4%,#$*?!#=(*(#6)G%)?).4%&01#(0(F4&(,#)%# # # # # # # $8R!N-/-#

78$#C).(#>Figure R14CB"#U'(6(#?)%,)%G6#)%62)*(,#-6#&+#?-*&'(*#(0-.),4&(#&'(#)C24.&#+%#

&*4%6.*)2&)+%40#D)%(&).6#+?#$8R!N"#
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#

Figure R14. >AB#U*4%6.*)2&)+%40#D)%(&).6#+?#78$#C).(#0-%G6#=)&'#4%,#=)&'+-&#$8R!N"# #

>B-CB#U*4%6.*)2&)+%40#?4.&+*6#=)&'#,)??(*(%&#4.&)F)&)(6#)%#0-%G#.(006#>BB#4%,#%(-&*+2')06#

>CB#3(&=((%#$8R!N-/-#4%,#sP#C).(#-2+%#8W<#.'400(%G("

/FCPE !$*H"

1ORL$ !$#H"

3QG( !$*H"

<SBS$ !&'*H"

3QG* !()$H"

3QG$ !%$,H"

0SR% !$)+H"

/FCPC !*%'H"

=HJG$ !'&H"

4EP% !&*H"

7BGH !%,H"

8GKC$ !(%H"

1OR !*&H"

-SG& !+(H"

7BGG !%+H"

0HQ% !'+H"

.ILIF'$ !)%H"

@CP$ !$&,H"

7BGC !%(H"

8Q$I& !((H"

<SBS& !$#H"

0OMFR !&+H"

2BSB& !$$H"

3QG+ !%)H"

=CU%$ !%%H"

;TNU& !&+H"

1OUO$ !$$H"

:BU( !%)H"

<PJC !$$H"

0LG$ !$%H"

3KVG% !&&H"

4TNE !'%H"

0SR$ !&*'H"

1OUP$ !)#H"

5LG* !$'H"

8Q&D$ !$%H"

;FL !('H"

;OQB !'#H"

7BG !%$H"

0%G' !$*H"

0%G$ !&&H"

>RG% !$*H"

<QFCG% !$)H"

!$"%# !$"%#

59A6:<

?=A6:<

!%

!$

#

$

%

1E@+ !)*%A"

/AE& !(,A"

/GF% !'+(A"

5<@@ !&,A"

0CHD% !*$A"

2>D& !'+A"

/GF& !%*,A"

9AB@% !('A"

1E@% !&%-A"

.?=D= !+&(A"

8G<G% !'(+A"

8G<G' !%$A"

!$#$'

!$#$&

!$#$%

$
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$#$'
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j"#7*(#&'(#%(=01#,(6.*)3(,#%(-&*+2')0#6-3&12(6#6+C('+=#*(04&(,#&+#&'(#+%(6#,(6.*)3(,#

31#&'(#s-3(6#G*+-2#&'4&#4*(#*(&4)%(,#)%#.42)004*)(6#?+*#(C(*G(%.1#,(?(%6(Z#U')6#6'+-0,#

3(#,)6.-66(,"#706+#)%#&')6#*(62(.&/#,+#&'(6(#%(=#%(-&*+2')0#6-3&12(6#6'+=#,)??(*(%.(6#

)%# 2'4G+.1&).# 43)0)&1Z# $&# =+-0,# 3(# %).(# &+# 6((# ,4&4# +%# %(-&*+2')0# (??(.&+*# ?-%.&)+%6#

*(04&(,#&+#&'(#+-&.+C(#+?#78$97:;<"

Response: E(# 422*(.)4&(# &'(# *(F)(=(*d6# F40-430(# .+CC(%&6"# 7..+*,)%G# &+# &'(#

6-GG(6&)+%/# =(# '4F(# 4,,(,# &'(# .+CC(%&6# )%# ;)6.-66)+%# 46# I"""7# 2*(F)+-6# 6&-,1#

,(C+%6&*4&(,#&'4&#F46.-04*#%(-&*+2')06#=(*(#*42),01#4**(6&(,#)%#&'(#2-0C+%4*1#C).*+R

F46.-04&-*(# 4?&(*# 34.&(*)40# 6&)C-04&)+%27"# s-3(6# 4%,# .+00(4G-(6# ?-*&'(*# *(2+*&(,# &'4&#

2-0C+%4*1#%(-&*+2')06#6([-(6&(*(,#=)&')%#&'(#.42)004*)(6#4?&(*#)%&*4F(%+-6#(%,+&+K)%#

.'400(%G(# )%# 4# L;!!3R,(2(%,(%&# 2*+.(66# 4%,# (0)C)%4&(,# 30++,6&*(4C# 24&'+G(%61"#

70&'+-G'#&'(#&*4%6.*)2&+C(#.+C24*)6+%#)6#436(%&/#W*+DMhi#5(-#),(%&)?)(,#)%#&'(#2*(6(%&#

6&-,1# 6((C6# &+# 3(# .0+6(01# *(04&(,# &+# .42)004*)(6R6([-(6&(*(,# %(-&*+2')06# ,(?)%(,# 31#

s-3(6#G*+-2#+%#4..+-%&#+?#6)C)04*#0+.4&)+%#4%,#?-%.&)+%40#.'4*4.&(*)6&).6"V#>W4G(#MNR

M!B"# `+*(+F(*/# =)&'# &'(# *(.+C3)%4%&# 0(%&)F)*40# F(.&+*# +?# S&'!9W*+DM# 6':57/# =(#

,(C+%6&*4&(,# &'4&# W*+DM# ,(20(&(,# %(-&*+2')06# (K')3)&(,# ?-%.&)+%40# ,(?(.&6# )%# :P<#

2*+,-.&)+%# >Figure R13CB/# 2'4G+.1&+6)6# >Figure R13DB# 4%,# .'(C+&4K)6# >Figure 

R13FB/# =')0(# S&'!# ,(?).)(%&# %(-&*+2')06# ,(?(.&(,# )%# 4%&)R+K),4&)+%# >Figure R13CB/#

4%&)R42+2&+6)6#>Figure R13EB#4%,#.'(C+&4K)6#>Figure R13FB"#](%.(/#)&#)6#*(46+%430(#

&+#62(.-04&(#&'4&#4%#)%.*(46(,#*4&)+#+?#S&'!#&+#W*+DM#(K2*(66)+%#)%#H78S#%(-&*+2')06#

?*+C#7:;<#24&)(%&6#(K')3)&(,#,(?(.&)F(#:P<#2*+,-.&)+%/#2'4G+.1&+6)6#4%,#42+2&+6)6/#

3-&#)%.*(46(,#.'(C+&4K)6/#=').'#&(%,6#&+#2++*#2*+G%+6)6#+?#78$97:;<"#
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O"# !X# 24&)(%&6# +F(*400# >2-0C+%4*1# )%?(.&)+%# 4%,# .4%.(*h# 4%,# j# ?+*# F(%+-6# 30++,/# Y#

'(40&'1# t# Y# 7:;<B# )6# %+&# 4# 0+&# &+# ,*4=# C(4%)%G?-0# .+%.0-6)+%6"# U'(# ,4&4# 422(4*#

2*(0)C)%4*1#?+*#%+="#$6#&'(*(#4#.'4%.(#&+#)%.*(46(#&'(#%#)%#4#*(46+%430(#&)C(#?*4C(Z

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G#-2#&'(#[-(6&)+%#4%,#=(#3(0)(F(#)&#)6#=+*&'#

)%R,(2&'#6&-,1"#:(.(%&01/#=(#.+00(.&(,#&'(#H78S#+?#!!#)%24&)(%&6#?*+C#+-*#,(24*&C(%&/#

4C+%G# =').'# M# =(*(# 2-0C+%4*1# ?)3*+6)6/# M# =(*(# 4.-&(# (K4.(*34&)+%# +?# .'*+%).#

+36&*-.&)F(#2-0C+%4*1#,)6(46(#>7TLPW;B/#M#=(*(#2-0C+%4*1#)%?(.&)+%/#4%,#4%+&'(*#^#

,(F(0+2(,#)%&+#7:;<#=)&')%#Yj'#4?&(*#4,C)66)+%"#S+*#&'(#H78S#%(-&*+2')06/#=(#406+#

+36(*F(,#)%.*(46(,#S&'!#4%,#,(.*(46(,#W*+DM#(K2*(66)+%#)%#&'(#7:;<#24&)(%&#>Figure 

R15CB#.+C24*(,#&+#4&R*)6D#24&)(%&6#=)&'#2-0C+%4*1#?)3*+6)6#>Figure R15AB#46#=(00#46#

7TLPW;#>Figure R15BB"#E(#406+#*(F)6(,#&'(#C4%-6.*)2&#&+#4,,#&'(#,4&4#4%,#4G*((,#

=)&'#&'(#*(F)(=(*#&'4&#&')6#%((,6#&+#3(#.+%&)%-+-601#)%F(6&)G4&(,#)%#&'(#?-&-*(#6&-,1"#
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#

Figure R15.# Fth1 and Prok2 expression in BALF neutrophils from different 

patients. >A-CB#:(2*(6(%&4&)F(#?0-+*(6.(%.(#)C4G(6#+?#4%&)RS&'!94%&)R81AJ#4%,#4%&)R

W*+DM94%&)R81AJR6&4)%(,#4)*=41#%(-&*+2')06#?*+C#24&)(%&6#=)&'#2-0C+%4*1#?)3*+6)6#>AB/#

7TLPW;#>BB#4%,#7:;<#>CB"#U'(#%-.0()#=(*(#6&4)%(,#=)&'#;7W$/#,)62041(,#)%#30-("

!N"#$#.+-0,#%+&#*(4,#<-220"#S)G-*(6#p/#!N#4%,#!!h#4%,#S)G#XJ/#YL/#jh#4%,#&'-6#C)66(,#

C413(# 6+C(# )C2+*&4%&# )%?+*C4&)+%"# U'(1# %((,# &+# 3(# 2*(6(%&(,# )%# 4# C+*(# *(4,(*R

?*)(%,01#=41"#

Response: E(# 42+0+G)a(# ?+*# %+&# C4D)%G# )&# .0(4*# )%# &'(# +*)G)%40# C4%-6.*)2&"# S)0(#

.+%F(*6)+%#?*+C#E+*,#&+#W;S#C41#*(,-.(#)C4G(#.04*)&1"#E(#'4F(#*(F)6(,#&'(#?)G-*(6/#

)%.0-,)%G#&'(#<-220(C(%&4*1#`4&(*)406/#&+#)C2*+F(#&'(#.04*)&1#+?#&'(#&(K&#.+%&(%&6"#
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Minor Comments 

!"#:(6-0&6#)%#S)G#X#%((,#C+*(#,(&4)0(,#,(6.*)2&)+%6#)%#&'(#&(K&"#

Response: E(#422*(.)4&(#&'(#*(F)(=(*w6#'(02?-0#.+CC(%&#4%,#=(#4*(#&*-01#6+**1#?+*#

%+&#C4D)%G#)&#.0(4*#)%#&'(#2*(F)+-6#F(*6)+%"#E(#'4F(#*(F)6(,#&'(#*(6-0&6#+?#S)G-*(#X#4%,#

4,,(,#C+*(#,(&4)0(,#,(6.*)2&)+%6#4..+*,)%G01@#I"""8-%G#&)66-(6#+?#EU#4%,#$8R!N-/-#C).(#

=(*(# +3&4)%(,# MY# '# 4?&(*# 8W<# +*# WH<# )%'404&)+%/# *42),01# ,)G(6&(,# &+# 4# 6)%G0(R.(00#

6-62(%6)+%# 4%,# 4%401a(,# ?+00+=)%G# 4# 6)%G0(R&-3(# 2*+&+.+0# =)&'# -%)[-(# &*4%6.*)2&#

.+-%&)%G# &'*+-G'# 34*.+,)%G# =)&'# -%)[-(# C+0(.-04*# ),(%&)?)(*6# >i`$6B# -6)%G# !Nx#

J(%+C).6#L'*+C)-C#204&?+*C#>Figure 3AB"#7?&(*#[-40)&1#?)0&(*)%G/#4#&+&40#+?#!j/!YA#

.(006#=(*(#4%401a(,#?+*#&*4%6.*)2&)+%40#2*+?)0)%G/#?+*#=').'#4%#4F(*4G(#+?#!/MAj#G(%(6#

2(*#.(00#=(*(#C(46-*(,"#7C+%G#&'(C/#!/!MO#.(006#?*+C#EU#.+%&*+0#C).(/#Y/Ypj#.(006#

?*+C# EU# 8W<R&*(4&(,# C).(/# 4%,# A/^!j# .(006# ?*+C# $8R!N-/-# 8W<R&*(4&(,# C).(# =(*(#

2*+?)0(,# >Figure 3BB"# H1# -6)%G# %+%0)%(4*# ,)C(%6)+%40# *(,-.&)+%# 4%,# G*42'R346(,#

.0-6&(*)%G# 6&*4&(G)(6/# =(# F)6-40)a(,# !j# 6-36(&6# )%# &=+R,)C(%6)+%40# &R,)6&*)3-&(,#

6&+.'46&).#%()G'3+*'++,#(C3(,,)%G#>&R<5TB#2*+o(.&)+%6#>Figure 3CB"#E(#%(K&#6+-G'&#

+-&#2*+&+&12).40#C4*D(*6# &'4&#,(?)%(,#.(00# 2+2-04&)+%6# 4%,#.4&(G+*)a(,# &'(6(# 6-36(&6#

)%&+#O#C4o+*#.0-6&(*6/#.+C2*)6)%G#(2)&'(0)40#.(006#>EpcamB/#(%,+&'(0)40#.(006#>Pecam1B/#

?)3*+3046&6# >Col1a2B/# %(-&*+2')06# >Ly6gB/# C+%+.1&(RC4.*+2'4G(6# >Fcgr1, Mrc1B/#

01C2'+.1&(# UR.(006# >Cd3eB/# 01C2'+.1&(# HR.(006# >Cd19B/# ,(%,*)&).# .(006# >Cd83B# 4%,#

%4&-*40#D)00(*#.(006#>Klrb1cB#>Figure 3D-F; Supplemental Figure 4B"#U'(6(#.(00#&12(6#

,(C+%6&*4&(,# ,)6&)%.&# &+2# !^# (%*).'(,# G(%(6# =)&'# &12).40# .+**(62+%,)%G# 3)+0+G).40#
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?-%.&)+%6# >Figure 3GB"# 5+&4301/# =(# +36(*F(,# ,*4C4&).4001# )%.*(46(,# 2*+2+*&)+%# +?#

%(-&*+2')06# 4?&(*# 8W<# 6&)C-04&)+%/# 4%,# ,)6.*(24%&# %(-&*+2')0# 6-3&12(6# .+-0,# 3(#

),(%&)?)(,#3(&=((%#EU#4%,#$8R!N-/-#78$#C).(#0-%G6"V#>W4G(#jROB"#

M"#`(&'+,6@#$#&')%D#)&#)6#(%+-G'#&+#C(%&)+%#&'(#6-220(C(%&4*1#C(&'+,6#+%.(#4%,#%+&#

6&4&(#)&#?+*#400#466416"##

Response: E(# &'4%D# &'(# *(F)(=(*# ?+*# &'(# '(02?-0# .+CC(%&# 4%,# =(# '4F(# *(F)6(,#

&'*+-G'+-&#&'(#C4%-6.*)2&#4..+*,)%G#&+#&'(#6-GG(6&)+%"

X"#W0(46(#2*+F),(#4# *(?(*(%.(# ?+*# &'(#I*(0)430(# 6.+*)%G#616&(C#2*(F)+-601#2-30)6'(,V#

><-220"#`(&'+,#0)%(#!MOB"#

Response: E(#422*(.)4&(# &'(#*(F)(=(*#?+*#2+)%&)%G#)&#+-&#4%,#=(#'4F(#2*+F),(,#&'(#

*(?(*(%.(# #`4&-&(RH(00+# J/# ;+=%(1# J/# `++*(# HH/# (&# 40"# 7%# +??).)40# 7C(*).4%#

U'+*4.).#<+.)(&1#=+*D6'+2#*(2+*&@#?(4&-*(6#4%,#C(46-*(C(%&6#+?#(K2(*)C(%&40#4.-&(#

0-%G# )%o-*1# )%# 4%)C406"#7C# r# :(62)*# L(00# `+0# H)+0"# MN!!hYY>^B@pM^RpXj"#

,+)@!N"!!A^9*.C3"MNNORNM!N<UV#4%,#.)&(,#)&#)%#&'(#*(F)6(,#<-220(C(%&4*1#`4&(*)406#

?+*#C4%-6.*)2&"

Y"#<&4&)6&).6@#]46#%+*C40#,)6&*)3-&)+%#+?#,4&4#3((%#&(6&(,Z#$?#6+/#='4&#&(6&#'46#3((%#-6(,Z#

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G)%G#-2#&')6#'(02?-0#[-(6&)+%"#$%#+-*#6&-,1/#

%+*C40#,)6&*)3-&)+%#+?#&'(#64C20(6#=46#&(6&(,#31#<'42)*+RE)0D#&(6&"#E(#'4F(#4,,(,#)&#

)%#<&4&)6&).6#4..+*,)%G01#>W4G(#MYB"#
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^"# ;)6.-66)+%@# $# &')%D# )&# )6# &++# (4*01# &+# 62(4D# +?# 4# %(=# %+C(%.04&-*(# 616&(C"# U'(#

?)%,)%G6#%((,#&+#3(#*(2*+,-.(,#4%,#G(%(*40)a(,#?)*6&#>F40),#406+#)%#+&'(*#+*G4%6#,-*)%G#

+&'(*#,)6(46(6#(&.#(&.B#&+#)%&*+,-.(#%(=#616&(C4&).#%4C(6#?+*#%(-&*+2')0#6-32+2-04&)+%6"#

$%#G(%(*40/#&'(#%(=#?)%,)%G6#6'+-0,#3(#,)6.-66(,#)%#C+*(#,(&4)0/#)"("#2-&&)%G#&'(#,4&4#)%#

.+%&(K&# =)&'# &'(# (K)6&)%G# 0)&(*4&-*(# +%# D%+=%# %(-&*+2')0# 6-36(&6# )%# ,)??(*(%&#

24&'+2'16)+0+G).40# .+%,)&)+%6"# $%# &')6# *(62(.&/# &'(# ,)6.-66)+%# *(C4)%6# 6+C(='4&#

6-2(*?).)40"#

Response: E(#&'4%D#&'(#*(F)(=(*d6#.+CC(%&#4%,#?)%,#)&#F(*1#'(02?-0/#=').'#)%62)*(6#

-6#&+#)C2*+F(#+-*#C4%-6.*)2&"#E(#4*(#&+&4001#4G*((,#&'4&#)&#)6#)%422*+2*)4&(#&+#-6(# d4#

%(=# %+C(%.04&-*(# 616&(Cd# &+# ,(6.*)3(# ='4&# =(# ?+-%,# )%# &'(# 2*(6(%&# 6&-,1/# 6+# =(#

,(.),(,#&+#*(C+F(#)&#)%#&'(#*(F)6(,#F(*6)+%#+?#;)6.-66)+%"# # #

E(#42+0+G)a(#?+*# &'(# 04.D#+?# )%R,(2&'#,)6.-66)+%#)%# &'(#2*(F)+-6#F(*6)+%#+?# &'(#

C4%-6.*)2&#4%,#=(#&'4%D#&'(#*(F)(=(*#?+*#2+)%&)%G#)&#+-&"#E(#'4F(#4,,(,#C+*(#,(&4)0(,#

,)6.-66)+%#+%#&'(#2+&(%&)40#*(04&)+%6#3(&=((%#D%+=%#%(-&*+2')0#6-36(&6#4%,#+-*#%(=01#

,)6.+F(*(,#+%(6#4..+*,)%G#&+#&'(#6-GG(6&)+%#>24G(#MNRM!B"# #

#

Reviewer 3

Major Comments#

!"#P%(#C4o+*#.+%.(*%#)6# &'(# 04.D#+?#.+%&*+0#G*+-2#?+*#WH<#(K2+6(,#$8R!N#sP#C).(#

&'*+-G'+-&#&'(#C4%-6.*)2&"#U')6#)6#%(.(664*1#.+%&*+0#G*+-2#=').'#%((,#&+#3(#2*(6(%&(,#

?+*#&'(6(#6&-,)(6"#
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Response: E(#4*(#&*-01#6+**1#?+*#%+&#C4D)%G#)&#.0(4*#)%#&'(#2*(F)+-6#C4%-6.*)2&#4%,#

422*(.)4&(# &'(# *(F)(=(*# ?+*# 2+)%&)%G# )&# +-&"#E(#'4F(# *(F)6(,# S)G-*(# !# 4%,#S)G-*(# M#

4..+*,)%G01/#=').'#(K')3)&(,#%+#6)G%)?).4%&#,)??(*(%.(#+?#4)*=41#)%?04CC4&)+%#4%,#0-%G#

)%o-*1#3(&=((%#EURWH<#4%,#$8R!N-/-RWH<#.+%&*+0"

M"#<&4&)6&).40#4%4016(6#4*(#%+&#=(00#,(6.*)3(,#4%,#422(4*#&+#3(#)%.+**(.&01#.'+6(%#("G"/#

='(%#0++D)%G#?+*#G(%+&12)%G#62(.)?).#+-&.+C(#=)&'#+*#=)&'+-&#8W<#(K2+6-*(/#&'(%#+%(#

=41#75PQ7#)6#%+&#6-)&430(#&(6&#?+*#&')6#2-*2+6("#<4C(#.+CC(%&#6&4%,#?+*#C+6&#+?#&'(#

,4&4#2*(6(%&(,#)%#&')6#C4%-6.*)2&"##

Response: E(# 4*(# &*-01# 6+**1# ?+*# +-*# .4*(0(66%(66# )%# &'(# 2*(F)+-6# C4%-6.*)2&# 4%,#

422*(.)4&(# &'(# *(F)(=(*# ?+*# 2+)%&)%G# &'(C# +-&"# E(# 4*(# &+&4001# 4G*((,# &'4&# +%(R=41#

75PQ7#)6#%+&#6-)&430(#='(%#0++D)%G#?+*#G(%+&12)%G#62(.)?).#+-&.+C(6#=)&'#+*#=)&'+-&#

8W<#(K2+6-*(#6)%.(#)&#.+%&4)%(,#&=+#)%,(2(%,(%&#F4*)430(6#'(*(/#4%,#=(#3(0)(F(#&'4&#

&=+R=41# 75PQ7# =)&'# 2+6&# '+.# &(6&)%G# )6# C+*(# 422*+2*)4&(# )%# &')6# .46("# E(# '4F(#

*(.40.-04&(,#&'(#,4&4#&'*+-G'+-&#&'(#C4%-6.*)2&#=)&'#4,o-6&(,#6&4&)6&).40#C(&'+,6#4%,#

*(F)6(,#&'(C#4..+*,)%G01"# #

X"#$&#422(4*6#4-&'+*6#2(*?+*C(,#6.:57#6([#+%#o-6&#!RM#C).("#$?#&')6#)6#&'(#.46(#&'(6(#

4%4016(6#,+%w&#'4F(#(%+-G'#*)G+*"#

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G#-2#&'(#[-(6&)+%"#U+#4,,*(66#1+-*#)66-(6/#=(#

*(2(4&(,#&'(#6.:57R6([#=)&'#&'(#%(=#C(&'+,#4%,#&'(#C).(#%-C3(*#)%#(4.'#G*+-2#=46#

5"#H*)(?01/# 0-%G6#=(*(# .4*(?-001#.-&# )%&+# 6C400#2)(.(6#4%,#,)G(6&(,# &+#G(&# 6)%G0(R.(00#
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6-62(%6)+%6/#4%,#&)66-(#6-62(%6)+%6#=(*(#2466(,#&'*+-G'#4#!NNRgC#.(00#6&*4)%(*"#J)F(%#

&'4&#&'(#2*(6(%&#6&-,1#2*)C4*)01#?+.-6(,#+%#)CC-%(#.(006/#L;Y^+#)CC-%(#.(006#=(*(#

2-*)?)(,# ?*+C# 0-%G# &)66-(#6-62(%6)+%6#-6)%G#L;Y^#C).*+H(4,6#D)&# >`)0&(%1)RH)+&(.B#

4%,#(%*).'(,#+F(*#`7L<y#L+0-C%"#S*(6'01#2*(24*(,#L;Y^+ .(00#6-62(%6)+%6#=(*(#

2(*?+*C(,#)CC(,)4&(01#4..+*,)%G#&+#&'(#C4%-?4.&-*(*w6#2*+&+.+0#+?#!N#z#L'*+C)-C#Xw#

FX# D)&# >!NK#J(%+C).6/# W0(464%&+%/# L7B"# 8)3*4*1# =46# 2*(24*(,# 4%,# 6([-(%.)%G# =46#

2(*?+*C(,#+%#4#5+F4<([#ANNN#204&?+*C#>$00-C)%4/#$%."/#<4%#;)(G+/#L7B#)%#PT#H)+&(.'#

L+"/#8&,"# ><'4%G'4)/#L')%4B"#:4=#6([-(%.)%G# *(4,6#=(*(# &*4%6?+*C(,# )%&+# ?46&[#k0(#

=)&'# $00-C)%4# 3.0M?46&[M# L+%F(*6)+%# <+?&=4*(# FM"MN# 4&#

'&&26@996-22+*&")00-C)%4".+C9,+=%0+4,693.0M?46&[R.+%F(*6)+%R6+?&=4*(RFMRMN"'&C0/#

4%,# [-40)&1# .'(.D(,# =)&'# S46&{L# 6+?&=4*(# FN"!!"O/# 4&# '&&26@99#

==="3)+)%?+*C4&).6"343*4'4C"4."-D92*+o(.&69?46&[.9"#<&4%,4*,#2)2(0)%(6#+?#.(00#*4%G(*#

=(*(# -6(,# &+# ,+# 6([-(%.(# 2*+.(66)%G/# 40)G%C(%&# &+# J:.CXO# G(%+C(# =)&'# ,(?4-0&#

24*4C(&(*6# >'&&26@996-22+*&"!NKG(%+C).6".+C96)%G0(R.(00RG(%(R(K2*(66)+%9#

6+?&=4*(92)2(0)%(6904&(6&9B"#

7#&+&40#+?#MX/MYN#.(006#&'4&#2466(,#[-40)&1#.+%&*+0#4%,#?)0&(*)%G#=(*(#4%401a(,#?+*#

&*4%6.*)2&)+%40#2*+?)0)%G"#7C+%G#&'(C/#Y/pM^#.(006#EURWH<#C).(/#^/Nj^#.(006#?*+C#$8R

!N-/-#sPRWH<#C).(/#A/MAX#.(006#?*+C#EUR8W<#C).(/#4%,#p/!Ap#.(006#?*+C#$8R!N-/-#sPR

8W<#C).(#=(*(#2*+?)0(,#>Figure R16AB"#U'(%#=(#.4&(G+*)a(,#&'(6(#0(-D+.1&(6#)%&+#A#

C4o+*# .0-6&(*6# 4..+*,)%G# &+# &'(# 2*+&+&12).40# C4*D(*6/# .+C2*)6)%G# %(-&*+2')06/#

C+%+.1&(RC4.*+2'4G(6/#01C2'+.1&(#UR.(006/#01C2'+.1&(#HR.(006/#,(%,*)&).#.(006#>;LB#

4%,#%4&-*40#D)00(*#>5sB#.(006#>Figure R16BB"#E(#406+#),(%&)?)(,#G(%(6#&'4&#62(.)?).4001#
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.'4*4.&(*)a(,# (F(*1# C4o+*# .(00# 2+2-04&)+%# >Figure R16CB/# &'(*(?+*(# 2*+F),)%G# 4#

04%,6.42(#+?#78$#4%,#$8R!NR,(2(%,(%&#.(00#6-3&12(6#346(,#+%#6)%G0(#.(00#6)G%4&-*(6"#

E)&'#&'(#%+%0)%(4*#,)C(%6)+%40#*(,-.&)+%#4%,#G*42'R346(,#.0-6&(*)%G#6&*4&(G)(6/#

=(#F)6-40)a(,#j#&*4%6.*)2&)+%4001#,)6&)%.&#.0-6&(*6#+?#%(-&*+2')06#)%#&=+R,)C(%6)+%40#&R

,)6&*)3-&(,# 6&+.'46&).#%()G'3+*'++,#(C3(,,)%G# >&R<5TB#2*+o(.&)+%6# >Figure R17AB"#

7C+%G#&'(C/#5!R5Y#C4)%01#.4C(#?*+C#78$#C).(/#)%.0-,)%G#5!/#5X#2*)C4*)01#?*+C#

EU#78$#C).(h# 4%,#5M/#5Y#C4)%01# ?*+C# $8R!N-/-#sP#78$#C).(# >Figure R17BB"#U+#

.'4*4.&(*)a(# &'(# 2'(%+&12(6# +?# &'(6(# 6-36(&6# )%# ,(&4)0/# =(# 2(*?+*C(,# 6)%G0(R.(00#

,)??(*(%&)40#(K2*(66)+%#4%4016)6#?+*#(4.'#2+2-04&)+%#4%,#),(%&)?)(,#.'4*4.&(*)6&).#G(%(#

(K2*(66)+%#24&&(*%6# ?+*#5!R5Y# >Figure R17CB"#H46(,#+%# &'()*# 62(.)?).4001#(%*).'(,#

G(%(6/# =(# .0466)?)(,# &'(# %(-&*+2')06# ?*+C# 78$# 0-%G6# )%&+# &=+# 2+2-04&)+%6@# 5!/# 5M#

')G'01#(K2*(66(,#Fth1#4%,#+&'(*#G(%(6#>Il12a/#Adora2b/#(&.B#4%,#=(*(#&'(*(?+*(#*(?(**(,#

&+#46#S&'!hi#5(-h#5X/#5Y#')G'01#(K2*(66(,#Prok2/#46#=(00#46#Scrg1#4%,#Serpinb1a/#4%,#

=(*(#,(?)%(,#46#W*+DMhi#5(-#>Figure R17DB"#U'(6(#,4&4#=(*(#)%#0)%(#=)&'#&'(#*(6-0&6#

(K')3)&(,#)%#S)G-*(#X#4%,#S)G-*(#Y7RJ"# #

S&'!hi#5(-#(K')3)&(,#0+=(*#(K2*(66)+%#+?#CD62L#4%,#Cxcr2/#4%,#')G'(*#(K2*(66)+%#

+?#Cxcr4#4%,#Icam1#>Figure R17EB/#)%,).4&)%G#4#2*(,+C)%4&(#|6(%(6.(%.(w#2'(%+&12("#

H(6),(6/# S&'!hi# .(006# (K')3)&(,# ')G'(*# (K2*(66)+%# )%# G(%(6# 2*)C4*)01# 466+.)4&(,#=)&'#

.'(C+&4K)6# >Ccl3/# Ccl4/# Fpr1B/# 2*+R)%?04CC4&+*1# .1&+D)%(6# >Il1a/# Il12a/# TnfB/#

)%')3)&+*6#+?#42+2&+6)6#>Bcl2a1a, Bcl2a1b, Bcl2a1dB/#C4)%&(%4%.(#+?#)*+%#'+C(+6&46)6#

>Fth1, Ftl1, Slc7a11, Slc3a2B# 4%,# 4%&)R+K),4&)F(# 6&*(66# >Sod2, Hmox1, Gstm1B"#

L+C24*4&)F(01/# W*+DMhi# 5(-# ,)62041(,# 4# G(%(# (K2*(66)+%# 6)G%4&-*(# 6-GG(6&)F(# +?#
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,(?(%6(# *(62+%6(# &+# 24&'+G(%6# >Ngp, Padi4, Serpinb1a, Prok2, S100a8, S100a9B/#

.0(4*4%.(#+?#42+2&+&).#.(006# >Anxa1, Itgb2lB#4%,#G01.+C(&43+0)6C#2*+.(66(6# >G6pdx, 

Ldha, Mpc1, Slc2a3B# >Figure R17FB"# U')6# &*(%,# =46# (66(%&)4001# )%# 4G*((C(%&# =)&'#

S)G-*(# ^/# &'-6# F(*)?1)%G# &'(# 4..-*4.1# 4%,# *(0)43)0)&1# +?# +-*# 6.:57R6([# ,4&4# )%# &'(#

C4%-6.*)2&"#

#

EDITORIAL NOTE: FIGURES R16 AND R17 WERE REDACTED AT THE AUTHORS' REQUEST.
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Y"# ]-C4%# ,4&4# )6# ?*+C# 4# F(*1# 6C400# 24&)(%&# 2+2-04&)+%# 4%,# )6# 2*(6-C4301# %+&# =(00#

2+=(*(,"#

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G#-2#&'(#[-(6&)+%"#:(.(%&01/#=(#.+00(.&(,#&'(#

H78S#+?#!!#)%24&)(%&6#?*+C#+-*#,(24*&C(%&/#4C+%G#=').'#M#=(*(#2-0C+%4*1#?)3*+6)6/#

M#=(*(#4.-&(#(K4.(*34&)+%#+?#.'*+%).#+36&*-.&)F(#2-0C+%4*1#,)6(46(#>7TLPW;B/#M#=(*(#

2-0C+%4*1#)%?(.&)+%/#4%,#4%+&'(*#^#,(F(0+2(,#)%&+#7:;<#=)&')%#Yj'#4?&(*#4,C)66)+%"#

S+*# &'(# H78S# %(-&*+2')06/# =(# 406+# +36(*F(,# )%.*(46(,# S&'!# 4%,# ,(.*(46(,# W*+DM#

(K2*(66)+%# )%# &'(# 7:;<# 24&)(%&# >Figure R18CB# .+C24*(,# &+# 4&R*)6D# 24&)(%&6# =)&'#

2-0C+%4*1# ?)3*+6)6# >Figure R18AB# 46# =(00# 46# 7TLPW;# >Figure R18BB"# E(# 406+#

*(F)6(,#&'(#C4%-6.*)2&#&+#4,,#&'(#,4&4#4%,#4G*((,#=)&'#&'(#*(F)(=(*#&'4&#&')6#%((,6#&+#

3(#.+%&)%-+-601#)%F(6&)G4&(,#)%#&'(#?-&-*(#6&-,1"#
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#

Figure R18.# Fth1 and Prok2 expression in BALF neutrophils from different 

patients. >A-CB#:(2*(6(%&4&)F(#?0-+*(6.(%.(#)C4G(6#+?#4%&)RS&'!94%&)R81AJ#4%,#4%&)R

W*+DM94%&)R81AJR6&4)%(,#4)*=41#%(-&*+2')06#?*+C#24&)(%&6#=)&'#2-0C+%4*1#?)3*+6)6#>AB/#

7TLPW;#>BB#4%,#7:;<#>CB"#U'(#%-.0()#=(*(#6&4)%(,#=)&'#;7W$/#,)62041(,#)%#30-("#

^"#$C4G)%G#,4&4#)6#2*(6(%&(,#46#)%&(%6)&1#2(*#%(-&*+2')0#=').'#=')0(#'(02?-0#.+-0,#3)46#

&'(#+-&.+C(#='(%#%+&#.+%6),(*)%G#&'(#3)+0+G).40#*(20).4&(69F4*)43)0)&1"#

Response: E( 42+0+G)a(#?+*#%+&#C4D)%G#)&#.0(4*#)%#&'(#+*)G)%40#C4%-6.*)2&"#$%#S)G-*(#

Y/#&'(#C(4%#?0-+*(6.(%.(#)%&(%6)&1#+?#S&'!9W*+DM#=46#.40.-04&(,#=)&'#C+*(#&'4%#AN#.(006#

)%# (4.'# G*+-2# ?*+C# A# C).("# E(# '4F(# *(F)6(,# &'(# ?)G-*(# 0(G(%,6# 4..+*,)%G01"#

7,,)&)+%4001/#)%#S)G-*(#O/#&'(#%(-&*+2')06#.+F(*(,#)%#6&4&)6&).6#.4C(#?*+C#400#&'(#24&)(%&6#
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C(%&)+%(,# )%# &'(# C4%-6.*)2&/# *4&'(*# &'4%# &'(# *(2*(6(%&4&)F(# )C4G(6"# E(# '4F(#

*(.40.-04&(,# &'(#C(4%#?0-+*(6.(%.(# )%&(%6)&1#3(.4-6(#+?# &'(#%(=#.+00(.&(,# )%24&)(%&6#

4%,#*(F)6(,#&'(#*(04&(,#?)G-*(#0(G(%,6#4..+*,)%G01"#

A"#<-*F)F40#,4&4#)6#%+&#2*(6(%&(,#4%,#%((,#&+#3(#)%.+*2+*4&(,"#

Response: E(#&'4%D#&'(#*(F)(=(*#?+*#3*)%G#-2#&'(#'(02?-0#[-(6&)+%"#7..+*,)%G#&+#1+-*#

6-GG(6&)+%/#=(#(K4C)%(,#&'(#(??(.&#+?#$8R!N#+%#&'(#6-*F)F40#*4&(#-6)%G#0(&'40#,+6(6#+?#

8W<#>M^#CG9DGB"#<-*F)F40#6&4&-6#+?#&'(#C).(#=(*(#*(.+*,(,#(F(*1#,41/#=').'#6'+=(,#4#

0+=(*#6-*F)F40#*4&(#)%#$8R!N-/-#C).(#>MA"p_B#.+C24*(,#=)&'#EU#C).(#>AA"p_B#>Figure 

R19B"#E(#406+#4,,(,#&'(#,4&4#)%#<-220(C(%&4*1#`4&(*)406#><-220(C(%&40#S)G-*(#XB#?+*#

&'(#C4%-6.*)2&"#

Figure R19.#U'(#(??(.&6#+?#$8R!N-/-#.+C24*)%G#&+#EU#+%#6-*F)F40#+?#&'(#6(F(*(#78$#

C).("#<&4&)6&).40#4%4016)6#=46#2(*?+*C(,#-6)%G#8+GR*4%D#&(6&"#5#e#!YR!^#2(*#G*+-2#?*+C#

X#)%,(2(%,(%&#(K2(*)C(%&6"#*2#f#N"N^#F(*6-6#EUR8W<#G*+-2"#
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p"# $8R!N# )%')3)&)+%#46#-&)0)a(,# >.+%.-**(%&#=)&'#8W<B# )6# %()&'(*# 4#2*+2'104.&).#%+*#4#

&'(*42(-&).#6&*4&(G1"#$%#+*,(*#&+#F40),4&(#)&6#*+0(6#46#()&'(*#)&6#,+6)%G#*(G)C(%#%((,#&+#3(#

4,o-6&(,"#

Response: E(#422*(.)4&(# &'(# *(F)(=(*d6# F40-430(# .+CC(%&6"#H46(,#+%# &'(# *(6(4*.'#

.+%,-.&(,#31#s42-*#(&#40"/# *(.+C3)%4%&#C+-6(#$8R!N#=46# )%o(.&(,# &+G(&'(*#=)&'#&'(#

4%&)3+,)(6#46#2*+2'104.&).#6&*4&(G1#?+*#&*4%6?-6)+%R*(04&(,#4.-&(#0-%G#)%o-*128"#E(#'4F(#

.)&(,#)&#)%#&'(#*(F)6(,#C4%-6.*)2&"#U+#?-*&'(*#4%6=(*#1+-*#[-(6&)+%/#*(.+C3)%4%&#C-*)%(#

$8R!N#2*+&()%#=46#4,C)%)6&*4&(,#()&'(*#!#'#2*)+*#&+#+*#4?&(*#8W<#.'400(%G(/#?+00+=(,#31#

0-%G# )%?04CC4&)+%# 4%,# &)66-(# ,4C4G(# (F40-4&)+%# MY# '# 04&("# WH<#=46# ,(0)F(*(,# )%# 4#

6)C)04*#?46')+%#46#.+%&*+0#F(').0("#76#6'+=%#)%#Figure R20A-C/#3+&'#2*(R#4%,#2+6&R

4,C)%)6&*4&)+%#,(.*(46(,#&'(#&+&40#.(00#%-C3(*/#(62(.)4001#%(-&*+2')06/#46#=(00#46#&+&40#

2*+&()%#.+%.(%&*4&)+%#4%,#2*+R)%?04CC4&+*1#.1&+D)%(#$8RA#)%#&'(#H78S#+?#78$#C).("#

$%#24*400(0/#&'(#0-%G#)%o-*1#)%#78$#C).(#=46#466(66(,#31#')6&+0+G).40#?(4&-*(6#?*+C#&'(#

24&'+0+G).40#&)66-(#60),(6#+?#C-*)%(#0-%G6"#$&#.+-0,#3(#+36(*F(,#&'4&#3+&'#2*(R#4%,#2+6&R

4,C)%)6&*4&)+%#400(F)4&(,#8W<R)%,-.(,#&)66-(#)%o-*1#>Figure R20DB"#S-*&'(*C+*(/#C).(#

0-%G#6(.&)+%6#=(*(#6&4)%(,#=)&'#S&'!#4%,#81AJ/#=').'#)%,).4&(,#&'4&#S&'!#(K2*(66)+%#

)%#78$# %(-&*+2')06#C)G'&# 3(# *(,-.(,#31# $8R!N# &*(4&C(%&# ()&'(*# 3(?+*(# +*# 4?&(*#8W<#

.'400(%G(# >Figure R20EB"# L+00(.&)F(01/# &'(6(# ,4&4# F(*)?)(,# &'4&# 3+&'# 2*+2'104.&).#

>.+%.-**(%&# =)&'# +*# 2*)+*# &+# 8W<B# 4%,# &'(*42(-&).# >4?&(*# 8W<B# $8R!N# 4,C)%)6&*4&)+%#

.+-0,#2*(F(%&#4%,#*(6.-(#&'(#,(F(0+2C(%&#+?#8W<RC(,)4&(,#78$#)%#C).(/#=').'#C)G'&#

,-(#&+#&'(#0+=(*#(K2*(66)+%#+?#S&'!#)%#0-%G#%(-&*+2')06"# #
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Figure R20.# Both pre- and post-administration of recombinant IL-10 protein 

alleviate inflammatory injury in LPS-induced ALI murine model.# >A-CB# $8R!N#

4,C)%)6&*4&)+%#()&'(*#2*)+*#&+#+*#4?&(*#8W<#.'400(%G(#.+-0,#*(,-.(#&'(#&+&40#.(00#%-C3(*/#

(62(.)4001#%(-&*+2')06#>AB/#46#=(00#46#$8RA#>BB/#4%,#&+&40#2*+&()%#.+%.(%&*4&)+%#>CB#)%#
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&'(#H78S#+?#78$#C).("#;4&4#4*(#2*(6(%&(,#46#C(4%bcb<T`"#<&4&)6&).40#4%4016)6#=46#

2(*?+*C(,#-6)%G#+%(R=41#75PQ7#?+00+=(,#31#H+%?(**+%)d6#2+6&#'+.#&(6&"#5#e#^#2(*#

G*+-2# ?*+C# X# )%,(2(%,(%&# (K2(*)C(%&6"# *2# f# N"N^"# >DB# ])6&+0+G).40# )C4G(6# +?# &'(#

'(C4&+K10)%R(+6)%#>]nTBR6&4)%(,#0-%G#6(.&)+%6#?*+C#,)6&)%.&#G*+-26"#<.40(#34*#)%#&'(#

-22(*#24%(0@#!NN#gCh#6.40(#34*#)%#&'(#3(0+=#24%(0@#YN#gC"#>EB#:(2*(6(%&4&)F(#)C4G(6#

+?#4%&)RS&'!94%&)R81AJ#)CC-%+?0-+*(6.(%.(R6&4)%(,#0-%G#&)66-(6#+?#78$#C).(#2*(R#+*#

2+6&R&*(4&(,#=)&'#*(.+C3)%4%&#$8R!N"#5-.0()#=(*(#6&4)%(,#=)&'#;7W$/#,)62041(,#)%#30-("#

<.40(#34*@#YN#gC"#

Minor Comments 

!"#`(&'+,+0+G1#)6#2*(6(%&(,#?+*#UT`#(F40-4&)+%#+?#C)&+.'+%,*)4/#3-&#)C4G(6#4*(#%+&#

2*+F),(,"#

Response: E(# &'4%D# &'(# *(F)(=(*# ?+*# 3*)%G# -2# &'(# [-(6&)+%"# U'(# UT`# )C4G(6# +?#
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