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additional pathways linked to LACC1 function is war-
ranted to better understand the diverse mechanisms 
contributing to disease. 

2.	  Phenotypic variability among affected siblings

We appreciate the authors’ comments on clinical hetero-
geneity. We agree that factors such as epigenetic modi-
fications, environmental exposures, and microbiome 
composition may contribute to the variable disease mani-
festations observed within the same family. Our ongoing 
efforts include transcriptomic profiling of patient-derived 
immune cells may shed light on molecular modifiers that 
influence disease severity and phenotype.

3.	  Structural and metabolic implications of the variant

 We agree that molecular dynamics (MD) is an appropriate 
approach to probe the mechanistic impact of this mutation. 
In follow-up work,  we will perform simulations of the wild-
type protein and the mutant.  This analysis will assess effects 
of mutation on local stability and helicity, particularly given 
that the substitution occurs at the N-terminus of an α-helix 
where interacting residues are highly conserved; accord-
ingly,  we hypothesize that the mutation perturbs helix for-
mation or capping.  We note that subcellular localization 
cannot be inferred from MD in a straightforward way. We 
are aiming to establish collaborations to perform metabolic 
flux analyses in macrophages derived from affected indi-
viduals. These studies will expand upon our current find-
ings and clarify the biochemicalconsequences of LACC1 
deficiency. 

 In summary, we appreciate the authors’ constructive 
feedback and the opportunity to discuss these important 
mechanistic aspects. Their comments align with our ongo-
ing research trajectory aimed at integrating functional 

To the editor
We thank Drs. Yang and Wang for their thought-

ful comments and interest in our recent publication, 
“A novel LACC1 variant c.658G > A (p.Asp220Asn) in 
familial juvenile idiopathic arthritis: identification and 
functional analysis” [1]. We appreciate their insight-
ful discussion highlighting areas for further mechanistic 
exploration and future directions.

We address their main points as follows

1.	 Functional characterization and possible dominant-
negative effects

 We agree that differentiating between a pure loss-of-
function (LOF) and a dominant-negative (DN) mecha-
nism represents an important avenue of investigation 
particularly given the lack of full understanding of the 
function of LACC1 protein. Although other LACC1 
variants were associated with significant reduc-
tion of protein expression [2], our variant exhibited 
variable expression indicating other possible expla-
nations for disease development. While assessing 
pro-inflammatory cytokine production would provide 
valuable insights,findings from the literature are con-
flicted about the effect of LACC1 mutations on pro-
inflammatory cytokines secretion [2–5]. Investigating 
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genomics, structural modeling, and systems-level analyses 
to advance understanding of LACC1-associated arthritis. 

 Sincerely,
Hiba Alblooshi (first author)
Najla Aljaberi (corresponding author)
College of Medicine and Health Sciences
United Arab Emirates University
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