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I would like to thank the authors Zuguang Hua and Peng
Wei for their positive feedback and particular attention to
“Letter on Lipofilling Enriched with Adipose-Derived
Mesenchymal Stem Cells Improves Soft Tissue Deformi-
ties and Reduces Scar Pigmentation: Clinical and Instru-
mental Evaluation in Plastic Surgery [1]”.

I’'m pleased to see that the scientific data reported in my
paper [1] has been read with great interest by other authors.
For this reason, I have been invited by the Aesthetic Plastic
Surgery (APS) journal, to perform a “Reply”, and, as
already done previously for other articles published, I
would like to thank the APS journal for this opportunity
and for the possibility to share scientific information with
several colleagues and permit a constructive comparison
also to build new partnerships or to develop a new protocol
and/or research.

I have read with attention the “Letter on” performed by
the authors Zuguang Hua and Peng Wei, and I would like
to reply regarding the following observations performed:

This prospective clinical controlled study holds a
degree of persuasiveness and offers valuable insights
for the enhancement of atrophic scars and scar-
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related epidermal pigmentation, paving the way for
future clinical treatments and research endeavors.

Thank you very much.

Regarding the affirmation “First, although existing
research has indicated that fat grafting can ameliorate scar-
related pigmentation, the precise molecular mechanisms
underlying these effects remain elusive. (2) Further
research is necessary to explore the molecular mechanisms
involved, particularly in relation to the immunomodulatory
properties of ASCs and their ability to mitigate inflam-
mation and, consequently, improve pigmentation.”

I agree with this affirmation. Several papers were pub-
lished analyzing the role of fat grafting enhanced with
ASCs or not enhanced in different kinds of scars, (post-
traumatic scars, outcomes of burns, hemifacial atrophy) as
reported in my paper [1] improving not only the pigmen-
tation but also the volume, not only in the face but also in
breast soft tissue defects [2, 3].

Additionally, the methods of ASC isolation (mechanical
or enzymatic) and preparation (minimal manipulation) as
already summarized [3], should be better investigated in
terms of the immunomodulatory properties of ASCs and
their ability to mitigate inflammation and, consequently,
improve pigmentation.

At the same time, regarding their affirmations “Second,
the results presented by the authors suggest that ASCs
enhance the improvement of pigmentation following fat
grafting. However, from a clinical perspective, it is worth
noting that pigmentation often naturally lightens over time.
In other words, time itself can serve as a confounding
factor in assessing pigmentation outcomes. To address this
concern and enhance the persuasiveness of the research
results, we suggest that the authors introduce a blank
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control group to control for the impact of time on pig-
mentation outcomes”.

Really, the investigation was built as a case—control
study aiming to strictly evaluate if there were statistically
significant differences between fat grafts enhanced with
ASCs (study group) and fat grafts not enhanced (control
group) in terms of scar pigmentation. The follow-up
analysis was the same. In this case, the “eventual time
effect” that we can consider as a confounding factor or
more precisely a bias, influenced both groups. All people
who underwent the treatments (fat grafts enhanced with
ASCs and fat grafts not enhanced) were satisfied with the
improving pigmentation, texture, and volume contours
with some differences. However, the results reported dis-
playing a better trend in patients treated using fat grafts
enhanced with ASCs to be more satisfied than patients
treated with fat grafts not enhanced (p < 0.0001). In every
case, the suggestion of the authors, about the time effect is
attractive and it is valuable in the next study to consider a
blank control group to control for the impact of time on
pigmentation outcomes.

Regarding the affirmation “Third, the figures provided
by the authors depict patients with relatively mild preop-
erative epidermal pigmentation in their scars. As a result,
when comparing preoperative and postoperative images,
the differences in pigmentation do not appear prominently
significant. We kindly suggest that the authors provide
cases with more conspicuous differences in preoperative
and postoperative pigmentation. More pronounced before-
and-after comparison images can better illustrate treatment
efficacy, enabling readers to more readily comprehend the
research findings”.

The results shown in the pictures, clearly demonstrate
the differences in terms of pigmentation improvement
between the study and control groups, as also documented
by instrumental analysis.

Regarding the affirmation “In conclusion, this study
holds substantial promise in the field of scar management”.
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I’'m pleased to thank the authors Zuguang Hua and Peng
Wei for their positive feedback, particular attention to my
paper, and for their constructive suggestions.
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