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We appreciate the comments from Drs. Yan, Wang, and Jiang
on our publication “Current clinical evidence is insufficient to
support HMME-PDT as the first choice of treatment for young
children with port wine birthmarks” [1]. We are aware of the
recent FDA approval of HMME-PDT as an Investigational New
Drug in the United States. We respond to the comments from
our Chinese colleagues and further elaborate on the conclusions
and concerns as follows.

The statement “... (HMME-PDT) has emerged as the first choice
for port wine birthmarks (PWB) treatment, particularly for young
children...” was not drawn from the meta-analysis. We provided
an observational description of current trends developing in
many hospitals in China, despite not yet being reported in the
literature. The driving forces underlying such trends are multi-
factorial, including observed efficacy and nonscientific contrib-
utors from treatment tradition, policy, social economics, and
marketing. We agree that the “off-label” of an approved drug
could be a compliant implementation for HMME use in some
pediatric patients (< 14 years old) after its official approval in
2016. However, the compliance for pediatric use before 2016
remains to be clarified, particularly for the studies without a clear
statement of Ethics Committee approval or exemption [2, 3].

Both Letters state that “... Phase IV studies of pediatric popu-
lations are being undertaken.” We agree that Phase IV studies
emphasizing pediatric populations are needed. However, it is
equally important to provide long-term follow-up data on those
pediatric cohorts (> 3000 reported patients and unreported
cohorts) who have already been treated with HMME-PDT over
several decades in China [3-6]. Except for an early study re-
porting that no recurrence was observed in patients followed
up for longer than 19 years [4], long-term follow-up data is
largely absent. What were the overall long-term efficacies in
those pediatric patients previously treated by HMME-PDT?

© 2024 Wiley Periodicals LLC.

Reoccurrence and re-darkening of PWB lesions years after PDL
have been reported [7-10]. Was there reoccurrence and re-
darkening in any pediatric patients years after HMME-PDT? We
look forward to seeing long-term follow-ups from our Chinese
colleagues in the future.

Both Letters do not fully address the safety concerns in
pediatric patients raised in our publication. Were there any
adverse cardiovascular and neurological sequelae in those
cohorts compared to their counterparts? We strongly sug-
gest that a complete and systemic set of in vitro and in vivo
safety data should be provided before a clinical trial on
pediatric patients begins: (1) potential long-term toxicity to
normal endothelial cells (ECs), particularly infantile ECs,
upon HMME acute exposure; (2) potential adverse effects
during pregnancy and fetal development upon HMME ex-
posure; (3) potential penetration of HMME through the
blood-brain barrier (BBB) in children; (4) potential neuro-
logical effects in children if HMME penetrates through an
immature BBB and off-target radiation; and (5) compre-
hensive pharmacokinetic data in children, including drug
clearance, elimination half-life, elimination rate constant,
the fraction of the drug excreted in urine, etc.

We strongly urge our Chinese colleagues, laser scientists, and
physicians to be extra cautious and consider additional safety
evaluations before using HMME-PDT on pediatric patients. Our
original conclusion reflects the available data to date and raises
potential concerns about this emerging trend.
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