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International-Italian Society of Plastic-Regenerative and Oncologic Dermatology

Cari amici, cari soci,
Come avete potuto notare con il cambio del nuovo editore del Journal of Plastic and
Pathology Dermatology e cambiata anche la grafica.
Un nuova versione blu molto pit elegante e professionale.
Finalmente i numeri in uscita saranno posizionati sul sito Isplad ( www.isplad.org)
cosi come i reprint.
Nei prossimo mesi inseriremo il maggior numero di pubblicazioni, in modo che i
nostri soci e lettori saranno aggiornati anche on line.
Si avvicina lo storico appuntamento delle EADYV, finalmente in Italia a Milano a
Settembre.
Un momento straordinario per confrontarsi con i nostri colleghi Dermatologi europei
e non solo.
Un programma scientifico di altissimo livello ( troverete all’interno del JPD la
locandina con i collegamenti per l'iscrizione)
Sul sito www.isplad.org troverete, gia ,il programma preliminare del nostro
congresso di Dicembre finalmente in presenza.
Quello definitivo sara comunicato brevissimo e vi aspetto numerosi per salutarvi
personalmente e per goderci questo momento di confronto che purtroppo manca da
un po’ di tempo.

Un caro saluto a tutti e buona lettura.

Dear friends, dear members,
As you have noticed, with the change of the new editor of the Journal of Plastic and Pathology
Dermatology, the graphics have also changed.
A new blue version that is much more elegant and professional.
Finally, the upcoming issues will be placed on the Isplad website (www.isplad.org) as well as the
reprints.
Inpthe next months we will insert as many publications as possible, so that our members and
readers will also be updated online.
The historic EADV appointment is approaching, finally in Italy in Milan in September.
An extraordinary moment to discuss with our fellow dermatologists from Europe and beyond.
A scientific program of the highest level (you will find the poster with the links for registration in
the JPD)
On the website www.isplad.org you will already find the preliminary program of our December
congress finally in attendance.
The final one will be communicated very shortly and I am waiting for you to greet you personally
and to enjoy this moment of confrontation which unfortunately has been missing for some time.
Greetings to all and happy reading.

Antonino Di Pietro
Editor in Chief
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Un solare non basta a proteggere
DANNEGGIATA

FLUIDO PROTETTIVO
GLOBALE

somL € GIUL 1

La sola protezione con filtri solari non basta a ridurre e a prevenire il danno attinico.
Per questo la Ricerca Dermatologica Giuliani ha sviluppato la linea Kera Sole
a base di Acido Octatrienoico, potente antiossidante in grado di controllare la
produzione di ROS con un effetto protettivo contro il danno al DNA.

Due nuovi prodotti, Fluido protettivo globale e Stick protettivo globale, con
SPF 50+ e formule anidre, per una maggiore resistenza alla sudorazione e una
migliore dispersione dei filtri, chimici e fisici, per una copertura omogenea,

duratura e una protezione ad ampio spettro.
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Injective treatment of the so-called
cellulite: a new approach aimed

at restructuring extracellular matrix P/ ¢
of deeper layers of theskin. Efficacy
and safety of a new specific

formula

+ Adele Sparavignai'

SUMMARY

Background: An innovative injectable solution containing low molecular weight hyaluronic acid (HA), a specific Amino
Acids mixture and a carbonate plus bicarbonate solution was formulated to counteract moderate edematous — fibrosclerotic
lipodystrophy (PEES) on the thighs.

Objective: The aim of this open clinical trial was to evaluate the efficacy and tolerance of the injectable product under
study, on the main signs of cellulite. Methods: A single Italian center treated 25 female subjects aged 35-55 years, informed
and consenting. The study treatment foresaw 6 injective sessions at intervals of 10 days, by blunt tip cannula. The study
had to be interrupted prematurely because of the COVID-19 pandemic and auto-isolation procedure of participating
subjects. A minimally representative number of clinical observations was reached even after only 2 injection sessions.

Results: data highlighted a reduction of cellulite visual aspect of at least 1 degree in 20% of subjects vs TO (not
statistically significant), according to reference photographic scales and a mean reduction of clinical degree of cellulite of
0,3. Interestingly, a statistically significant reduction of mean circumferences of the thighs occurred:-0,8 cm at T3i. While
the injected product was tolerated very well, light bruises occurred in 45% of subjects.

Conclusions: Although two injection sessions represented only one third of the foreseen complete treatment, the data
obtained already confirms the tolerance and a partial aesthetic performance of the injectable solution on the main signs
of cellulite. In particular on the visual aspect and the circumferences of the treated areas. Nevertheless, too many light
bruises occurred, because of the use of blunt tip cannula. The Author argues that improving the injection technique could
result in better clinical results on PE.F.S.

KEYWORDS
Cellulite, Hyaluronic Acid, Carbonates, Bicarbonates, Acidosis, Amino Acids

INTRODUCTION

Cellulite is a major concern for women at every age. This condition, better de-
fined as panniculosis, or edhematous fibrosclerotic panniculosis (P.E.ES.), leads
progressively to a degenerative disease of adipose pannicula, also involving more
superficial layers of the skin. The result is a profound structural and functional

1 Dermi » alteration of the skin in sites such as the buttocks, thighs, knees and even the inner
erming Clinical Research ;
Institute, Milan surface of the arms. Basically, at the forefront of advanced research on extracellular
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« Adele Sparavigna

matrix (ECM), injection treatments
can exert a therapeutic effect. In
spite of the techniques currently in
use, which involve the destruction
of the altered adipose panniculus
and the fibrous shoots typical of the
most advanced stages of cellulite,
the proposed treatment represents
an attempt to remodel the biochem-
ical and architectural structure of
the deep and superficial compo-
nents of the skin. In recent years,
scientific research has made it pos-
sible to develop a solution of low
molecular weight hyaluronic acid
(HA) and collagen and elastin ami-
no acids (AA) capable of specifical-
ly stimulating the synthesis of the
main components of the extracel-
lular matrix. A previous version of
this solution is currently used with
success in skin rejuvenation and re-
densification protocols. The prod-
uct “Sunekos Cell” (SC), proposed
for the study, contains a patented
platform of six structural amino ac-
ids fundamentally and specifically
dosed for an optimal neo-synthesis
of collagen and elastin in the der-
mis. It has already been demon-
strated, in vitro, that its functional
cluster of amino acids is suitable for
promoting in loco the synthesis of
collagen and elastin.

Local injection of this formulation
can be a powerful tool in expert
hands because chemotaxis induced
by the presence in the dermis of spe-
cific amino acids for the production
of collagen and elastin is known to
be the strongest force in nature that
drives life: living things are attract-
ed to food. In fact, we are sending
a very strong biological message to
the fibroblasts. Feeding the fibro-
blasts with the right food (the right
amino acids) can reactivate them
and also restore a normal structure
of the dermal architecture.

Moreover, the natural low molec-
ular weight hyaluronic acid (HA)
(200,000 daltons) synergistically

present in the Sunekos Cell formula
exerts a targeted stimulating action
on the fibroblasts through the bind-
ing to the specific receptors for the
HA fragments.

A bicarbonate/carbonate buff-
er has been added to the standard
formula in order to have a pH 8.2
for specific use in panniculosis. The
bicarbonate and carbonate solution
buffers local acidosis due to the
state of latent inflammation that
characterizes both the early and late
stages of the disease.

Materials and methods

Aim of this pilot study was to
evaluate by clinical, morphomet-
ric and non invasive instrumental
evaluations the efficacy of an injec-
tive treatment on cellulite sign and
symptoms.

The tested product, a mixture of
HA, aminoacids and carbonates
solution, was administered by the
injection technique, on healthy fe-
male volunteers with moderate
oedematous — fibrosclerotic lipod-
ystrophy (PEFS) on the thighs. An
additional aim of this study was to
evaluate the treatment tolerance.
The treatment foresaw 6 injective
sessions at intervals of 10 days ac-
cording by blunt tip cannula (25G,
50mm).

The study had obtained the ap-
proval of an Independent Ethical
Committee.

Inclusion criteria were: healthy
female Caucasian subjects, age
ranges: 35-65 yrs. with moderate
oedematous - fibrosclerotic lipodys-
trophy on the thighs (3rd superior).
Exclusion criteria were pregnancy,
lactation, general or local disease,
smoking, alcohol and drug abuse.
Sample population: 25 volunteers
to be included. The volunteers had
to accept to respect the rules fixed
in the list of recruitment criteria and
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not to deviate from their normal life
habits; particular attention was paid
to alimentary and drug assumption
habits, as well as to cosmetic pro-
duct(s) and cleansing for the body.

During the entire period of treat-
ment, the exposure to strong UV ir-
radiation (UV session, or sun bath-
ing) was to be avoided. Evaluations
were carried out mono-laterally on
the right or left thigh (3rd superior),
according to a subjects” randomiza-
tion list defined by the investigator
before the subjects” inclusion.

Clinical evaluations (Fig.1) was
performed according to the follow-
ing visual score:

=» Cellulitis visual aspect
(clinical score according
to a reference

photographic scale)
® no cellulitis 0
e slight dimpling

on skin surface 1
e dimpling and

skin depressions 2

e dimpling and
depressed striations 3

e nodules and
depressed striations 4

=> Product tolerance was
evaluated considering:

® Jocal expected
events/reactions induced by
the injection procedure
(tardive swelling, pain,
erythema, bruise);

® any other adverse
event/reaction, also of
systemic source occurring
during the study.

Morphometric evaluation

Circumference measurements

All the measures were performed
in standard conditions at the thigh
level (middle thigh and under
gluteus), thanks to a specific elec-
tro-optical system able to fix the
volunteer’s position.
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Contact thermography

Contact thermography permits
visualizing, through colors, the
temperatures of the areas being
examined by using encapsulated
liquid crystals plates. It is therefore
much helpful in pointing out skin
temperature alterations. Each color
of the liquid crystal corresponds to
a different temperature following a
standard chromatic scale from 21°C
to 27°C: higher temperatures are
shown by dark blue, while lower
temperatures by green, yellow and
black-red.

The thermography with liquid
crystal allows to detect information
about cutaneous microcirculation in
normal conditions, after functional
stimuli or vasoactive treatments:
skin temperature grows in case of
vasodilation, increase of blood ves-

Injective treatment of the so-called cellulite: a new approach aimed
at restructuring extracellular matrix of deeper layers of the skin. Efficacy and safety of a new specific formula (part 1)

Visual grading of cellulite

PARIS
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Visual grading of contact thermography

sels, increase local metabolism and
reduced in case of vasoconstriction,
pathological decrease of blood ves-
sels, decrease of local metabolism,
oedema and increase of adipose tis-
sue. A characteristic thermography
aspect of legs’ oedematous — fibro-
sclerotic lipodystrophy is represent-
ed by the typical leopard skin with
large hypothermic zones (Fig.2).

=» Panniculopatia evaluation of
the external thigh
(3rd superior) follows next
classification:
® 0 = uniform hyperthermal
image
® 1 =shaded spots thermal
image (hyperthermal images)
® 2 =]eopard spots (numerous
hyperthermal images)
3 = hypothermal black holes
4 = uniform hypothermal image
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Fig. 1

Fig. 2
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Results

The study was started on 25 fe-
male healthy adult subjects, age
range: 35-55 (mean age: 50 yrs.),
whose written consent had been
obtained. Unfortunately, the study
had to be interrupted premature-
ly because of COVID-19 pandem-
ic and auto-isolation procedure of
participating subjects. A minimally
representative number of clinical
observations was only reached for
TO, T2i, T3i. T2i is the time relat-
ing to the result of the first injection
session (in fact the evaluation was
performed immediately before the
second injection session) and time
T3i is relative to the result of the
second.

Data processing and statistical
analysis were performed in accord-
ance to our internal procedures (de-
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MEAN VISUAL EVALUATION

T3i

Mean clinical score

Fig. 3

scriptive and inferential analysis) as
follows:

Friedman test followed, in case
of statistically significant result, by
Holm-Sidak Adjusted test.

Clinical assessment

Obtained results highlighted: a
reduction of cellulite visual aspect
of at least 1 degree in 20% of sub-
jects vs TO (not statistically signifi-
cant), according to DERMING ref-
erence photographic scales and a
mean reduction of clinical degree
of cellulite of 0,2 at T2i and 0,3 at
T3i (Fig.3)

Morphometric evaluation

All circumference measurements
were performed in standard condi-
tions thanks to a specific electro-op-
tical system able to fix the volun-
teer’s position.

At T2i the reduction correspond-
ed to 0,4cm and at T3i to 0,8 cm.
The last result was clinically/statis-

tically significant, when compared
to baseline (Fig.4) (Holm-Sidak Ad-
justed t test p<0.05 vs TO).

Tolerance evaluation

Although no important adverse
event/reaction occurred during
the trial, bruises occurred in 45% of
cases. The average duration of the
bruises was 12 days.

Contact thermography

Contact thermography mean
score resulted reduced of 0.1 for
both evaluation times, although
this was not statistically significant

(Fig.5).

Discussion

and conclusions

Although the study was inter-
rupted prematurely, some initial
conclusions can be observed about
the activity of injected formula and
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injection techniques. The formula
in itself has demonstrated to exert
a relevant restructuring activity on
altered ECM at the level of PE.FS.
In fact, already after only two injec-
tion sessions, a visible reduction of
cellulite signs was obtained and, in-
terestingly, a statistically significant
reduction of thigh mean circumfer-
ences was obtained. In particular,
this reduction was not expected,
since the injected formula was not
designed to have a slimming ac-
tivity. Probably, mean -circumfer-
ence was due to a “panty” activity
determined by an improvement of
skin tone and consistency. On the
contrary, while the formula itself
was very well tolerated, the oc-
currence of bruises after the use
of the blunt tip cannula was very
high and probably not useful for a
treatment aimed at reconstructing
ECM of dermis and hypodermis.
Based on this result, a less invasive
needle technique should be de-
signed. Previous studies on the use
of the HA-6AA formula on the face
demonstrated the superiority of In-
terstitial Fluid Technique (IFT) on
intradermic random technique. In
fact, IFT was demonstrated to com-
bine injection and lymph-drainage
by pushing interstitial fluids to-
wards local lymph-nodes. Since in
early stages of P.E.F.S. oedema and
stasis are the main characteristics
of the conditions, intradermal IFT
towards inguino-crural lymphatic
stations could be useful to reduce
stasis at the level of thighs. On the
other side, in advanced P.E.ES. lo-
cal fibrosis at the level hypodermis
prevails.

In this case, a thin needle could
reach deeper levels in order to put
the product directly into the fibro-
sis. A new study for the evaluation
of efficacy and tolerability of SC
should therefore be designed in or-
der to obtain the best from the treat-
ment.
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Fig. 4
MEAN CIRCUMFERENCES
Mean circumferences of the thighs.
T3i: Holm-Sidak Adjusted t test p<0.05 vs TO
Fig.5

MEAN TERMOGRAPHY GRADE

Mean contact thermography score
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Injective treatment of the so-called
cellulite: a new approach aimed

at restructuring extracellular
matrix of deeper layers of the skin.
Efficacy and safety of a new

specific formula

SUMMARY

Background: an innovative injectable solution containing low molecular weight hyaluronic acid (HA), a specific
Amino Acids mixture and a carbonate plus bicarbonate solution was formulated to counteract moderate edematous —
fibrosclerotic lipodystrophy (PEFS) on the thighs.

Objective: The aim of this open clinical trial was to evaluate efficacy and tolerance of the injectable product under
study, on the main signs of cellulite. Methods: The study was conducted on 25 female adult subjects, age range: 33-60,
whose written consent had been obtained. The patients were divided into 2 groups during the basal visit: - Group A
(early stage ): patients with grade 1-2 as per visual aspect grade : 11 patients

Group B (late stage): patients with grade 3-4 as per visual aspect grade: 14 patients

The study treatment foresaw 2 injective sessions at intervals of 10 days, according to a brand new injection method
in the treatment of cellulite: IFT (for Group A) or Matelassé technique (for Group B) depending on the cellulite’s stage.
The study foresaw four observational visits over a four months period with the first and second injections at an interval
of 10 days.

Results: data highlighted a reduction of cellulite visual aspect of at least 1 degree in 92% of all subjects (group A +
group B) vs TO (Holm-Sidak Adjusted Wilcoxon signed rank test p<0.05 TIM and T4M vs T0) according to reference
photographic scales and a mean reduction of clinical degree of cellulite of of 0,88 at T1 and 0,95 at T4 for Group B
and 0,9 at T1 and 0,6 at T4 per Group A 0,3. Interestingly, Morphometric evaluations underlined the “panty” activity
of the treatment; in fact, already at TIM and at T4M the mean value of thigh and circumferences resulted clinically/
statistically reduced, when compared to baseline in both groups (-1,04 cm at T1 and -1,78 cm at T4 for Group B
and —0,87 cm at T1 and -1,39 cm for Group A) (Holm-Sidak Adjusted t test p<0.05 vs T0). Obtained results were
respectively of -4% for group A and -13,5% for group B at T1 and of -8,6% and -11,6% at T4, corresponding to a
clinically and statistically significant reduction of the pannicula thickness vs T0, index of a lipo-reducing efficacy of the
tested product

Conclusions: Sunekos Cell was able to counteract the dermal damage which seems to be the most important
triggering of the condition and acidosis at local level. The injection techniques should be less invasive as possible and
take into account the phase of the disease.
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INTRODUCTION

Injection therapy has always been
considered one of the most viable
solutions for the treatment of cellu-
lite. Obviously, it is very important
to identify the most suitable prod-
uct for the case, having clearly in
mind the mechanism of action and
the expected results, but also the
most suitable injection technique
to be used. Treatment of the ECM
is certainly the primary goal. As
we have seen, the alterations at this
level play a fundamental role in the
genesis of the so-called cellulite.

It has been demonstrated that,
on histological samples of animal
models it was possible to evaluate
that physiological elastinogenesis
and collagenogenesis, induced in a
specific dermal district, have been
shown to be capable of reducing
skin laxity, mainly correlated to the
manifestations of cellulite.

The product “Sunekos Cell” (SC),
proposed for the study ,contains
a patented platform of six struc-
tural amino acids fundamentally
and specially dosed for an opti-
mal neo-synthesis of collagen and
elastin in the dermis. It has already
been demonstrated that a function-
al cluster of amino acids is suitable
for promoting in loco the synthesis
of collagen and elastin.

Local injection of this formula-
tion can be a powerful tool in ex-
pert hands because chemotaxis
induced by the presence in the der-
mis of specific amino acids for the
production of collagen and elastin
is known to be the strongest force in
nature that drives life: living things
are attracted to food. In fact, we are
sending a very strong biological
message to the fibroblasts. Feeding
the fibroblasts with the right food
(the right amino acids) also means
restoring a normal structure of the
dermal architecture.

Moreover, a natural low molec-
ular weight hyaluronic acid (HA)
(200,000 daltons) is also synergis-
tically present in the Sunekos Cell
formula, exerting a targeted stimu-
lating action on the fibroblasts even
through the binding the specific re-
ceptors for the HA fragments.

A bicarbonate/carbonate buffer
was added to the standard formula
of Sunekos to Sunekos Cell in order
to have a pH 8.2 for specific use in
panniculosis. The bicarbonate and
carbonate solution buffers local ac-
idosis due to the state of latent in-
flammation that characterizes both
the early and late stages of the dis-
ease.

The disruption of the extracel-
lular matrix of the dermis and hy-
podermis can be treated effectively,
depending on the level and injec-
tion technique used. In the early
stages, as we have seen, it is first
of all important to treat the deep
dermis, for an action on the inter-
stitial fluids, in order to restore
the physiological interstitial fluid
movement towards the lymphatic
circulation. In the advanced stage,
the aim will be to rearrange the
structural and architectural disor-
der of the fibrous septa of the hy-
podermis and injecting treatment
with Sunekos Cell should there-
fore be exercised at a deeper level,
in the fat adipose tissue. To sum-
marize, when the process is initial
and mainly involves the dermis,
the injection technique will be at
the level of the deep dermis, how-
ever taking into account the fact
that the product, thanks to its low
viscosity characteristics, will how-
ever spread optimally throughout
the surrounding area. If, however,
we are facing an advanced stage,
the treatment will be at the level of
the more superficial hypodermis,
so as to exert a non-invasive action.
Contrary to what is often stated by
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other authors, it is not necessary to
violently disrupt fibrous branch-
es, which is commonly done with
large-caliber cannulas and often
even with a “bayonet” cutting tip.
The traumatic action of breaking
the fibrous branches, in addition
to systematically provoking at this
level the formation of large bruises
and hematomas (which often re-
main in unsightly hemosiderinic
hyperpigmentations) greatly dis-
tances the objective of “restitutio
ad integrum”. Better then, reach
the hypodermis with a smaller
gauge needle and inject an ade-
quate amount of the SC product,
which will punctually manage to
spread alone in a large surround-
ing area. In more detail, in the ini-
tial phase it will be possible to use
the method we already know as
Interstitial Fluid Technique (IFT),
that is, making sure that the inject-
ing treatment is at the same time
able to push the movement of the
interstitial fluids towards the local
lymph node stations, realizing a
real lymphatic drainage thanks to
the push of the injected product.
The injection is then followed by a
light manual massage in the same
direction. Since, in the early stag-
es of panniculosis, the problem of
stagnation of interstitial fluids, to-
gether with alterations of the mi-
cro-vascular-tissue exchange and
the acidosis typical of the state of
latent inflammation of the disease,
is able to trigger the process of
disruption of the ‘ECM, it is very
important to contrast the problem
in its entirety, thanks to the spe-
cific formula SC, with a targeted
injection technique. For IFT, it is
advisable to use a 27-30G needle,
12 mm long, with an inclination of
45 ° with respect to the skin sur-
face, made to penetrate for half of
the length into the skin. Then in-
ject 0.2-0.3 cc per point, with the
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points arranged along radial lines
converging from the lateral surface
to the medial surface of the thigh,
in the direction of the inguinal
lymph nodes anteriorly and ingui-
nal-crural posteriorly. The number
of points (at a distance of about 2
cm from each other) and lines, will
obviously vary depending on the
extent of the edema and the orange
peel skin (Fig.1).

As for the more advanced stages,
in order to obtain a rearrangement
of the fibrous septae in the least
traumatic way possible, the same
type of needle will be used, 27-30G,
mm12 in length, but this time in-
serted perpendicularly to the skin
surface made to penetrate for its en-
tire length and injecting 0.3-0.5 cc of
product per point (Matelassé tech-
nique). Each point will be on lines
drawn in the deepest depressions of
the skin surface (mattress skin) at a
distance of about 1.5 cm from each
other (Fig. 2).

To draw the areas to be treated,
the patient must be examined in
an orthostatic position, preferably
in lighting conditions from above
and slightly to the side, in order to
accentuate the imperfections to be
treated, tracing the lines most suita-
ble for the case in question.

Study objective

The aim of this pilot study was
to evaluate by clinical, morphomet-
ric and non invasive instrumental
evaluations the efficacy of an injec-
tive treatment on “cellulite” signs
and symptoms. A mixture of SUNE-
KOS® Cell a medical device com-
posed of a small 10 ml bottle con-
taining 210 mg of hyaluronic acid
and 50 mg of aminoacids ( glycine,
proline, lysine  leucine, valine and
alanine ) and 3 ml a solution of car-
bonates and bicarbonates was ad-

Fig. 1
IFT — Interstitial Fluid
Technique

ministered by injection technique,
on healthy female volunteers with
moderate oedematous — fibroscle-
rotic lipodystrophy (PEFS) on the
thighs.

An additional aim of this study
was to evaluate the treatment toler-
ance.

This study had obtained the ap-
proval of an Independent Ethical
Committee on 16 January 2020.

10 ml of SUNEKOS® Cell (1 small
bottle of aminoacids and sodium
hyaluronate in 7 ml of distilled wa-
ter) and carbonates (3 ml ampoules)
in solution was injected by needle
(27-30G length 13mm); the needle
was inserted into the medium-deep
dermis (45°) at level of the trochan-
teric region, following the IFT pat-
tern in case of light cellulite (orange
peel appearance, following a fan
shaped pattern across the thigh
area converging towards inguinal
lymph-nodes) and perpendicularly
to the skin (90°) in the max deep-
ness of furrows in case of moderate
cellulite (mattress appearance). The
distance between injection points
was 1,5 cm.

Treatment

The study was conducted on 25
female adult subjects, age range: 33-
60 (mean age: 48 yrs.), whose writ-
ten consent had been obtained. The
patients were divided into 2 groups
during the basal visit:
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- Needle 12 mm, 27-30g
- 0,2 cc per point

- 1 or 2 vials for session

- Needle inclination 45°

Group A (early stage ): patients
with grade 1-2 as per visual aspect
grade : 11 patients

Group B (late stage): patients with
grade 3-4 as per visual aspect grade:
14 patients

The study treatment foresaw 2
injective sessions at intervals of 10
days according to IFT (for Group A)
or Matelassé technique (for Group
B) depending on the cellulite’s stage.

4 visits were performed during
the study (Fig. 3):

© TO+T1i: basal assessments,
followed by the 1st
injection procedure

® T2i: preliminary assessment and
2nd injection procedure

® T1M (1 month after the last
injection procedure: evaluations
foreseen by the study protocol
(Follow-up phase)

® T4M (4 months after the last
injection procedure)

Data processing and statistical
analysis were performed as follows:
Friedman test followed, in case of
statistically significant result, by
Holm-Sidak Adjusted test.

The inclusion criteria were the
following: volunteers aged 35-65
years, with moderate oedematous
— fibrosclerotic lipodystrophy on
the thighs (3rd superior), with regu-
lar menstrual cycle (28-32 days), no
Body Mass Index (BMI) variation (+
1) during the last month preceding
the study inclusion, available and



able to return to the study site for
the treatment phase and post-pro-
cedural follow-up examinations,
accepting not to change their habits
regarding food, physical activity,
cosmetic and cleansing products for
the body, accepting not to expose
their body to strong UV irradiation
(UV session and/or sun bathes) dur-
ing the entire duration of the study,
accepting to sign the informed con-
sent form.

The exclusion criteria were: preg-
nancy (only for female subjects not
in menopause), lactation (only for
female subjects not in menopause),
smokers, alcohol abuse and/or drug
use, female subjects not in meno-
pause, who do not accept to perform
the pregnancy test at TO and T1M,
female subjects not in menopause,

- Needle 12 mm, 27-30g
- 0,2 cc per point
- 1 or 2 vials for session

Injective treatment of the so-called cellulite: a new approach aimed at restructuring extracellular

matrix of deeper layers of the skin. Efficacy and safety of a new specific formula (part 2)

Fig. 2
Matelassé Technique

- IFT Technique
- Needle inclination 45°

- Matelasse Technique
- Needle inclination 90°

who do not use adequate contracep-
tive precautions in order to avoid
pregnancies during the study, oral
contraceptive/replacement therapy
started less than 1 year ago, change
in the normal habits regarding food
and physical activity during the
month preceding the test and dur-
ing the study period, use of any
anti-cellulite/weight-loss treatment
(manual or instrumental massage)
on skin test areas during the three
months, use of any drug able to
cause a weight body variation, Body
Mass Index (BMI) variation (x 1)
during the study period, presence
of clinically important vascular dis-
orders, sensitivity to the test product
or its ingredients, including delayed
hypersensitivity to hyaluronic acid
and granulomatous reactions (to be

Planning of the study
B+ 1l 21 M
TIME
TO+T1 T1 TIM
Baseline Preliminary Follow-up visit
and assessments 1 month after
71stinjection and the
procedure 27 injection 1¢tinjection
procedure procedure

JOURNAL of PLASTIC and PATHOLOGY DERMATOLOGY vol. 18 - n. 2- 2022 73

assessed by the investigator during
the baseline), subjects whose insuf-
ficient adhesion to the study proto-
col was foreseeable, participation in
a similar study currently or during
the previous 6 months.

All evaluations were carried out
mono-laterally on the right or left
thigh (3rd superior), according to
a subjects’” randomization list de-
fined by the investigator before the
subjects” inclusion. At T2i, TIM and
T3M clinical, morphometric and
instrumental assessment were per-
formed before the injection proce-
dure.

Clinical evaluations were per-
formed according to the following
visual score:

=» Cellulite visual aspect

(clinical score according to
a reference photographic

scale)

no cellulite 0
e slight dimpling on

skin surface 1
e dimpling and

skin depressions 2

e dimpling and
depressed striations 3

e nodules and
depressed striations 4

Fig. 3

4M

T4M

\/

Follow-up visit
4 months after
the
1stinjection
procedure
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Photographic documentation

At TO, TIM and T4M, 2D pictures
of the thigh treated areas (left or
right side randomly) for all includ-
ed volunteers were taken.

Circumference measurements

All the measures were performed
in standard conditions at the thigh
level (middle thigh and under
gluteus), thanks to a specific elec-
tro-optical system able to fix the
volunteer’s position.

To reduce the intra-individual
variability, circumferences meas-
urement were performed 3 times
for each level.

Ultrasonographic evaluations

Ultrasonographic measurement
of adipose panniculum thickness
(mm) were performed at level of
the 3rd superior (external side),
through the instrument Body Me-
trix™ BX 2000 (Genex).

The BX 2000 generates an ultra-
sound signal (5 MHz) that propa-
gates through tissue and then re-
cords the reflected signal.

Results

Clinical assessment

Obtained results highlighted a
reduction of cellulite visual aspect
of at least 1 degree in 92% of all
subjects (group A + group B) vs TO
(Holm-Sidak Adjusted Wilcoxon
signed rank test p<0.05 T1IM and
T4M vs TO0), according to DERM-
ING reference photographic scales
and a mean reduction of clinical
degree of cellulite of 0,88 at T1 and
0,95 at T4 for Group B and 0,9 at T1
and 0,6 at T4 per Group A (Fig. 4).

Morphometric evaluation

All circumferences measure-
ments were performed in stand-
ard conditions thanks to a specific
electro-optical system able to fix

the volunteer’s position (see pro-
cedure).

Morphometric evaluations un-
derlined the “panty” activity of
the treatment; in fact, already at
TIM and at T4M the mean value
of thigh and circumferences result-
ed clinically/statistically reduced,
when compared to baseline in both
groups ( -1,04 cm at T1 and -1,78
cm at T4 for Group B and -0,87 cm
at T1 and -1,39 cm for Group A)
(Holm-Sidak Adjusted t test p<0.05
vs T0) (Fig. 5).

Ultrasound assessment

Ultrasonographic measurement
of adipose pannicula was performed
through the instrument Body Me-
trix™ BX 2000 (Genex). Obtained
results were respectively of -4% for
group A and -13,5% for group B at
T1 and of -8,6% and -11,6% at T4,
corresponding to a clinically and
statistically significant reduction
of the pannicula thickness vs TO,
index of a lipo-reducing efficacy of
the tested product (Fig 6).

Tolerance evaluation

No adverse event/reaction (nor
those expected, such as pain, dis-
comfort and bruises) occurred dur-
ing the trial. The very high toler-
ance (100%) was confirmed by the
investigator at the end of the treat-
ment period.

In order to highlight the results
obtained not only numerically, the
photographs of two patients, one of
the early group and one of the late
group, at time T0 and time T4M, are
shown below (Figg. 7 and 8)

Discussion
and conclusions

The so-called “cellulite” (needless
to say, this term does not correspond
to the exact medical definition of the
condition) afflicts at least 90% of fe-
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male population in the post-pubertal
age almost all over the world and also
male population is not entirely exempt
from it. To date, there are scientific
bases, now well documented, as they
are based on histological, biochemical
and ultrastructural observations that
highlight the pathological aspects.
Furthermore, the comorbidities (obe-
sity, overweight, venous pathology of
the lower limbs), the subjective symp-
tomatology and the clinical signs that
accompany its course, certify the clear
deviation from the physiology of the
skin. Certainly, the histological as-
pects that well represent the complex-
ity of the pathogenesis of this disease
are characterized by three essential
events: alterations of the adipose tis-
sue, hyper-polymerization of the con-
nective tissue matrix and profound
alterations of the microcirculation.

Female sex hormones play a signif-
icant role in the development of cel-
lulite, in fact this pathology occurs al-
most exclusively in the female gender.

The main pathogenetic mecha-
nism of cellulite is the altered cap-
illary-venular permeability, with a
slowing of the speed and volume of
blood flow (vasomotion) at the local
micro-circulatory level. The particu-
lar conformation of the micro-vas-
cular-tissue unit justifies the fact that
the defects in microcirculation of
panniculopathy are often associat-
ed with alterations in the blood flow
that extend to the skin and regional
muscles, causing clinical effects such
as hyperkeratosis (orange peel skin),
tenderness and, in the more advanced
stages, profound subversion of the lo-
co-regional aesthetic (mattress skin).
The presence of estrogen receptors in
endothelial cells and smooth muscle
explains the functional differences of
female microcirculation, especially
in relation to vascular tone and per-
meability and, therefore, the greater
susceptibility of the female sex to the
so-called cellulite.

The most recent studies inform us



Injective treatment of the so-called cellulite: a new approach aimed at restructuring extracellular
matrix of deeper layers of the skin. Efficacy and safety of a new specific formula (part 2)

Fig. 4
VISUAL ASPECT GRADE

3.5
3 deererree S
2.5

) [ —
) S —
| 7 E—

TO

‘ M Group A M Group B

Fig. 5
CIRCUMFERENCE MEASUREMENTS

60
59
58 b ook
57
56
E L1 70—
54 1.
53 |
52 |
51
50

TO

‘ M Group A M Group B ‘

Fig. 6
ULTRASONOGRAPHIC MEASUREMENTS N

12

10

mm
(=}

TO

M Group A M Group B

JOURNAL of PLASTIC and PATHOLOGY DERMATOLOGY vol. 18 - n. 2- 2022 75



« Adele Sparavigna

Fig.8

Late stage Cellulite

Fig. 7
Early stage Cellulite

that, at the level of cellulite, among
the functional alterations encoun-
tered by adipocytes, there is an in-
crease in the release of phlogistic cy-
tokines. Therefore, adiposity involves
the activation, at regional level, of bi-
ochemical-cellular mechanisms of an
inflammatory nature.

This notation is absolutely consist-
ent with the estrogenic activity on the
development of cellulite, which has
been widely described and has been
further ascertained with the obser-
vation of the tissue of women under-
going hormonal therapies and moni-
tored by imaging techniques such as
ultrasound and computerized axial
tomography.

Once the process is triggered, over
time it develops, due to the inflam-
matory processes described above,
on the one hand the neo-synthesis of
collagen that leads to the formation
of fibrous branches, on the other the
reduction of the compactness of the
tissues around the fibrous branches.
This increase in skin laxity seems in
some ways similar to the manifesta-
tions of skin aging, also characterized

by a degradation of the dermo-epider-
mal fibrous matrix. Sunekos Cell was
able to counteract the dermal damage
which seems to be the most important
triggering of the condition and acido-
sis at local level. The injection tech-
niques had an important influence on
the results and was planned according
to the phase of the disease: in early
phases the Interstitial Fluid Technique
was the most suitable in late stages the
Matelassé Technique demonstrated to
be amazingly effective.
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evaluation of the effectiveness

and tolerability of a neurosensinetm
based cream in the therapy R—
of eczematous dermatitis of the face

Studio osservazionale per la
valutazione clinica di efficacia
etollerabilita’ di una crema a hase
di neurosensinatm nella terapiadella
dermatite eczematosa del volto
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ABSTRACT

Dermatitis on the face represents one of the most common reasons for frequent dermatologists and/or allergologists
examination because it generally affects people at young age. Besides, the face is one of the dermatological sites with the
greatest impact on the emotions related to the personal image and social relationships.

In recent years, medical studies led to the formulation of some dermocosmetic products with therapeutical properties and
high tolerability. A study has been conducted on 36 patients with eczematous dermatitis on the face to assess a secure and
tolerable product which is deemed to reduce skin sensitivity and reactivity and to increase the tolerance threshold.

KEYWORDS
Neurosensine, Eczematous Dermatitis, Face, Clinical Evaluation, Effectiveness, Tolerability

*1 UOC Patologia Clinica e
malattie infiammatorie ed
autoimmuni della cute.
Ospedale Cristo Re - Roma
*2 AAIITO - Associazione
Allergologi Immunologi ltaliani
Territoriali e Ospedalieri

JOURNAL of PLASTIC and PATHOLOGY DERMATOLOGY vol. 18 - n. 2 - 2022 79



» 0. De Pita « M. D’Ambrosi « F. Lupi ¢ S. Voltolini « A. Musarra

INTRODUZIONE

Le dermatiti localizzate al volto rappre-
sentano un motivo di frequente consulta-
zione dello specialista dermatologo e/o
allergologo sia perché interessano con
maggiore frequenza soggetti in giovane
eta, sia perché la localizzazione al volto
rappresenta una delle forme dermatolo-
giche con maggiore impatto sull’emoti-
vita correlata all'immagine personale e ai
rapporti relazionali.

Ci0 puo infatti costituire motivo di
importante alterazione della qualita di
vita dei pazienti e rappresenta lo stimolo
maggiore alla richiesta di intervento dia-
gnostico-terapeutico specialistico.

Tra le varie forme dermatologiche con
possibile localizzazione al volto, quelle
di tipo eczematoso rappresentano forse
le pitt frequenti ed interessano in parti-
colare la dermatologia allergologica data
l'etiologia correlabile in molti casi ad al-
lergia da contatto (irritativa o allergica) o
a forme di eczema atopico. Il trattamento
di tali manifestazioni, che spesso tendo-
no a cronicizzare, prevede l'utilizzo di
prodotti dermocosmetici e farmacologi-
ci che devono essere dotati di proprieta
antinflammatorie, emollienti e protettive
senza effetti collaterali nell'uso a lungo
termine. La possibilita di evitare 1'utilizzo
di cortisonici topici nelle localizzazioni
palpebrali, periorali, al volto in generale,
rappresenta pertanto un obiettivo signifi-
cativo 1-2.

Negli ultimi anni la ricerca ha portato
a sintetizzare alcuni prodotti dermoco-
smetici dotati di proprieta terapeutiche
dermatologiche e di tollerabilita. Il pro-
dotto a base di NeurosensinaTM (Na-
cetyl-Tyr-Arg-hexadecylester)  (0,04%)
grazie alla formulazione, comprendente
un numero limitato di componenti attivi
e priva di alcool e sostanze allergizzanti
(profumi, conservanti, coloranti, lanoli-
na) in una confezione ermetica, quindi
priva di possibili contaminazioni, ha di-
mostrato in alcuni studi di ridurre sensi-
bilita e reattivita cutanea e aumentare la
soglia di tolleranza, associando assoluta
sicurezza e tollerabilita. La formula atti-

va comprende acqua termale ad azione
decongestionante (10%), glicerina (6%)
come idratante, burro di karite (7%) con
azione sulla barriera cutanea e un ingre-
diente attivo di sintesi originale, la Neu-
rosensinaTM.

Essa ha dimostrato una azione di sti-
molo sui cheratinociti inducendoli alla
produzione di endorfine ed encefaline
con il risultato di creare uno scudo pro-
tettivo delle terminazioni nervose e di
bloccare i circuiti percorsi dai segnali
dolorosi 3-4. In questo modo, oltre alla
attivita antinflammatoria e protettiva,
appare in grado di ridurre rapidamente
le sensazioni di bruciore e dolore, au-
mentando la soglia di tolleranza della
cute affetta da dermatite eczematosa in
maniera persistente nel tempo. Cid con
conseguente miglioramento della qualita
di vita dei pazienti con cute sensibile 5.

Fino ad oggi il prodotto non e stato
paragonato con farmaci per uso topico
quali i cortisonici nel trattamento di der-
matiti eczematoseb6.

Scopo dello studo

Questo studio e stato effettuato per va-
lutare clinicamente 1'efficacia del prodot-
to topico contenente NeurosensinaTM in
associazione ad acqua termale e burro di
karité in soggetti adulti con dermatiti del
volto paragonando l'efficacia ad un trat-
tamento di associazione con idrocortiso-
ne topico seguito da crema base idratante.

Lo studio é stato effettuato con modali-
ta osservazionale in aperto.

Materiali e metodi

Lo studio e stato effettuato su 36 pa-
zienti, 14 maschi e 22 femmine, di eta
compresa trai 19 e i 61 anni ( eta media
di 39,33 ) affetti da dermatite del volto
di grado lieve-medio di tipo irritativo
(DIC), da contatto (DAC) associata in
alcuni dei casi trattati a dermatite atopi-
ca (DA) i quali sono stati valutati idonei
alla partecipazione allo studio e non af-
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INTENSITA’ DELLE LESIONISEGNI CUTANEI

Vescicolazioni-essudazione

Secchezza

0: assente
1: lieve
2: moderato
3: severo

Tabella 1.

SINTOMI SOGGETTIVI (PAZIENTI)

Bruciore

Punteggio attribuito ai singoli sintomi da0a 10

Tabella 2.

fetti da altre lesioni sulle aree della pelle
da sottoporre a trattamento e dai quali
e stato ottenuto il consenso informato al
trattamento Sono stati esclusi, invece, i
pazienti in trattamento sistemico con an-
tistaminici, cortisone e altre terapie siste-
miche immunosoppressive, mentre per i
pazienti che facevano uso cronico di ste-
roidi topici e stato previsto un wash out
di 3 settimane. Durante l’arruolamento
¢ stata valutata la presenza di allergie o
ipersensibilita al prodotto o ad un com-
ponente dell formulazione e nei soggetti
con DAC sono stati eseguiti patch test
serie Sidapa. Le attivita lavorative prin-
cipali svolte dai pazienti arruolati nello
studio erano le seguenti: operatore sani-
tario, cuoco, impiegato, casalinga, ope-
raio, studente. 21 pazienti presentavano
DIC ,11 DAC, 4 DIC/DAC +DA.
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e | pazienti sono stati ridistribuiti in
due gruppi: il gruppo A composto da 11
pazienti e il gruppo B composto da 25
pazienti

® Trattamento del gruppo A: terapia a
base di idrocortisone topico per 7 giorni
1 volta al di, per i restanti 21 giorni appli-
cazione di una crema base 2 volte al dj;

e Trattamento del gruppo B: il solo pro-
dotto studiato per 28 giorni, con 2 appli-
cazioni al giorno.

Parametri di valutazione

E stato effettuato un esame clinico ac-
curato dei pazienti per la valutazione
delle lesioni cutanee e dei segni clinici
al momento dell’inclusione nello studio
e durante il trattamento dividendo em-
piricamente il volto in quattro quadranti,
a cui e stata attribuita la seguente per-
centuale di estensione: 30% per la fronte,
30% per il mento, 20% per gli occhi-zi-
gomo destro, 20 % per gli occhi-zigomo
sinistro (Figura 1), e particolare interesse
& stato attribuito al miglioramento dei
sintomi soggettivi. Inoltre, e stato chiesto
ai pazienti di autovalutare la tollerabilita
e il gradimento del prodotto.

-» Efficacia:

1. Valutazione della estensione e inten-
sita dei segni clinici (eritema, desquama-
zione, vescicolazione-essudazione, ede-
ma, lesioni crostose, secchezza) mediante
SCORE a T0, T7 gg, T28gg. (Tabella 1)

2. Valutazione dei sintomi soggettivi
da parte del paziente (prurito, bruciore
cutaneo, disagio

nelle relazioni) (Tabella 2)

- Gradevolezza/tollerabilita’:

1. Valutazione attraverso un questio-
nario di autovalutazione (molto soddi-
sfatto, soddisfatto, poco soddisfatto, per
niente soddisfatto) dei seguenti parame-
tri: facilita di applicazione, effetti colla-
terali all’applicazione, sensazione pelle
morbida/idratata, benessere globale.
(Tabella 3)
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2. Valutazione dei pazienti in drop out.
Questionario telefonico per indagine sul- :
la ragione dell’abbandono del trattamen- GRADEVOLEZZA/TOLLERABILITA
to. '
* Periodo di studio: 6 mesi ©_ Feliaspploaone
Effetti collaterali all’applicazione

- Sensazione pelle morbida/idratata
Risultati Benessere globale
~ molosoddisfatto

Sono stati arruolati 36 pazienti, 22 fem-
mine e 14 maschi, affetti da dermatite da
contatto del volto di grado lieve-medio. soddsfatto
21 pazienti affetti da DIC, 11 pazienti da poco soddisfatto

per niente soddisfatto

DAC e 4 da DIC/DAC +DA 3 DIC e 1
DACQ).

Due pazienti, uno per ciascun gruppo,
hanno interrotto la terapia per motivi
personali di conseguenza la valutazio-
ne al termine dello studio includeva 10
pazienti nel gruppo A e 24 pazienti nel
Gruppo B.

Nessun effetto collaterale importante
e stato riportato dai pazienti nel periodo
del trattamento.

Le forme lievi con estensione delle le-
sioni del 30% erano 17, tutte DIC, in par-
ticolare 9 con coinvolgimento della zona
perilabiale e 8 con coinvolgimento della
zona perioculare. F stata rilevata una sola
DIC di forma moderata ed estensione
delle manifestazioni del 60% e 2 DIC di
forma grave con estensione del 100% .

Le DAC presentavano estensione in 4
casi del 60% e in 8 casi del 100%.

3 pazienti presentavano la combinazio-
ne DIC + DA di forma medio- grave ed
estensione delle lesioni del 100%, men-
tre 1 solo paziente presentava DAC+DA
sempre di forma medio- grave ed esten-
sione del 100%.

I 2 pazienti usciti dallo studio erano
affetti uno da DAC e uno da DIC ed en-
trambi presentavano estensione ed inten-
sita del 60% di lesioni al volto

I Patch Test eseguiti su 12 pazienti han-
no presentato le seguenti positivita 5 per
il Nichel, 4 per i Parabeni, 3 per Lyral, 2
per Diffusi Mix, 5 per profumi mix, tutti
allergeni che possono dare anche manife-
stazioni a livello del volto

Le attivita lavorative dei soggetti arruo-
lati evidenziano che le forme pit1 gravi si

legavano ai lavori dove l'esposizione agli
allergeni e piu frequente (operatore sani-
tario, cuoco, operaio)

I pazienti di entrambi i gruppi hanno
presentato un miglioramento evidente
delle manifestazioni e dei sintomi dopo
la prima settimana, miglioramenti che si
sono confermati e progressivamente resi
pitt evidenti a 28 giorni dall’inizio dei
trattamenti.

Considerando i due tipi di terapia topi-
ca applicata e raffrontando i risultati nei
due gruppi si evidenzia che: i pazienti del
gruppo A in terapia cortisonica topica nei
primi 7 giorni hanno ridotto i valori glo-
bali di intensita delle lesioni in maniera
raffrontabile ai pazienti del gruppo B e
successivamente al termine del periodo
di osservazione di 28 giorni si evidenzia
un miglioramento globale simile nei 2
gruppi.

In particolare, il valore dell'intensi-
ta delle lesioni valutata secondo quanto
descritto in Tab. 1 con la misurazione di
6 segni cutanei (eritema ,edema ,lesioni
crostose ,vescicolazione-essudazione, de-
squamazione, secchezza) e distribuzione
del grado di severita da 0 a 3 e nel grup-
po A erano 11,5 a tempo zero, 6,3 dopo
7 giorni di terapia e 2,9 (UA=Unita Arbi-
trarie) dopo 28 giorni e nel gruppo B 8,8
al tempo zero,4,8 dopo 7 giorni e 1,6 a 28
giorni (Tab. A1, A2, A3, A4, A5, A6, A7)
dimostrando una riduzione di intensita
di manifestazioni simili nei due gruppi.
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Eritema (UA)
1,80.
1,42
1,10
..................... 05
0 giorni 7 giorni 28 giorni
W Gruppo A Gruppo B
Tabella A1
Lesioni crostose (UA)
1,20
1,10
0,56
020 ..
0,00 0,00
0 giorni 7 giorni 28 giorni
W Gruppo A Gruppo B
Tabella A3
Desquamazione (UA)
2,50
2,00 |.....200
1,71
1,20 4 0g
..................... 655
|
0 giorni 7 giorni 28 giorni
W Gruppo A Gruppo B
Tabella A5
Complessivo (UA)
14,00
12,00 11,50
10,00
8,00 |
6,00 |
LU 250
2,00 | 1,56
0,00 -
0 giorni 7 giorni 28 giorni
B Gruppo A Gruppo B
Tabella A7

of eczematous dermatitis of the face

Edema (UA)
2,50
2,00
2,00 - 1,67
1,50 -
1,10
1,00 - 0,83
0,60
050 .. M
0,13
0,00 -
0 giorni 7 giorni 28 giorni
W Gruppo A Gruppo B
Tabella A2
Vescicolazione-essudazione (UA)
1,60
1,40 ... 140
1,20
1,00
0,80 -
0,60
0,40 0,40
0,20 | 0,13
0.00 0,00 0,00
0 giorni 7 giorni 28 giorni
W Gruppo A Gruppo B
Tabella A4
Secchezza (UA)
2,08
160 59
..................... 1'00 .
I 0,64
0 giorni 7 giorni 28 giorni
W Gruppo A Gruppo B

Tabella A6
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Prurito Bruciore
6 5,6
3,7
..................... 3,4 3,1 3,0
1,2 0’8 ..................... fi-5
..................... 8,5
[] —
0 giorni 7 giorni 28 giorni 0 giorni 7 giorni 28 giorni
W Gruppo A Gruppo B W Gruppo A Gruppo B
Tab. B1 Tab. B2
I sintomi soggettivi espressi dai pa- Disagio
zienti (prurito, bruciore e disagio rela-
zionale )espressi con grado di severita
da 0 a 10 (Tab. B) evidenziano come il
bruciore sia pili intenso rTel gruppo b 51 A
perché’ legato alla forma di DIC che ge- o
neralmente si caratterizza con sensazio- | 3 S S
ne di bruciore nei pazienti affetti a dit- | 2. BT -
ferenza di quanto avviene nelle DACe | 1. . ... . 0.8
nella DA in cui il prurito e il sintomo pitt
importante . 0 giorni 7 giorni 28 giorni
Il bruciore che nel gruppo B dei pazien- B Gruppo A Gruppo B

ti si presenta a tempo 0 con valori pit ele-
vati (5,6 vs 4,2 UA) successivamente a 7 e
28 giorni si riduce e i valori si presentano
pressoché uniformi a quelli del gruppo A
Il prurito si presenta tempo 0 pit1 inten-
so nel gruppo A rispetto al gruppo B (6,3
vs 5,4 UA) e il dato e giustificato dal fatto
che i pazienti afferenti al Gruppo A erano
per la maggior parte affetti da dermatite
allergica da contatto e dermatite atopica
Infine la valutazione sulla gradevolez-
za e tollerabilita espresse dai pazienti di-
mostrano una maggiore facilita di appli-
cazione una sensazione di pelle morbida
e di facilita di applicazione migliore nel
gruppo B rispetto al gruppo A (Tab. 3)

Conclusioni:

Le dermatiti localizzate al volto rappre-
sentano un motivo di frequente consulta-
zione dello specialista dermatologo e/o
allergologo sia perché interessano con
maggiore frequenza soggetti in giovane
eta, sia perché la localizzazione al volto
rappresenta una delle forme dermatolo-
giche con maggiore impatto sull’emoti-
vita correlata all'immagine personale e

Tab. B3

ai rapporti relazionali. Cio puo infatti co-
stituire motivo di importante alterazione
della qualita di vita dei pazienti e rappre-
senta lo stimolo maggiore alla richiesta di
intervento diagnosticoterapeutico specia-
listico

Negli ultimi anni la ricerca ha portato a
sintetizzare alcuni prodotti dermocosme-
tici dotati di proprieta terapeutiche der-
matologiche e di tollerabilita. Il prodotto
a base di NeurosensinaTM

(N-acetyl-Tyr-Arg-hexadecylester)
(0,04%) grazie alla formulazione, com-
prendente un numero limitato di com-
ponenti attivi e priva di alcool e sostanze
allergizzanti (profumi, conservanti, co-
loranti, lanolina) in una confezione er-
metica, quindi priva di possibili conta-
minazioni, ha dimostrato in alcuni studi
di ridurre sensibilita e reattivita cutanea
e aumentare la soglia di tolleranza, asso-
ciando assoluta sicurezza e tollerabilita

Fino ad oggi il prodotto non & stato pa-
ragonato con farmaci per uso topico quali
i cortisonici nel trattamento di dermatiti
eczematose.
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Percentuale di soddisfazione dei soggetti trattati

100,00%

93,33% 94,67% una crema idratante per 14 giorni il se-
90.00% 89,33% 88,89% .
,UU7% B condo con una crema a base di Neuro-
0, . . . .
80,00% | 7078% 81,48% sensinaTM in associazione ad acqua ter-

male e burro di karite che ha dimostrato
una azione di protezione sulla cute e di
blocco sui circuiti percorsi dai segnali
dolorosi come dimostrano studi in vitro
ed in vivo. In particolare gli stimoli dolo-
rosi legati al bruciore caratteristico della
dermatite irritativa risultavano miglio-
rati con indici di soddisfazione evidente
nei soggetti trattati con il topico a base di
NeurosensinaTM.

I rapido miglioramento delle manife-

70,00% |-..... 1
60,00% |-..... 1
50,00% .. 1
40,00% ...... I .
30,00% ... 1
20,00% |-..... 1
10,00% -.... 1 .

0,00% .. . . .. .
o ] stazioni, la riduzione dei sintomi carat-
facilita di sensazione pelle benessere o N X
applicazoine morbida idratata globale teristici di queste patologie e la soddi-
sfazione dei pazienti nell’applicazione
B Gruppo A Gruppo B supportano la scelta di un prodotto non
farmacologico con caratteristiche spe-
Tab. 3 cifiche atto a ridurre sensazioni come il

Questo lavoro confronta due tipi diver-  bruciore e il prurito nel trattamento di
si di trattamento , il primo con un idro- dermatiti del volto di grado lieve medio
cortisone topico applicato per un periodo  con la possibilita’ di allungare i tempi di
di 7 giorni e seguito dall’applicazione di  trattamento e ridurre le recidive .

| DIC dopo 28 giorni |

)

DIC al tempo 0 | DIC a 28 giorni | DIC altempo 0 | DIC a 28 giorni |
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Psoriasis?
Crusted scabies!

« [talo Francesco Aromolo ¢ Stefano Veraldi

SUMMARY

ITALO FRANCESCO AROMOLO

In an adult male, with a 7-year history of psoriasis treated with topical and oral corticosteroids, methotrexate,
cyclosporin, infliximab and other biological drugs, crusted scabies was diagnosed. The patient was successful treated with
three courses of oral ivermectin. This case teaches us that we should never trust diagnoses made by others, even if they are
important and famous dermatologists.
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Psoriasis, scabies, crusted scabies
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A 37-year-old Caucasian man was admit-
ted with a clinical diagnosis of psoriasis.
The patient stated that the disease appeared
approximately seven years earlier and that
it was unsuccessfully treated at other der-
matological centers with topical and oral
corticosteroids, methotrexate, cyclosporin,
infliximab and other biological drugs. He
also declared that the disease worsened in
the summertime. The patient complained
of pruritus. Dermatological examination re-
vealed widespread, mildly erythematous,
scales and crusts. The scalp, face (Figure 1),
hands and scrotum (Figure 2) were in par-
ticular involved. General physical examina-
tion did not reveal anything pathological.

Laboratory tests showed leucocytosis
(10.100 white blood cells/mma3), eosinophi-
lia (8%) and increase in erythrocyte sedi-
mentation rate (35 mm at the 1st hour). A
clinical diagnosis of crusted scabies (CS)
was made. Microscopical examinations
confirmed the presence of numerous adults
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and eggs of Sarcoptes scabiei var. hominis.
The patient was treated with ivermectin
(15 mg/day) and cetirizine (20 mg/day).
A cream containing Prunus amygdalus
dulcis oil and Capparis spinosa fruit ex-
tract was also prescribed. Three courses
of ivermectin were necessary. The therapy
was well tolerated, except for worsening
of pruritus during the first days and mild
tremors. Recovery was confirmed by ne-
gative microscopical examinations. Follow
up (8 months) was negative. CS, previou-
sly named Danielssen-Boeck disease and
norwegian scabies, occurs in patients with
severe neurological or psychiatric diseases
(backwardness, oligophrenia, Down’s syn-
drome, Alzheimer’s disease, neuropathies
with hypo-anaesthesia), AIDS and cachexy.
CS is the final clinical result of a scabies that
was never treated or it was badly treated or
it was caused by the chronic use of topical
and/or systemic corticosteroids. CS is rare
in children. Microscopical examina



tions reveal hundreds of mites/mm?2. CS
is characterized clinically by mildly erythe-
matous, squamous-crusted, hyperkeratotic
lesions: they may be located on specific are-
as, such as the scalp, elbows, hands, knees
and feet, or may be widespread. Pruritus is
absent or mild. Onychodystrophies caused
by hyperkeratosis of the nail bed are com-
mon. Lymphadenopathy is also common.
Bacterial superinfections and erythroderma
(erythrodermic scabies or scabious erythro-
derma) are the most frequent complica-
tions. Differential diagnosis includes psori-
asis and chronic eczemas.1

It is possible that in this patient CS deve-
loped because of the chronic use of topical
and oral corticosteroids and immunosup-
pressive drugs, such as methotrexate. As
previously mentioned, this patient was
previously treated at other dermatologi-
cal centers with several drugs. Unfortu-
nately, he was not treated with acitretin.
This because it was demonstrated that oral
retinoids increase the desquamation and
inhibit the differentiation of keratinocytes.
A reduction in filaggrin expression was ob-
served in mouse keratinocyte cultures tre-
ated with retinoids.2 Human keratinocyte
cultures grown in the presence of retinoids
at concentrations that inhibit differentiation,
contain neither filaggrin nor profilaggrin.2

REFERENCES

Retinoids can alter filaggrin expression at
the level of profilaggrin synthesis and/or at
the level of post-translational processing of
profilaggrin to filaggrin.2 Filaggrin is very
important for mite survival because it was
demonstrated that it is the main “food”
for mite.3 It is possible that acitretin is acti-
ve thanks to its keratolytic action, but also
thanks to its inhibitory action on filaggrin
synthesis. Furthermore, it is known that
some arthropods have retinoid receptors,
such as the retinoid X receptor4 Acitretin
and tretinoin showed to be effective in some
anecdotical cases.5,6.

What does this case teach us? It teaches us
that we should never trust diagnoses made
by others, even if they are important and fa-
mous dermatologists.

1. Veraldi S, Dahan T, Scanni G. Scabies: myths to dispel. Medizioni, Rome, 2021.

Figure 1.
Widespread squamous
lesions on the face.

Figure 2.
Scales and erosions: the
latter caused by chronic
scratching.
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Alopecia androgenetica maschile
con forte componente inflammatoria

Nella patogenesi della quasi totalita
delle patologie tricologiche, esiste un mi-
nimo comune denominatore patogeneti-
co che e I'infiammazione. Questo tipo di
meccanismo lo ritroviamo non solo nell’a-
lopecia androgenetica ma anche nell’Alo-
pecia Areata e nel Telogen Effluvium. Per
cui e basilare nell’economia della cura
prescritta al paziente, agire contrastando
i fenomeni infiammatori.

Da un punto di vista clinico, I'infiam-
mazione al cuoio capelluto si manifesta
con sintomi quali dolore al cuoio capel-
luto (tricodinia), bruciore e prurito. Alla
tricoscopia si identificano delle aree gial-
lastre che circondano i follicoli piliferi,
chiamati Yellow Dots e che sono il corri-
spettivo dermatoscopico dell'infiamma-
zione.

Per trattare un’alopecia androgenetica
bisogna sia bloccare gli effetti del dii-
drotestosterone sul follicolo pilifero sia
modulare l'inflammazione e bloccarla.
Quest’ultima tende a creare fenomeni di
fibrosi che pian piano fanno superficia-
lizzare il follicolo, riducendo la profon-
dita follicolare e la fase Anagen. Negli
scenari peggiori si puo arrivare ad atro-
fizzazione del follicolo.

INTERVIEW

PAOLO GIGLI

Per trattare questa infiammazione &
possibile intervenire sia con terapie far-
macologiche, prevalentemente cortico-
steroidi di bassa potenza in lozione, sia
con nutraceutici specifici e mirati per via
sistemica.

Quindi & possibile intervenire con an-
ti-infiammatori che non siano farmaco-
logici, ma naturali ovvero da fitoestratti.
Questi esercitano la loro azione in ma-
niera mirata: un principio attivo che puo
essere impiegato € I’EPILOBIO che rap-
presenta una novita tra i fitocomplessi,
in quanto si tratta di un antinflammato-
rio naturale ancora non utilizzato in tri-
cologia.

Si tratta di un antinfiammatorio na-
turale che ha anche proprieta sedative,
decongestionanti e lenitive. Deve le sue
caratteristiche a delle componenti che si
chiamano ellagitannini. L'Epilobio ri-
duce la liberazione di mediatori dell’in-
fiammazione acuta, fra cui LOX e COX,
riduce la liberazione del TNF-alfa ed
esercita un’azione seboregolatrice come
inibitore della 5-alfa-reduttasi. L'Epilo-
bio trova la sua massima espressione te-
rapeutica se viene usato in associazione

JOURNAL of PLASTIC and PATHOLOGY DERMATOLOGY vol. 18 - n. 2 - 2022 g 91



« Intervista a Paolo Gigli

alla terapia classica, ad esempio con
attivatori dell’attivita mitotica come
Minoxidil o inibitori della 5-alfa-re-
duttasi come la Serenoa Repens in
soft gel (olio al 92%) o la Finaste-
ride, associato agli antiossidanti.
L’approccio terapeutico ottimale
¢ gestire i meccanismi ormonali
dell’alopecia androgenetica da un
lato e dall’altro gestire I'inflamma-
zione.

L’epilobio si usa con un dosaggio
di circa 350mg al giorno, € ben tolle-
rato, esercita un effetto seboregola-
tore e quindi & un ausilio sistemico
molto utile in queste situazioni.

Gli inibitori della 5-alfa-redutta-
si, quindi, rappresentano un’ottima
associazione all’Epilobio stesso,
poiché bloccano ’azione del diidro-
testosterone sul follicolo pilifero.
Soprattutto, dobbiamo ricordare
che gli anti-inflammatori sommini-
strati devono essere tollerabili per
lungo tempo, quindi non devono
presentare eccessivi effetti collate-
rali e devono dimostrarsi adatti a
terapie lunghe, come possono es-
sere quelle tricologiche che durano
anche anni consecutivi.

Solitamente nelle cure tricologi-
che dell’alopecia androgenetica, la
prima visita di controllo avviene
dopo sei mesi, con i primi risultati e
si raggiunge il plateau del risultato
dopo un anno o un anno e mezzo di
cura. Successivamente c’e un perio-
do di mantenimento.

L'inflammazione & uno dei trig-
ger che scatenano la calvizie e nello
specifico all’alopecia androgenetica
maschile. Intervenire in maniera
mirata sull’inflammazione e fonda-
mentale per agire efficacemente sul-
la causa che porta a tale patologia.

Oggi la ricerca scientifica ci mette
a disposizione degli strumenti tera-
peutici evoluti di ultima generazio-
ne che vanno a completare e miglio-
rare quanto e gia presente.

=» Epilobio ENOTProst®

Epilobium Angustifolium (estrat-
to brevettato) € una pianta nota in
Europa per le sue proprieta antin-
fiammatorie e antiossidanti, legate
all’attivita sinergica dei suoi nume-
rosi componenti, tra cui principal-
mente gli ellagitannini, in particola-
re I’Enoteina B.

Comunemente 1'Epilobio, applica-
to localmente o assunto come infu-
so, e stato utilizzato nella medicina
tradizionale per il trattamento di
ferite cutanee traumatiche, ustioni,
sintomi delle vie urinarie in virtu
dei suoi effetti antiinflammatori,
analgesici, antibatterici. Gli estratti
di epilobio sono da tempo utilizzati
anche in diverse patologie prostati-
che, quali l'ipertrofia prostatica beni-
gna e le prostatiti, per il loro effetto
antinflammatorio, anti-proliferativo
e anti-androgenico dato il blocco fi-
siologico sulla 5-alfareduttasi.

La composizione fitochimica
degli estratti di Epilobio vede la
presenza di acidi grassi (caproico,
linoleico, linolenico, ecc.), acidi aro-
matici (ellagico, gallico, ecc.), steroli
(campestrolo, f-sitosterolo, ecc.),
flavonoidi (guaiaverina, quercetina,
ecc.), ellagitannini (enoteina A e B,
ecc.).

Studi sperimentali in vitro ne
hanno dimostrato proprieta anal-
gesiche, anti-proliferative (effetto
citotossico e ad un’interferenza
nella progressione del ciclo cellu-
lare), antinfiammatorie (inibizione
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della LOX e delle COX, riduzione
di TNF-a), immunomodulanti (in-
duzione dell’endo-peptidasi neu-
tra, aumento della risposta immu-
nitaria mediata dall’attivazione
di macrofagi), anti-androgeniche
(inibizione dell’aromatasi e della
5a-riduttasi), antimicrobiche (ef-
fetto battericida ad ampio spettro),
antiossidanti (aumento dei livelli di
SOD1), radical-scavenger (inibizio-
ne della perossidazione lipidica di
membrana), anti-aging e foto-pro-
tettivi (inibizione di collagenasi,
ialuronidasi, metalloproteasi della
matrice). Studi su animali di labora-
torio ne hanno confermato l’attivita
antinfiammatoria, anti-androgeni-
ca, analgesica con un buon margine
di sicurezza.

ENOTProst® & un estratto secco
standardizzato e brevettato di Epi-
lobio contenente acidi organici e
fenolici, tannini, flavonoidi ed ella-
gitanni, di cui il 15% dei Enoteina
B. ENOTProste si € mostrato efficace
nel ridurre i sintomi urinari corre-
lati all’ipertrofia prostatica benigna
in uno studio clinico controllato in
doppio cieco.

Molti composti impiegati con suc-
cesso nell’ipertrofia prostatica han-
no dimostrato la loro efficacia anche
nell’alopecia androgenetica. Grazie
alle sue proprieta antinfiammatorie,
antiossidanti, radical-scavenger ed
anti-androgenetiche, quindi 1’estrat-
to di Epilobio costituisce un valido
aiuto nell’alopecia androgenetica
con componente inflammatoria, in
sinergia con gli altri principi attivi.

Infine, l’estratto di Epilobio in vi-
tro sembra ridurre la produzione
di sebo da parte dei sebociti e rego-
lare I'immunita innata a livello cu-
taneo, tramite l'espressione di De-
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Figura 1.
Fitocomplesso dell’EPILOBIO

fensine e TLR-2, con un potenziale
ruolo nella sebo-regolazione e nella
riduzione della colonizzazione da
parte di Malassezia furfur. Questi
dati sono stati confermati in uno
studio clinico che ha mostrato una
riduzione della desquamazione e
della seborrea in pazienti affetti da
dermatite seborroica, condizione
spesso associata all’alopecia andro-
genetica.

=> Fitosteroli
(B-SITOSTEROLO)
I fitosteroli sono steroli di origine
vegetale in particolare, il 3-sitoster-
olo in particolare e il fitocomplesso

INTERVIEW

Alopecia androgenetica maschile con forte componente infiammatoria

attivo della Serenoa Repens e si tro-
va in concentrazioni elevate soprat-
tutto negli estratti oleosi (soft-gel)
piuttosto che negli estratti secchi.

Il B-Sitosterolo ha dimostrato di
avere effetto antiandrogeno sia a
livello prostatico che del follicolo
pilifero, probabilmente per una ri-
duzione della biodisponibilita del
colesterolo nel microambiente loca-
le, con una riduzione della biosin-
tesi del testosterone e dell’attivita
della 5a-reduttasi. Il p-sitosterolo si
& dimostrato efficace nel migliora-
re la qualita dei capelli in pazienti
affetti da alopecia androgenetica
e sembrerebbe in grado di inibire
I'espressione di geni coinvolti nei
processi infiammatori a livello dei
cheratinociti.

Astaxantina: carotenoide di origi-
ne vegetale estratto dall’alga verde
Haematococcus pluvialis e noto per

I'elevato potere antiossidante e an-
tinflammatorio.

PAC: Proantocianidine sono una
classe di polifenoli presenti in nu-
merose varieta di specie botaniche
tra cui la corteccia di pino, con pro-
prieta antiossidanti, ipoglicemiz-
zanti e ipolipemizzanti. Inoltre, le
proantocianidine oligomeriche con-
tribuiscono a rinforzare 1’elasticita
e la funzionalita del letto capillare
favorendo una miglior irrorazione
sanguigna dei tessuti.

Concludendo, la combinazione,
in associazione precostituita per
via orale di Epilobio, 3-Sitosterolo,
Astaxantina e Proantociadine costi-
tuisce un ottimo razionale terapeu-
tico per un approccio mirato all’a-
lopecia androgenetica maschile con
forte componente infiammatoria, in
associazione a terapie topiche e/o
sistemiche farmacologiche.
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Figura 3.
Proantocianidine

Figura 2.
Astaxantina
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Acido Ortosilicico stabilizzato con Colina (ch-OSA®)
per la biosintesi di nuovo collagene

BioSil® , € una formulazione unica e brevettata (Patent EP 1487272, EP1551763) di acido ortosilicico
stabilizzato con colina (ch-OSA®) e vitamina C, adatta anche ai vegetariani, per generare e proteggere la
formazione di nuovo collagene con studi clinici su pelle, capelli, unghie, ossa e articolazioni.
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Meccanismo d’azione
Gli enzimi che sintetizzano il collagene tipo |, tra i quali la prolil-idrossilasi, sono silicio dipendenti.
L’acido ortosilicico stabilizzato con colina (ch-OSA®) assicura un’elevata biodisponibilita del silicio e agisce dall’interno
stimolando i tre enzimi che sintetizzano il collagene: ornitina-aminotransferasi, prolil-idrossilasi € lisil-ossidasi.
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Quattro anni
di Publicazione

Cari Lettori,
come segnalato, nel primo editoriale dell’anno, dal
Prof. Antonino Di Pietro il Journal of Plastic and Patho-
logy Dermatology ha un nuovo editore pit1 in linea con
una pubblicazione scientifica come la nostra rivista.
Dal 2018 al 2021 il JPD ha pubblicato:
- 16 numeri completi
- 19 numeri speciali tra reprint, supplementi
Di seguito per vostra libera consultazione 1’elenco degli
articoli con i relativi autori dei numeri completi.

Four years
of publication

Dear Readers,
as reported, in the first editorial of the year, by Prof.
Antonino Di Pietro, the Journal of Plastic and Pathol-
ogy Dermatology has a new editor more in line with a
scientific publication such as our magazine.
From 2018 to 2021 the JPD published:
- 16 complete numbers
- 19 special issues including reprints, supplements
Below, for your free consultation, the list of articles
with the relative authors of the complete issues.

AGDM Managing Editor

JOURNAL of
PLASTIC and Pathology
DERMATOLOGY

2018

=» Volume 14, n. 1

Skin: healing and regeneration Bruno Mandalari,

Antonino Di Pietro

Considerations about Lichen Planopilaris and the

correct diagnosis Elisabetta Sorbellini, Barbara Marzani,
Daniela Pinto, Fabio Rinaldi

The effectiveness of Aluseb® Shampoo Doccia for body
cleansing against skin imperfections of seborrheic dermatitis
and Pytiriasis versicolor Antonino Di Pietro

e How Exposome induces skin aging Alessandro Martella
o Study on the clinical efficacy of a new supplement containing

Gardenia Jasminoides in 60 patients with generalized vitiligo
Claudio Comacchi

Role of Propranolol in Management of Difficult and Complicated
Hemangioma, Ahmed Kamal, Youssef Hassan, Maher Moktar,
Dalia Attallah

5th Italian National Congress of ISPLAD 2018 - Milan (ltaly),
ABSTRACTS

=» Volume 14, n. 2

Clinical efficacy of the combined treatment with Tricovel®
supplement and lotion in subjects with Telogen Effluvium/AGA
Fabio Rinaldi, Barbara Marzani, Elisabetta Sorbellini

A comparative, randomized, controlled study on the evaluation
of the efficacy of Oxigentherapy in common hair loss patterns:
androgenetic alopecia and telogen defluvium

Ester Del Duca, Ugo Bottoni, Luigi Bennardo, Martina Silvestri,
Steven Nistico

o Skin functions, Giovanni Dituri
o The 2018 edition of the Catamaran of Health: man, the sun,

the marine environment. There is need for a single balance
Adele Sparavigna

o Dyschromias and visible light Magda Belmontesi
o Vitiligo and Psyche Claudio Comacchi
o Histological findings after insertion of PLLA sutures with

bi-directional cones in human: Two years follow-up

Paola Rosalba Russo, Franco Vercesi, Luca Migliorini,
Marie-Odile Christen

2th Meeting ISPLAD/ADOI “Reti in Dermatologia” 2018 -
Rome (ltaly), ABSTRACTS

=» Volume 14, n3

Imaging in the dermocosmesis of aging: a multicentric study
on the anti-aging effects of a dermocosmetics combination
Mariuccia Bucci, Alda Malasoma, Rossana Moroni,
Elisabetta Perosino, Marina Romagnoli,

Andrea Fernando Romani, Giuseppe Scarcella

o Children and Vitiligo Claudio Comacchi
¢ Sail to the wind... dermatology is on board! Adele Sparavigna

The Cyrano nose (giant rhinophyma) Michela Brena,
Matteo Tretti Clementoni, Stefano Veraldi

Neurogenic Rosacea: A case report and review of the literature
Mauro Barbareschi, Valentina Benzecry, Stefano Veraldi



Study on the clinical efficacy of a new gel based on “Piper
longum extractw and Resveratrol” in 20 patients with
generalized vitiligo during stationary phase Claudio Comacchi
Adipose and dermis tissue-derived stem cells in regenerative
and aesthetic medicine: certainties and perspective after seven
working years of personal practice Fabiano Svolacchia,

Nicola Roberto Pepe, Lorenzo Svolacchia

=» Volume 14, n4

Can a cosmetic formula exert a phisiological anti-ageing activity
and/or contribute to the healing of skin diseases?

Adele Sparavigna

Psoriasis and Biologic Therapy: past, present and future

Luigi Bennardo, Martina Silvestri, Stefano Dastoli,

Maria Passante, Francesco Rizzuto, Steven Paul Nistico
Seborrheic dermatitis of the scalp... not just Malassezia!

New etiopathogenetic aspects in seborrheic dermatitis
Donato Di Nunno

Oxidative stress and hair loss Leonardo Rescio

Therapeutics for the treatment of vitiligo Claudio Comacchi
Assessment of the efficacy and safety of a day and night routine
to correct dark spots caused by hyperpigmentation and
rejuvenate the skin after four weeks of use Aurora Garre
Contreras, Gabriel Bauza Valverde Palmira Valderas Martinez
Aesthetic outcome of laparoscopically harvested omental flap
versus glandular flap in breast conservative surgery

Waleed Y. El- Sherpiny, Mohamed A. Mlees, Ayman A. Elnemr,
Ahmed A. Darwish

2019

= Volume 15, n.1

How does face age? A retrospective observational study and
meta-analysis Adele Sparavigna

Erbium laser treatment for facial acne scars and skin
regeneration Bruno Mandalari, Antonino Di Pietro

Autologus Micrograft Fat Injection: microfiltration technique of
disaggregated adipose tissue and skin regeneration. A clinical
assessment study Fabiano Svolacchia, Lorenzo Svolacchia
Anti IL23 biologic therapy in the treatment of psoriasis
Martina Silvestri, Luigi Bennardo, Maria Passante,

Francesco Rizzuto, Giusy Schipani, Stefano Dastoli,

Federica Tamburi, Steven Paul Nistico

The sun makes you happy but it also hurts you:

the right strategy to prevent damage Stefania Bizzarri

New therapeutic opportunity in acne treatment:

daylight photodynamic therapy Francesca Romano

Eye and ear disorders in vitiligo Claudio Comacchi
Multidisciplinary Psoriatic Disese Unit: our experience

Luisa Di Costanzo, Maria Grazia Ferrucci

Different modalities of eyebrow reconstruction: retrospective
study Mohamed Radwan El-Hadidy, Ahmed AM Khalil,

Basem Esam Elfiky

=» Volume 15, n. 2

¢ Efficacy of a novel emollient plus cream in atopic dermatitis:
a randomised, vehicle-controlled, double-blind study
Adele Sparavigna, Beatrice Tenconi, Laura La Penna

¢ Evaluation of the effect of a hair cosmetic treatment through
a clinical test Evelyn Falconi Klein, Massimo Perrone,
Claudio Angelinetta, Antonino Di Pietro

o Chemo-Exfoliation with Glycolic Acid, Chitosan,
N-acetyl-cysteine, L-carnitine hydrochloride. Therapeutic
Protocols for a Highly Socially Presentable Treatment in the
Management of Skin Aging, Melasma and Acne
Marina Romagnoli, Carlotta Pastorino

o Acne and sun exposure, Giuseppe Alessandrini

¢ Folliculitis caused by argan oil
Michela Brena, Diego Tosi, Rossana Schianchi,
Mauro Barbareschi, Stefano Veraldi

¢ Use of homologous skin and dermal allografts in hard to heal
wounds: an integrated surgical approach,
Linda Tognetti, Ernesto De Piano, Chiara Cencetti,
Giulio Cortonesi, Roberto Perotti, Guido Lorenzini,
Claudia Panzano, Giancarlo Palasciano, Francesca lerardi,
Elisa Pianigiani, Pietro Rubegni

¢ Drug induced pemphigus Maria Passante, Martina Silvestri,
Luigi Bennardo, Francesco Rizzuto, Giusy Schipani,
Stefano Dastoli, Federica Tamburi, Steven Paul Nistico

=» Volume 15, n. 3

o Effectiveness of microwaves in the treatment of cellulite:
a preliminary study Antonino Di Pietro, Simona Ferri,
Paolo Bonan, Alice Verdelli, Silvia Stevan, Chiara Tartaglia,
Elisabetta Perosino

¢ Evaluation of the balneotherapy treatment of psoriasis with
water “Terme di Sorano”: efficacy in terms of clinical quality
of life Gianni Baldli, Stefano Perlini

¢ The Off Label Dermal Biorigeneration with Macromolecular
Free Hyaluronic Acid use, through a review of the literature,
a retrospective study and case report Fabiano Svolacchia,
Lorenzo Svolacchia

¢ Dermatological diseases of the lower limbs: the nails
Elisabetta Sorbellini

=» Volume 15, n. 4

o Postbiotics and Paraprobiotics: the new frontier of the
microbiome in dermatology Fabio Rinaldi, Daniela Pinto

¢ Promobarrel Pilot Study Delia Colombo, Matteo Benedet,
Basso Di Pasquale, Antonino Di Pietro

¢ Plexiform fibroistiocytoma in an 8-year old patient:
description of a clinical case Michele Pezza, Filomena Barbato,
Maria Elena Errico, Valentina Carlomagno, Enrico Pezza,
Roberto Calandriello, Gerardo Casucci, Orsola Ametrano,
Elena Sammarco

¢ Autologous Plasma in Aesthetic & Regenerative Medicine and

the role of PRP and PPP. Regeneration, Fibrosis or only Matrix?

A Retrospective Study Fabiano Svolacchia, Lorenzo Svolacchia



¢ Vitiligo and scalp Claudio Comacchi
¢ Malleability of thoracodorsal artery perforator flaps for
axilla reconstruction Ahmed Mahmoud EI-Shebly, Mohammed
Hassan El Fahar, Ahmed Mohammed Bahaa Eldin,
Samy Ahmed Shehabeldin, Mohamed Radwan El-Hadidy
¢ Temporalis galea and periosteal extension Transfer as Part of a
Comprehensive Approach to Facial Reanimation
Ahmed Kamal, Eman H. El-Hakeimm
o Boswellic acids: a shining perspective to treat skin and
articular inflammation and skin aging signs Andrea Fratter

2020

=» Volume 16, n. 1

¢ The exosomes of Adipose Tissue in Regenerative Medicine.
The results of our protocol in a clinical study of Anti Aging
Fabiano Svolacchia, Lorenzo Svolacchia

¢ Hydrochlorothiazide based therapy and non-melanoma skin
cancer: our experience Mariano Saviano, Flora De Natale,
Carla Ceddia, Francesco D’Alessandro, Gennaro Castaldo,
Gabriella Rametta

o Case reports: Scabies in an arm wrestler Stefano Veraldi,
Alice Monestier

¢ Photodynamic therapy and alopecia areata
Claudio Comacchi

¢ Oxygen-ozone therapy and dermis Ruben Oddenino

® Probiotics and atopic dermatitis: charming promise
or clinical truth? Andrea Fratter

¢ The role of extracorporeal septoplasty in management
of crooked nose Mohamed R. Elhadidy, Amr M. E. Khater

=» Volume 16, n. 2

o Action of topic aminoacid mixtures in chronic pressure sore
repair in spinal-cord injured patients Carla Pezzuto, A. Frenello,
S. Levetti, C. Castagnoli, B. Giacumbo, D. Alotto, I. Cambieri

¢ Clinical and radiological assessment about the effectiveness of
collagen and hyaluronic acid supplement Giuseppe Colombo,
Ruben Oddenino, Vittorio Ruvolo, Alessandro Garlaschi

¢ Haberland syndrome: case report Flora De Natale,
Elena Sammarco, Filomena Barbato, Arcangelo Menna,
Patrizia Forgione

e Zoon balanitis successfully treated with Pimecrolimus cream
Luca Gargano, Luigi Bennardo, Claudia Sicilia, Giusy Schipani,
Elisabetta Scali, Steven Paul Nistico

o Cat scratch disease: case report Michele Pezza,
Valentina Carlomagno, Roberto Calandriello, Innocenzo Pengue,
Gerardo Casucci

o Intraglandular flap as an oncoplastic technique for the
treatment of breast cancer located in the upper outer quadrant

Waleed Y. EI-Sherpiny, Mohamed A. Mlees

=» Volume 16, n. 3

Open multi-centre study on the use of a novel emollient plus
cream (EC) for maintaining eczema regression after
pimecrolimus therapy in atopic dermatitis Adele Sparavigna,
Antonino Trischitta

Bacterial infections in acne patients previously treated with
oral antibiotics Stefano Veraldi, Rossana Schianchi,

Andrea Beretta, Mauro Barbareschi

Diffuse generalized Granuloma Anulare after a morbilliform
eruption: a case report Giuseppe Donato, Luca Donato,
Luigi Bennardo, Martina Romano, Lorenzo Donato,

Claudia Sicilia, Steven Paul Nistico

Coronavirus and teledermatology Michele Pezza,

Valentina Carlomagno, Antonino Trischitta

Secukinumab in the treatment of Acrodermatitis continua of
Hallopeau: a case series Luca Gargano, Luigi Bennardo,
Claudia Sicilia, Stefano Dastoli, Nicola Gargano,

Steven Paul Nistico

Use of Low-Dose Insulin in Aesthetic Medicine in a Systematic
Review and Meta-Analysis in Literature Fabiano Svolacchia,
Lorenzo Svolacchia

The importance of the cutaneous Microbiota Bruno Mandalari

=» Volume 16, n. 4

An open observational trial of a novel peptide and hyaluronic
acid based lip cosmetic Neil Fisher

COVID-19 infection and autoimmune bullous diseases:

results of a short survey in ltaly Giuseppe Cianchini,

Carola Pulvirenti, Giovanna Gemmato, Alessandra Scarabello,
Ornella De Pita

Case Report: Remote diagnosis to differentiate between
Melanoma and Sebhorreic Keratosis in a patient travelling on
a sailing boat in the Caribbean Sea during Covid-19 lockdown:
clinical and psychological features Emiliano Sordi, Silvia Toma,
Giovanni Imbriani, Alessandro Miani, Prisco Piscitelli

Clinical efficacy study of a new supplement containing
Curcuma Longa and Piper Nigrum in 60 patients with
generalized vitiligo Claudio Comacchi

Clinical-Observational Study on the Chrono and Photoaging to
the Face Corinna Rigoni, Annalisa Barba, Cristiana Belloli,
Alessandra M. Cantu, Patrizia Cecchetti, Annachiara Corazzol,
Maria Pia De Padova, Sandra Lorenzi, Maria Mariano,

Marisa Pratico, Norma Cameli

The PDRN (PolyDeoxyRiboNucleotide) in aesthetic medicine:
biological introduction and meta-analysis of literature

Fabiano Svolacchia, Lorenzo Svolacchia



2021

=> Volume 17, n. 1

Extracellular matrix targeting and new injection techniques
towards the personalization of antiaging care. Treatment of
thin hollow faces Adele Sparavigna

N-Acetylcysteine in trichology. Evaluation of its efficacy in the
prevention of autumnal seasonal telogen effluvium, study in 20
patients Claudio Comacchi

Nanoparticles: potential, skin toxicity and environmental
impact Mariano Saviano, Gabriella Rametta

Air Pollution and Skin Alessandro Miani, Prisco Piscitelli,
Maria Concetta Pucci Romano

Use of myoinositol in androgen-dependent dermatological
diseases: observational study Michele Pezza,

Valentina Carlomagno, Amalia Vitiello, Elena Fiorentini,

Elvira Masturzo, Elena Sammarco, Mariano Saviano,
Francesca Gaudiello, Antonino Trischitta

Asymmetric Periflexural Exanthem of Childhood: Case report
Antonino Trischitta

=> Volume 17, n. 2

Randomized clinical study of a tablet supplement and shampoo
in healthy male volunteers for the treatment of Telogen
Effluvium associated with mild to moderate androgenetic
alopecia. Evaluation of efficacy and tolerability

Bianca Maria Piraccini, Francesca Bruni, Aurora Alessandrini,
Michela Starace

Technological tests for the inclusion of pharmacological active
ingredients within a polymeric hydrogel: comparing molecular
structures Tiziana Ciardiello

Atopic dermatitis - A particular location Francesco Rizzuto,
Maria Passante, Luigi Bennardo, Steven Paul Nistico

Skin manifestations associated with SARS-CoV-2 infection:
USCA ASL BN 1 experience Michele Pezza, Luca Sorice,

Lidia Festa, Aurelio Di Palma, Angela Simone, Verdiana Zollo,
Giovanni Izzo, Gianluca Giaquinto, Mario De Vita,

Caterina Mazzone, Michele Basile, Maria Luisa Salerno,
Pellegrino Longo, Alessandro Martone, Maria Concetta Conte,
Gennaro Volpe, Tommaso Zerella, Annarita Citarella

Efficacy and tolerability of a topical formulation on stretch
marks and xerosis: a confocal and ultrasound evaluation
Caterina Mazzella, Mariateresa Cantelli, Maria Ferrillo,
Gabriella Fabbrocini

Ten-year revision of breast augmentation with preoperative
imaging diagnostics Giuseppe Colombo, Vittorio Ruvolo,
Massimo Calabrese, Irene Valente, Alessandro Garlaschi

=» Volume 17, n. 3

¢ Efficacy and tolerance evaluation of a probiotic food
supplement in subjects with sebum production alterations
Adele Sparavigna

¢ Melatonin, vitamin C (LAA15%) and resveratrol the gold
treatment for psoriasis and skin desease Giuseppe Tutino,
Saverio Croce, Laura Tutino, Vincenzo Savona, Matteo Tutino

¢ Treatment of the Nasolacrimal sulcus and Dark-Circle with
adipose tissue to different sizes: 500-micron micrograft for
Deep volumetric correction and dermo-epidermal regeneration
with 50-micron micrograft. A case report Fabiano Svolacchia,
Lorenzo Svolacchia

¢ Dermatofibrosarcoma protuberans: description of a clinical
case Michele Pezza, Valentina Carlomagno, Gerardo Casucci,
Umberto Ferbo, Elisabeth Raphaela Picciotti

o Chronic pruritus in COVID-19-recovered patients
Stefano Veraldi, Cristina Spigariolo

o Trichilemmal cysts: history, diagnosis and therapy
Antonio Di Bartolomeo

=» Volume 17, n. 4

¢ Objective study using Vitiligo Activity Index (V.A.L) on
the clinical efficacy of a therapeutic combination of a new
supplement containing Curcuma Longa and Piper Nigrum
and a new cream based on Resveratrol and Piper Nigrum in 60
patients suffering from generalized vitiligo Claudio Comacchi

o Skin reactions to anti SARS-CoV-2 vaccines: ADECA
experience Michele Pezza, Bruno Brunetti,
Valentina Carlomagno, Carla Ceddia, Fabrizio Ciarletta,
Gabriella De Marco, Flora De Natale, Francesca Gaudiello,
Annino Pepe, Elio Pezzullo, Umberto Raulo, Giovanni Sarracco,
Antonella Tammaro, Pieralba Todaro, Antonino Trischitta

o Clinical study on the efficacy of an anti-dandruff shampoo
containing climbazole, zinc lactate and salicylic acid for
seborrhea of t he scalp in 15 male patients Claudio Comacchi

¢ Mapping Melanoma with Google - a record breaking summer
and insights into public awareness using Google Trends
Mohammad Mohammad, Saul Crandon,
Rowan Pritchard-Jones

o Actinic keratosis of the ear? Cutaneous leishmaniasis!
Eleonora Quattri, Pier Luca Mandolini, Stefano Veraldi
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Instructions for Authors for JPD

AUTHORS’ RESPONSIBILITIES

Manuscripts are accepted with the understanding that they have not been

published or submitted for publication in any other journal.

The Authors must obtain permission to reproduce figures, tables and text
from previously published material. Written permission must be obtained

from the original copyright holder.

Publishing an article of a clinical trial sponsorized or coming from a phar-
maceutical company or containing the trade name of a product requires
article processing charges that will be discussed with the Managing Editor

of the journal.

The Authors agree to transfer the ownership of copyright to Journal of

Plastic Dermatology in the event the manuscript is published.

MANUSCRIPT PRESENTATION

Authors must submit the text (MAC and WINDOWS Microsoft Word are

accepted) and illustrations by e-mail.

Manuscripts must be written in English language in accordance with the
“Uniform Requirements far Manuscripts submitted to biomedical jour-
nals” defined by The International Committee of Medical Journal Editors

(ICMJE.org).

Manuscripts should be typed double spaced with wide margins. They

must be subdivided into the following sections:

Title page

It must contain:

a) title;

b) first, middle and last name of each Author without abbreviations;
c) University or Hospital, and Department of each Author;

d) last name and address of the corresponding Author;

€) e-mail to facilitate communication;

f) list of abbreviations.

Summary
The Authors must submit a long English summary.

After the summary, three to ten key words must appear, taken from the

standard MEDLINE terminology.

Text

For originai articles concerning experimental or clinical studies and case
reviews, the following standard scheme must be followed: Introduction
- Material and methods - Results - Discussion - Conclusions - Summary -

References - Tables - Legends - Figures.

Size of manuscripts

Literature reviews, Editorials and Original articles concerning experi-
mental or clinical studies should not exceed 20 typewritten pages inclu-

ding figures, tables, and reference list.

References

The Author is responsible for the accuracy of the references. Referen-
ces must be sorted in order of quotation and numbered with arabic digits

between parentheses.

Only the references quoted in the text can be listed. Journal titles must be

abbreviated as in the MEDLINE.

Only studies published on easily retrieved sources can be quoted. Un-
published studies cannot be quoted, however articles “in press” can be
listed with the proper indication of the journal title, year and possibly vo-

lume.
References must be listed as follows:
Journal articles

All Authors if there are six or fewer, otherwise the first three, followed by
“et al.” Complete names for Work Groups or Committees. Complete title
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in the original language. Title of the journal following MEDLINE rules. Year
of publication; Volume number: First page.

Example: Starzl T, Iwatsuki S, Shaw BW, et al. Left hepatic trisegmentec
tomy. Surg Gynecol Obstet. 1982; 155:21.

Books

Authors - Complete title in the original language. Edition number (if later
than the first). City of publication: Publisher, Year of publication.

Example: Bergel DIA. Cardiovascular dynamics. 2nd ed. London: Acade-
mic Press Inc., 1974.

Book chapters

Authors of the chapters - Complete chapter title. In: Book Editor, complete
Book Title, Edition number. City of publication: Publisher, Publication year:
first page of chapter in the book.

Example: Sagawa K. The use of central theory and system analysis. In:
Bergel DH (Ed), Cardiovascular dynamics. 2nd ed. London: Academic
Press Inc., 1964; 115.

Tables

Tables must be clearly printed and aimed to make comprehension of the
written text easier. They must be numbered in Arabic digits and referred
to in the text by progressive numbers. Every table must be typed on a
separate sheet and accompanied by a brief title. The meaning of any ab-
breviations must be explained at the bottom of the table itself.

Figures

(graphics, algorithms, photographs, drawings)

Figures must be numbered and quoted in the text by number.

If sent by surface mail figures must be submitted in duplicate. On the back
side of each figure the following data must appear: figure number, title
of the paper, name of the first Author, an arrow pointing to the top of the
figure.

Please follow these instructions when preparing files:

® Do not include any illustrations as part of your text file.

® Do not prepare any figures in Word as they are not workable.

® Line illustrations must be submitted at 600 DPI.

® Halftones and color photos should be submitted at a minimum

of 300 DPI.

® Power Point files cannot be uploaded.

® Save figures as either TIFF or JPEG or EPS files.

® PDF files for individual figures may be uploaded.

MANUSCRIPT REVIEW

Only manuscript written according to the above mentioned rules will be
considered. All submitted manuscripts are evaluated by the Editorial Bo-
ard and/or by two referees designated by the Editors. The Authors are
informed in a time as short as possible on whether the paper has been ac-
cepted, rejected or if a revision is deemed necessary. The Editors reserve
the right to make editorial and literary corrections with the goal of making
the article clearer or more concise, without altering its contents. Submis-
sion of a manuscript implies acceptation of all above rules.

Papers submitted for publication and all other editorial correspondence
should be addressed to:

Journal of Plastic and Pathology Dermatology
via Plinio 1 - 20129 Milano

tel. +39 02.87165018

e-mail: jpddimaio@yahoo.it
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