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From Milan to Barcelona Da Milano a Barcellona

Following the Acne and Rosacea Days - An
International Meeting

(Milan, September 27-28, 2013), the members
of the Italian Acne Board and Italian Acne Club

Dopo I’Acne and Rosacea Days - An International Meeting
(Milano, 27-28 settembre 2013),

i membri dell’Italian Acne Board e dell Italian Acne Club
si prepareranno per un altro importante evento.

will plan another important event. Stefano Veralds Di che cosa si tratta?
What is it about? The first Italian-Spanish- Si tratta del primo Congresso Italo-Spagnolo-Portoghese
Portuguese Congress on acne, rosacea and related diseases. sull’acne, la rosacea e le malattie correlate.
This meeting will be arranged in Barcelona Questo evento si terra a Barcellona nel settembre 2014
in September 2014,with the attendance of the most important e vedra la partecipazione dei pitl importanti esperti italiani,
Spanish, Portuguese and Italian experts in the field of acne spagnoli e portoghesi sull argomento.
and rosacea. Chairmen of the meeting will likely be Chairmen della manifestazione saranno probabilmente
Ramon Grimalt for Spain, Americo Figueiredo for Portugal Ramon Grimalt per la Spagna, Americo Figueiredo per il
and Stefano Veraldi for Italy. Portogallo e Stefano Veraldi per I'ltalia.
Abstracts and proceedings will be published La pubblicazione degli abstracts e degli atti
by Scripta Manent. sard a cura di Scripta Manent.
Following numerous invitations of some members Continua quindi, dopo i numerosi inviti di alcuni membri
of the Italian Acne Board as invited speakers dell’Italian Acne Board come invited speakers
mainly in Far East, the work for the internationalization soprattutto in Estremo Oriente,
of the board keeps up. ["opera di internazionalizzazione del board.
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Marianna Donnarumma, Giuseppe Monfrecola

Department of Clinical Medicine and Surgery, Division of Clinical Dermatology, University of Naples Federico II, Italy

Dermatologist and Rosacea: what we have to know?

Rosacea is a common chronic
inflammatory disorder of the skin;
its exact prevalence is not known,
and it varies in different communi-
ties. It has been claimed that it is more common in
women.

The aim of our study is to better define how much the
rosacea is a part of dermatologic consultation, what is the
prevalence of rosacea among Italian dermatologist, in
which phase of disease patients require a treatment, what
are the specific treatments for each phase mainly pre-

SUMMARY

scribed by the specialist, what are the main comorbidity
associated to the disease and the prevalence of ocular
symptoms associated; we have also investigated who the
patients usually contacted before consulting the derma-
tologist, what are the main kind of treatment before used,
what are the main trigger factors described by patients,
what is the use of dermocosmetic treatment and how
much rosacea impact on patient’s QoL (quality of life).
Our survey has been conducted through a questionnaire,
by 500 Italian dermatologists, from different in and out-
patient services.

Key words: Rosacea, Prevalence, Italian dermatologists.

Introduction

Rosacea is a chronic inflammatory disor-
der of the skin, characterized by persistent erythema
and telangiectasia with acute episodes of swelling,
papules and pustules .

Rosacea is quite a common disorder, but its exact
prevalence is not known and varies in different com-
munities. The disorder is essentially one of fair-
skinned Caucasians. It seems particularly common
in Celtic peoples and in individuals from northwest
Europe. It is only occasionally seen in darker-
skinned and Asian skin types and is rare in black-
skinned individuals. It has been claimed that it is
more common in women 2.

Rosacea tends to be a persistent disease and the ten-
dency for patients to develop episodes of acute
rosacea remains for many years also after appropri-
ate treatment.

Rosacea’s pathogenesis is complex and not well
known. Dietary excess, alcoholism, gastrointestinal
inflammatory diseases, malabsorption and psychi-
atric abnormalities have all been thought to be
responsible, but controlled studies fail to implicate

these factors. The role of the mite Demodex follicu-
lorum, a normal commensal of the hair follicle, is
also unclear. Although it is found in high concentra-
tions in patients with rosacea, this increase may be
a consequence and not a pathogenetic factor.
Environmental trauma appear to play an important

role in the development of rosacea 3.

The aim of our study is to better define how much
the rosacea is a part of dermatologic consultation,
what is the prevalence of rosacea among Italian der-
matologist, in which phase of disease patients
require a treatment, what are the specific treatments
for each phase mainly prescribed by the specialist,
what are the main comorbidity associated to the dis-
ease and the prevalence of ocular symptoms associ-
ated; we have also investigated who the patients
usually contacted before consulting the dermatolo-
gist, what are the main kind of treatment before
used, what are the main trigger factors described by
patients, what is the use of dermocosmetic treatment
and how much rosacea impact on patient’s QoL

(quality of life).
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Our survey has been conducted through a question-
naire, composed by 15 questions, sent by post office
to 500 Italian dermatologists, from different hospi-
tal/university, local sanitary service and private
structures.

Materials and methods

The design of survey was analyzed to our
Department, of Clinic Dermatology, Venereology
and Allergology, University of Naples.

The questionnaire is shown in the Figure 1. This
questionnaire was developed in Italian language, on
the basis of previous clinical evidence: the first part
of the questionnaire includes questions about the
epidemiology of rosacea and its prevalence, about
the main kind of treatment used in each phase of
disease, about the comorbidity’s prevalence and
ocular symptoms associated to disease, while the
second part include some questions that evaluated
how rosacea influence on the quality of life in the
last month, how patients live the dermocosmetic
treatment.

The study was performed through the use of a ques-
tionnaire, sent to university centers, local health
departments and private structures.

Each dermatologist has provided epidemiological
information about the number of patients with
rosacea visited in their structures monthly (<10, 10-
50, >50 patients); every specialist has expressed
what is the percentage (<5%, 10-20%, 30-50% and
>50%) of patients consulting a dermatologist during
transient erythema phase, erythematous telang-
iectatic phase, during papular-pustular phase and in
advanced stages with rhinophyma.

We have also asked dermatologists what are the
main treatment used most frequently in the early
stages of erythema, during the erythematous telang-
iectatic phase, and papular-pustular phase with
open-ended questions.

We have also investigated what is the mean age of
patients visited in last months (<30, 30-50, >50
years).

Because Rosacea has often been associated with dif-
ferent comorbidities, such as gastrointestinal distur-
bances, i.e Helicobacter pylori infections * 3 or

hypochlorhydria, gastritis and even peptic ulcer, or
systemic disease, we investigated some comorbidi-
ties (we have formulated a multiple choice question,
whose options were: yes, with systemic disease; yes,
with Helicobacter pylori; no diseases associated).
From literature, ophthalmic complications, such as
blepharitis, conjunctivitis, iritis have been reported
to be associated with rosacea & 7 8: the main ocular
symptoms and what are their occurrence (<5%, 10-
20%, 20-30%, 30-50%, >50%) were also investigat-
ed too.

The role of pharmacist, general practitioner or a
beautician was investigated; among the factors asso-
ciated with the onset and/or exacerbation of the dis-
ease we have investigated in particular the use of
alcohol, sun exposure and physical exercise.

We have also evaluated the impact of rosacea on
patient’s QoL, in particular asking if the disease has
the same impact on women and men. A part of the
questionnaire was reserved to dermocosmetic treat-
ment’s use in clinical practices (<10%, 10-20%, 20-
40%, 40-60% and >60%) and how much a dermo-
cosmetic treatment, associated to a pharmacological
therapy, is accepted by patients.

Results

Dermatologists who participates to this
survey were from 28% hospital/ university, 28%
local sanitary service and 44% private structures.
Regarding the average age, our results confirm other
studies: rosacea affects mainly adults around the age
of 30-50 years old (38.5 + 2.5).
In 81% of cases, dermatologists affirm to have visit-
ed patients with an average age between 30 and 50
years; only 3% of them have visited patients
younger, and the remaining 18% of patients had
more 50 years.
During a period of six months, on average, 66% of
specialists visit 10-50 patients with rosacea, while
only 16% visit more 50 patients; the remaining 18%
less than 10 patients with rosacea.
Figure 2 show how many patients are visited for
each phase (transient erythema phase, erythematous
telangiectatic phase, during papular-pustular phase
and in advanced stages with rhinophyma): we can
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QUESTIONNAIRE ROSACEA

1)During one semester, on average, how many patients with rosacea come to your clinic?
o<10
o 10-50
o>50

2)Patients with rosacea, generally, at what stage of disease go to the dermatologist?
O transient erythema phase 0<5% o 10-20% o30-50% ©0>50%
o erythematous telangiectatic phase 0 <5% o 10-20% o 30-50% ©0>50%
o papulopustular phase 0<5% o 10-20% o30-50% o>50%
o rhinophyma phase 0<5% o 10-20% o30-50% o>50%

3)What kind of treatment do you use the most in case of transient erythema?

4) )What kind of treatment do you use the most in case of erythema-teleangectatic phase?

5)What kind of treatment do you use the most in case of popular-pustular rosacea?
(multiple answers are possible )
o Oral antibiotics (if so, which one do you use the most?
(what percentage from 1 to 100?)
Oral metronidazole  (what percentage from 1 to 100?)
Oral isotretinoin (what percentage from 1 to 100?)
Topical metronidazole (what percentage from 1 to 100?)
Azelaic acid (what percentage from 1 to 100?)
Others

6)What is the median age of patients with rosacea visited in recent months?
o <30
o 30-50
o >50

7) Patients with rosacea have other co-morbidities?
O Yes, rosacea is frequently associated with systemic diseases
o Yes, rosacea is often associated with Helicobacter pylori infection
o The patients did not complain or do not have other diseases associated

8)In the patients with rosacea what frequency do you find ocular signs or symptoms?
o <5%
10-20%
20-30%
30-50%
>50%

9) What are the most frequently reported ocular symptoms? (multiple answers possible)
o blepharitis, conjunctivitis
o foreign body sensation, burning or stinging
o0 dryness, itching, sensitivity to light, chalazion or stye

Figure 1
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Figure 1

10) In most cases of rosacea that come to your observation patients have already practiced previous
therapies?
o Yes
0o no

11) Ifyes, what are the main drugs already used?
Oral antibiotics (what are?
Oral metronidazole
Azelaic acid
Topic metronidazole
Laser
Topical antibiotics
Dermocosmetic products

12) The patient who has contacted before consulting a dermatologist?
o Pharmacist
o Family Doctor
O Beautician
o Other (please specify)
O
13) As reported by the patients, which are the trigger factors most frequently associated with the onset and /
or exacerbation of the disease?
o alcoholic beverages
0 exposure to the sun
o Exercise

o other
14) Based on your experience as a dermatologist, how much rosacea affects the quality of life of patients?

0O more in women than in men
o has the same influence in both women and in men

15) In your clinical practice how much do you prescribe a dermocosmetic treatment to accompany the
drug therapy?
o <10%

10-20%

20-40%

40-60%

>60% dei casi

16) In your experience how do the patients live the prescription of skin cosmetics?

They require it almost in all cases

They willingly accept

They accepted but are not certain to use
They claim that is not at their price range.

NAME ......cccceevevvieieieeeee. SURNAME .ooiiiiiiininininiinne,

DERMATOLOGIST
o Territorial ASL
o Hospital / University
o Private Structure
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Figure 2 shows how
many patients are m <5%
visited for each phase = 10-20%
(transient erythema : ig 0;0%
phase, erythematous

telangiectatic phase,
during papular-
pustular phase

and in advanced
stages with
rhinophyma).

Transient erythema Erythematous Papular-pustular Rhinophyma phase
phase telangiectatic phase phase

Figure 3.

Main kinds

of treatment used
during the transient
erythema phase.

Figure 4.

Main kinds

of treatment used
during the
erythematous
telangiectatic phase.

8% 83% 8,6%
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see that more 50% of patients are visited during the
papular-pustular phase, while 10-20% of patients
consults a specialist during erythematous telang-
iectatic phase; almost all specialists assert that <5%
of patients come to the observation in the phase of
rhinophyma. During the transient erythema phase,
51% of dermatologists prescribe sunscreens;
besides in 21% of cases, a dermocosmetic treatment
is recommended, while 13% of specialists suggest
the use of topical metronidazole (Figure 3).
Instead, during erythematous telangiectatic phase,
the main treatment suggested are topical antibiotics
(30%), and in particular, almost 20% of specialists,
recommend especially metronidazole.

Lenitive creams, sunscreens and laser therapy are
used in the same percentage (8%). For more details
see Figure 4.

During papular-pustular phase, more 40% of derma-
tologists prescribe a systemic antibiotic treatment,
while 15% of them prefer primary the use of oral
metronidazole. Azelaic acid is used in no more than
10%, while only 4% suggests oral isotretinoin.
According to our study, more 40% of patients visit-
ed, show a comorbidity for Helicobacter pylori;
11% of them have systemic disease, while the
remaining 47% declare that they suffer from any
other diseases. In our opinion, these data are inter-
esting, because almost one patient out of two shows
a comorbidity, that it is necessary to find out.
However, as far as ocular symptoms associated with
rosacea are concerned, more than half (52%) of der-
matologists reported an association in less than 5%
of cases, while 31% of them report an association in
10-20%. In half of cases blepharitis and conjunctivi-
tis are reported; dryness, itching, chalazion are
reported in almost 30% of cases, and in remaining
foreign body sensation and burning are cited.

Figure 5. Previous therapies.

30% bgs%

11% B Topical Metronidazole
16% Laser

¥ Oral Antibiotic
¥ Oral Metronidazole

Azelaic Acid

Topical Antibiotic

4% Dermocosmetics

Seventy-six per cent of patients say that they have
used previous therapies: the main treatment used is
a dermocosmetic product (30%), followed by the
use of topical metronidazole (17%) and other topi-
cal antibiotics (16%); oral antibiotics have been
only used in 14% of cases (Figure 5).

Before consulting a specialist in dermatology, most
of the patients turned to general practitioner (43%)
or pharmacist (40%), while only 13% asked help to
a beautician.

Patients reported as trigger factors especially alco-
holic drinks (31%) and sun exposure (43%), while
only 12% declare a worsening with exercise.
Almost 60% of specialists confirm an higher impact
on QoL in female sex, respect to males.

The use of a dermocosmetic treatment is very fre-
quent: 50% of dermatologist prescribe a dermocos-
metic product, in association with pharmacologic
treatment, in more 60% of cases.

This prescription is, generally, well accepted in
more 65% of patients, and 20% of them require it;
however, there is a 9% of them that, despite accept-
ing it, are not certain to use it.

Discussion

Rosacea is a chronic facial skin disease of
unclear origin, very common in the general popula-
tion, presenting with many different clinical features.
For these reasons, in 2002, the American National
Rosacea Society Expert Committee introduced a
classification system which divides the disease into
four subtypes: ‘erythematotelangiectatic’, ‘papulo-
pustular’, ‘phymatous’ and ‘ocular’ rosacea °.
Despite the pathogenesis of rosacea is not complete-
ly known, it could be determined by the following
factors: exposure to UV radiation; reactive oxygen
species (including superoxide and hydroxyl radi-
cals, hydrogen peroxide and singlet oxygen); vascu-
lar hyper-reactivity; neuropeptides; exacerbation of
innate immune response; microbes, in particular
Helicobacter pylori and environmental aggressors,
such as Demodex folliculorum '°.

The disease occurs in individuals with a predisposi-
tion, mainly a light phototype subjected to substan-
tial variations in climate '!.
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The epidemiological data on rosacea remain frag-
mentary and the methodological quality debatable ',
The statistics data about prevalence published in
Europe and the United States are very variable,
ranging from less than 1% to more than 20% of the
adult population - 13,

Our survey can be useful to better understand the
prevalence of rosacea among Italian dermatologists,
and to evaluate what are main percentage of disease
in different phases. Italian dermatologist, in particu-
lar, report an high prevalence of papulopustular
phase and for this reason is important to focus on the
attention on the therapeutic strategies of this phase.
Our results well describe what are the main kind of
treatment commonly used: Italian dermatologist
prefer particularly metronidazole, topical and oral
antibiotics, and dermocosmetic treatments; these are
usually well accepted by patients and these aspects
suggest that more information about new therapies
can be very useful to optimize the treatment.

These aspects underline the need that dermatolo-
gists have to be well informed about dermocosmet-
ic products. Results about triggering factors confirm
the data reported in literature: in fact, alcoholic
drinks and exposure to UV radiation are the more
frequent precipitating factors.

Our study confirm the impact of rosacea on QoL,
especially in women: many studies have reported
that rosacea has a strong impact on quality of life
and can be associated with depressive symptoms.
A specific quality-of-life scale, the RosaQol, has
been established and validated in the United States;
these scale has been translated, successively, into
French, Italian, German, and Spanish !4,

Rosacea, in fact, may cause anxiety and embarrass-
ment 1: outcomes revealed the need to cooperate
with psychologists and support groups '°.

In a recent study, The Dermatology Life Quality

Acknowledgments

Index questionnaire has been also used (pre- and
post-laser treatment) as an important instrument for
monitoring the efficacy of therapy and patient satis-
faction 7.

Our survey, moreover, gave some data about sys-
temic diseases associated to rosacea, and the main
ocular symptoms, and show higher association
respect previous studies.

For this reason it is important to stress the comorbid-
ity aspect among dermatologists to avoid to misdi-
agnose them.

Our survey has highlighted the use of dermocosmet-
ic treatment: these data are confirmed by many stud-
ies in literature. In erythematotelangiectatic rosacea,
in fact, patients benefit from medical treatments and
dermatological procedures but also from a comple-
mentary dermocosmetic assistance, that aims at
obtaining optimal skin comfort and preventing irri-
tation of these particularly over-reactive skins.

To choose the correct dermocosmetics — especially
in respect to their texture and the simplicity in ingre-
dients — can be useful to optimize the application of
the products and their tolerance.

Also lenitive creams are effective ingredients for an
optimal treatment. Finally, in order to reduce the
unattractive appearance of “red face”, sunscreens
and specific medical make-up are useful '8,

In conclusion, our survey could be useful to under-
stand attitude and behaviour toward rosacea among
Italian dermatologists.

This study gives major information about rosacea
epidemiology, about the different phases of the dis-
ease and about main treatment used; the study high-
lights the impact of rosacea on QoL and the impor-
tance of a dermocosmetic prescription.

These results can highlight some behaviors of der-
matologists in order to better aware about feelings
of patients with rosacea.

We are extremely grateful to all subjects who took part in these studies
and the research teams who collected the data, in particular GALDERMA.
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A case of SAPHO syndrome treated with neridronate

SAPHO syndrome is a disorder
characterized by synovitis, acne,
pustulosis, hyperostosis, and
osteitis.

The aetiopathogenesis is still unknown. The last
hypothesis considers SAPHOs as a reactive infectious

SUMMARY

osteitis and it recognizes P. Acnes as a trigger factor.
Early diagnosis of SAPHO syndrome is not easy, but it is
important because it allows to select a fast and effective
treatment.

We present a case of SAPHO in a 18 year old male, treat-
ed with polytherapy with good results.

Key words: SAPHO syndrome, neridronate, isotretinoin.

Introduction

From the 60s Authors have reported asso-
ciation between cutaneous and osteoarticular man-
ifestations, but it was only in 1987 when Chamot,
et al. described SAPHO syndrome.

The aetiopathogenesis is still unknown. The last
hypothesis considers SAPHOs as a reactive infec-
tious osteitis and it recognizes P. Acnes as a trigger
factor, but further researchs are compulsory !.
Through the years SAPHO syndrome has been
enriched with other cutaneous and osteoarticular
signs and symptoms : up to now SAPHO is con-
sidered to be a rare condition, with different clini-
cal presentations and different ages of onset.

We present a case of SAPHO in a 18 year old male
patient. In July 2012 he presented a mild form of
acne of the face that was treated with topical
antibiotics (clindamycin). A month later acne
worsened because of a severe impetiginization of
the lesions on the trunk and face: for this reason
the therapy was changed to ceftriaxone 1 g IM for
6 days and topical fusidic acid. At the end of
August the dermatological scene was little

improved and he was given orally lymecycline 300
mg/die for 1 month. In the same period he started
showing mild (37.5 °C) serotine fever that was
treated with cefixime 400 mg without benefit. A
weight loss of 2-3 kgs in the following two months
was also reported. At the beginning of September
he complained a right hip and buttock pain, not
relived by NSAID. This was followed, after a few
days, by pain in the same area contralaterally, asso-
ciated with an important stiffness of the back with
severe limitation of motion. Both sacroiliac joints

were painful on palpation. He was hospitalized.

Blood test revealed acute inflammation WBC =13.2,

ERS =67, PCR = 7.6. HLA B27 was negative.

The hip X-Ray was negative, MRI of sacroiliac
joints, instead, showed a monolateral right sacroili-
itis associated with minor contralateral inflamma-
tion, and bone edema on the right sacroiliac joints,
with cartilages reduced in thickness, non homoge-
neous intensity of signal in iliac part of sacroiliac
joint, accompanied with edema of the articulation

and edema of omolateral gluteus maximus.
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Figure 1

Figure 2

Green arrows: bone edema.
Yellow arrow:
imbibition of left gluteus maximus.

Arrow: tenosynovitis.
Circle: bone edema.

Before hospitalization and after 5 month.
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During hospitalization the patient referred also right
wrist pain. MRI showed hypertrophic tenosynovitis
with minimal exudative component (Figure 1).

We applied criteria formulated by Benhamoy, et al.?
to confirm our diagnosis of SAPHO with acne ful-
minans, sacroiliitis and tenosynovitis. The therapy
started with prednisone 10 mg/die, neridronate 100
mg ev per 4 times (1 every two days), calcium car-
bonate 2 g/die, calciferol 4 gtt/die, indomethacin
75 mg/die and the continuation of lymecycline 300
mg/die. In few days reumatological symptomatol-
ogy improved and also cutaneous manifestations
profited by therapy. After few days our patient was
able to get up from the bed and in few more days
he was able to walk again. At discharge the thera-
py included oral prednisone 10 mg/die, neridronate
25 mg IM 1 fl/month for six months, calcium car-
bonate 2 g/die, calciferol 4 gtt/die, indomethacin
75 mg/die, lymecycline 300 mg/die. Topical anti-
septics and retinoid cream were prescribed for face
and trunk. After 1 month he started a low dose of
oral isotretinoin 10 mg/die, stopped after two
months because of frequent epistaxis. He kept on
only with topical retinoids, with no recrudescence
of cutaneous symptoms.

In the same period he started to decrease corticos-
teroids and suspended neridronate; a MRI taken 4
month after hospitalization showed a complete
regression of radiological signs.

At the last follow up of March 2013, the patient
was in good condition without joints symptoms
and mild acne (Figure 2).

The Authors report no conflicts of interest.
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Giant rhinophyma

The authors present an extraordi-
nary case of giant rhinophyma in
an 80-year-old Caucasian man.

A therapy with oral isotretinoin

SUMMARY

was suggested, subsequently followed by a laser
therapy.

However, the patient refused this approach and was
unfortunately lost to follow up.

Key words: Rosacea; rhinophyma.

Introduction

Rosacea is a common, inflammatory dis-
ease of the central areas of the face which is char-
acterized clinically by several types of lesions: ery-
thema, telangiectasias, papules, pustules and nod-
ules. Ocular involvement is not rare.

The American National Rosacea Society Expert
Committee classified the disease into four sub-
types: erythemato-telangiectatic, papulo-pustular,
phymatous and ocular rosacea ! 2.
Erythemato-telangiectatic rosacea (subtype 1) is
characterized by flushing, transitory and subse-
quently persistent central facial erythema and
telangiectases. Common symptoms include sting-
ing and burning sensation ! 2.

Persistent erythema, telangiectases, and papules
and/or pustules located in the central area of the
face are the main features of papulo-pustular
rosacea (subtype 2). However, papules and pus-
tules can also occur in the periocular, perinasal and
perioral areas. Comedones are absent. Rosacea and
acne may occur concomitantly. Stinging and burn-

ing sensation are the most frequent symptoms !> 2.

Phymatous rosacea (subtype 3) includes thickening
skin and irregular surface because of the presence
of papules, pustules and nodules. Rhinophyma is
the most common presentation, but phymatous
rosacea can occur in other locations (forehead,
ears, cheeks and chin)!-2

Ocular rosacea (subtype 4) is characterized by peri-
ocular and eyelid dryness and/or erythema, telang-
iectases of the eyelid margin and conjunctiva, ble-
pharitis, conjunctivitis, chalazion, foreign body
sensation, stinging and burning sensation, itching,
light sensitivity, blurred vision. Bacterial superin-
fections, especially by Staphylococcus aureus, are
not rare. Some patients have decreased visual acu-
ity caused by corneal complications (marginal and
punctate keratitis, corneal infiltrates or ulcers).
Ocular rosacea is most easily diagnosed when cuta-
neous signs and symptoms of rosacea are simulta-
neously present. However, skin signs and symp-
toms are not prerequisite to the diagnosis: ocular
signs and symptoms may occur before cutaneous
manifestations in up to 20% of patients with ocular
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rosacea. Several patients suffer from both manifes-
tations simultaneously !> 2.

Granulomatous rosacea is a variant of rosacea. It is
characterized by papules and/or, more frequently,
nodules on the cheeks. These lesions are less
inflammatory than papules and pustules of typical
rosacea and are also surrounded by normal-appear-
ing skin. They can vary in size among patients, but
they are often monomorphic in each patient. The
presence of other rosacea signs is not needed for
the diagnosis of granulomatous rosacea ! 2.
Rosacea fulminans, known in the past as pyoderma
faciale, and steroid-induced rosaceiform eruption
have not yet been included by the National
Rosacea Society Expert Committee as variants of
rosacea ! 2.

Morbihan syndrome is considered as a complica-
tion of acne and rosacea 3.

We present a case of giant rhinophyma.

Figure 1

Case Report

An 80-year-old Caucasian man was admit-
ted to our Department because of a rhinophyma.
The patient stated that he was in good general health
and that he was not in therapy with systemic drugs.
The patient also declared that his rhinophyma had
appeared many years earlier. He was unsuccessfully
treated at other centers with topical azelaic acid and
metronidazole, and oral doxycycline and minocy-
cline. General physical examination was normal.
Dermatological examination revealed the presence
of erythema and telangiectasias, with rare and tiny
papules and pustules, located on the forehead, the
cheeks and the nose. The latter was severely distort-
ed because of the presence of papules, pustules and
nodules (Figure 1).

The skin surface was irregular. Consistency was
parenchymatous-hard. Laboratory examinations
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were normal or within normal ranges. A therapy
with oral isotretinoin was suggested, subsequently
followed by a laser therapy. However, the patient
refused this approach and was lost to follow up.

Discussion

Phymatous rosacea is the most serious

subtype of rosacea. It occurs especially in
Caucasian, adult-elderly male patients. Phyma
often is the final clinical result of chronic papulo-
pustular rosacea. The most frequent variant of phy-
matous rosacea is rhinophyma. Less common are
blefarophyma, metophyma, otophyma and gnato-
phyma, in which, respectively, eyelids, forehead,
ears and chin are involved.
In all phymas, the skin appears as erythematous,
edematous, infiltrated, thickened, often with
telangiectasies, papulo-pustules and nodules,
parenchymatous-hard in consistency.
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Topical vitamin K1

The acne eruption induced by the
anti-EGRF is the most common
adverse reaction of these drugs
(45%-100%) and it usually appears
within a month from the treatment start.

The possibility to counteract the side effects of the selec-
tive EGRF inhibitors at the topical level is one possible
and important therapy option: different studies suggest
that vitamin K1, a potent activator of the EGRE, is able to

SUMMARY

handle this.

The topical application of a cream containing vitamin K1
acts differently from the currently treatments for acne: it
acts on inflammation and on restoring of the barrier
function, being devoid of irritative side effects that are
typical of anti-acne products.

And maybe there could be the possibility to have a clini-
cal benefit from the activity of topical vitamin K1 also in
the acne vulgaris with inflammatory component.

Key words: Acne, vitamin K1, topical therapy.

Introduction

The Epidermal growth factor receptor
(EGFR) is a membrane tyrosine-kinase receptor,
ubiquitously expressed, linking EGF and other lig-
ands structurally correlated. The ligand-receptor
complex provokes the receptor dimerization and
the auto-phosphorylation of tyrosine residuals. The
action induced by the connection proteins (GRB2,
SOS, IP-3 kinase, PLC-y, Src) activates different
signaling systems stimulating the proliferation,
differentiation, migration and survival of cells - 2.

Anti-EGRF molecules

The anti-EGRF molecules act at the
receptor extracellular domain and block the EGF
binding site preventing the tyrosine-kinase activity.
These molecules inhibit the receptor’s function
with a subsequent block of the growth and the pro-
gression of tumor cells. Drugs against EGREF, like
the IgG monoclonal chimeric antibody cetuximab,
the human monoclonal antibody panitumumab and

the small molecules such as erlotinib and getifinib
are approved for the treatment of colo-rectal,
NSCLC, head and neck, pancreatic cancers.
Treatment with anti-EGRF is not devoid of side
effects: the most common are the skin adverse
events but none of them are considered life-threat-
ening 3.

It is not yet well understood if the severity of skin
reactions is correlated with the efficacy of treat-
ment because the results so far obtained are contro-
versial 7. However, the appearance of these side
effects may lead to severe consequences in the
management of these patients.

The skin reactions can cause a high level of dis-
comfort and reduce patients’ compliance with
treatment withdrawals % 9.

At the skin level EGF is a mitogen for the ker-
atinocytes and the fibroblasts and, furthermore,
stimulates the keratinocyte migration and the gran-
ulation tissue generation. The therapy with anti-
EGREF induces a damage at the basal layer of epi-
dermal cells, hair follicles, sweat and sebaceous
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glands. During the receptor inhibition chemokine
CXCLs and CCLS are released, diacylglycerol for-
mation, phosphatidylinositol cycle, proliferation of
markers Ki67 and MAPK are reduced, while the
inhibitory proteins for the kinase cycline-depen-
dent inhibitor p27 are stimulated. These signals
induce an abnormal cell proliferation and differen-
tiation, increase the apoptosis and lead to an
inflammatory status. The acne eruption induced by
the anti-EGREF is the most common adverse reac-
tion (45%-100%) and usually appears within a
month from the treatment start. The adverse reac-
tion usually appears with papulo-pustular lesions
with acneic distribution and concentrating in the
sebaceous areas of the body. The inflammatory
lesions are sterile and blackheads are totally
absent. This skin pathology remain for the entiry
duration of anti-tumor treatment, even if it could
improve along the time !°.

Unlike the patients with acne vulgaris, the skin of
these patients is not seborrheic but rather xerotic
and very sensitive along the time determining a
quite difficult treatment approach with those anti-
acne products inducing skin irritation. For severe
rash, systemic antibiotics are generally used (tetra-
cyclines), while topical products are usually devot-
ed to less severe eruptions. Topical antibiotics and
immunosuppressive drugs (pimecrolimus) have
been largely used.

Topical vitamin K1

The possibility to counteract the effects of
the selective EGRF inhibitors at the topical level is
one possible and important therapy option: vitamin
K1, a potent activator of the EGREF, is able to han-
dle this. As vitamin K it is intended a series of
compounds deriving from 2-methyl-1,4-naphtho-
quinone.

The name “vitamin K’ derives from “Koagulation

vitamin” at the time (1926) when its effects were

identified.

The K vitamins are divided in three groups:

1. Vitamin K1 or phylloquinone (2-methyl-3-phy-
til-1,4-naphthoquinone): from botanical origin
and the most frequent form present in the diet.

2. Vitamin K2 or menaquinone: from bacterial
origin (synthesized from symbiotic bacteria
normally present in the intestinal flora, e.g.: E.
Coli). Menaquinones differ for the number of
isoprenic units on the side chain.

3. Vitamin K3 or menadione (liposoluble, from
synthetic origin) and its bisulfite derivative.

The topical application of a cream containing vita-
min K1 acts differently from the currently used
treatments for acne, indeed its acts on inflamma-
tion and on restoring of the barrier function, being
devoid of irritative side effects that are typical of
the anti-acne products. Pre-clinical studies have
shown that vitamin K1 is able to restore the EGRF-
mediated transduction signal after the inhibition
exercised by the EGFR antagonists.

In the recent past Ocvrik, et al. have evaluated the
efficacy of a vitamin K1 cream both as prophylax-
is and treatment of the acne eruptions induced by
cetuximab, obtaining encouraging results in differ-
ent studies 113,

In 2010 Radovics, et al. published an article on the
topical application effects in patients treated with
cetuximab, evaluated by an independent review
committee (ICR) and by the patients.

The Committee composed by a dermatologist, an
infectious disease expert and an oncologist posi-
tively evaluated the safety profile and the effective
pain reduction referred by patients .

Also Pinto, et al. confirmed, in their paper pub-
lished in 2011, the good results obtained in previ-
ous studies employing in 51 patients topically the
vitamin K1 both for preventive and treatment
approach !4,

A Japanese study published in 2013 does not pro-
vide positive results and did not show statistically
significant differences between the vitamin KI1
prophylaxis group and the control group.

This study is objectionable for its methodological
profile: hystorical comparison, different chemothe-
rapy regimens, asiatic population (etc), so it is dif-
ficult to obtain definitive conclusions '°.

Patients treated with cetuximab develop, in a high
percentage of cases, an acne reaction of variable
entity. The possibility to prevent it or to reduce its
severity is still an unmet medical need.
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The topical vitamin K1 is a safe treatment devoid
of untoward effects and can play a role in the treat-
ment of these skin reactions.

It can be used as monotherapy BID in grade 1 skin
reactions or as add-on to topical antibiotics in
order to improve their tolerability and improving
the therapy effect in more severe cases.

Providing the patient a topical treatment effective
in both the anti-EGRF-induced xerosis and der-
matosis is a significant improvement of the
patient’s compliance to the systemic therapy.

The release of cytokines and the recall of neu-
trophils happening in the acne eruptions is similar
to that observed in the inflammatory acne.

The pro-inflammatory action in case of rash is
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stimulated by the follicular epithelium damage,
while, in the more common acne vulgaris, form the
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Pantheon of Dermatology
or the “Summa dermatologica”

An incredible compendium of the history of dermatology,
this new edition of the Pantheon of Dermatology — Outstanding
Historical Figures (the first edition was published in 2008 in
Germany).

This edition is currently available in English, edited by Christoph
Loser, Gerd Plewig and Walter H.C. Burgdorf.

In each chapter, in alphabetical order, a summary of the scientific-
cultural history of the “Fathers of Dermatology”, including A.
Bernard Ackerman, Thomas Bateman, Hulusi Behcet, Alfred
Blaschko, Louis Adolphus Duhring, Alan Lyell and many others,
is reported. Several portraits and inedited clinical illustrations
enrich each chapter, making it a real source of history for all der-
matologists. To read this book means to extend the knowledge of
cultural aspects that have led the growing of dermatologic science,
the basis of modern dermatology.

The recognition of the main steps for the correct identification of
skin diseases and their interaction with the social life of each his-
torical figure of dermatologist are an important source of culture
and science also for young dermatologists. They can learn scien-
tific rigor, determination and perseverance, all essential features to
achieve great goals in the world of research.

Another strength of this Pantheon of Dermatology are the wonder-
ful illustrations, some of which were never published, which guide
us into the history of skin diseases.

Furthermore, a wonderful collection of data, figures, documents,
taken from personal collections, which required a great effort by
more than 150 Authors. In summary, a masterpiece that all derma-
tologists should have in their library.
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Acne and
losacea Days

Milan, September 27-28, 2013

Abstracts

History of the Italian Acne Board

S. Veraldi

Department of Pathophysiology and Transplantation, University of Milan, I.R.C.C.S. Foundation,
Ca Granda Ospedale Maggiore Policlinico, Milan, Italy

The Italian Acne Board (I.A.B.) was established in November 2004 and recognized by the
two most important Italian dermatological societies (SIDEMAST and ADOI) in December 2004
and April 2005, respectively. Founders of the I.A.B. were Mauro Barbareschi (Milan), Vincenzo
Bettoli (Ferrara), Gabriella Fabbrocini (Naples), Daniele Innocenzi (Rome), Giuseppe Micali
(Catania), Giuseppe Monfrecola (Naples) and Stefano Veraldi (Milan). Unfortunately, D. Innocenzi
died because of a car accident and was therefore substituted by Nevena Skroza (Rome).
Two members of the I.A.B. work at the Global Alliance in Acne and the European Alliance in Acne
(V. Bettoli), and at the Rosacea Global Advisory Board (S. Veraldi).
In 2006 the first issue of the Journal of Acne and Related Disorders was published. In 2010 we de-
cided to changethe title into European Journal of Acne. In 2007 the I.A.B. published the book
Principi di Dermocosmetologia dell’ Acne, which was followed by La Rosacea (2007), Dermatite
seborroica (2008) and La Dermatite seborroica (2013). A book on cosmetology of acne will be pub-
lished by the end of 2013.
Since 2007, the I.A.B. arranges the Acne Day, which was held in Rome (2007, 2008 and 2009),
Milan (2010), Ferrara (2011), Naples (2012) and Milan (2013), the latter with a new title (Acne and
Rosacea Days — An International Meeting).

New concept in acne pathogenesis

M. Picardo
Laboratory of Cutaneous Physiopathology and Metabolomic Center, San Gallicano Dermatological Institute (IRCCS), Rome, Italy

Acne, the major disorder of the sebaceous gland, has a multifactorial pathogenetic mecha-
nism that has not been completely clarified. Sebum appears anyway to play a central role and in-
creased sebum secretion seems to be correlated with the severity of the pathology. However, sebor-
rhoea per se is not considered to be the responsible for the development of acne and compositional
changes of the produced lipids appear also to be of great importance.

In skin surface lipids of acne patients low level of linoleic acid and an altered ratio among saturat-
ed and monounsaturated fatty acids in triglycerides has been observed. Another feature of acne se-
bum qualitative alterations is represented by an higher grade of peroxidation that is mainly due to
the presence of squalene peroxide.

The greater amount of squalene peroxide together with a decreased level of vitamin E, the major se-
bum antioxidant, leads to an altered oxidant/antioxidant ratio. Additionally, squalene peroxide has
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been demonstrated to be able to have hyperproliferative effect on keratinocytes and to induce inflam-
matory process, another key component of acne pathogenesis. Moreover, lipidomics of acne sebum
have demonstrated different distributional profiles of sebaceous lipids in acne underlying a wide range
of alterations compared to healthy donors. Anyway the direct relationship between qualitative modi-
fication of sebum and occurrence of acne are nowadays still elusive and need further investigation.
Considering that acne affect the majority of adolescents in western countries, it has currently been
linked to the western diet characterized by high glycemic load and protein consumption. The inter-
play of FoxO1/mTORC1-mediated nutrient signalling seems to be of critical importance to have a
deeper knowledge in this sense. Moreover, it has been hypothesized that the glycemic load of the
diet may influence sebum production and quality.

The better understanding of the different pathways involved in lipid synthesis may provide new in-
sight in acne pathogenesis as well as new useful tool for the development of novel therapeutical
treatment for acne. A growing body of evidence indicate that peroxisome proliferators-activated re-
ceptors (PPARs) control lipid metabolism and thus can be targeted for the modulation of the seba-
ceous lipids production.

Acne and cathelicidins: from pathophysiology to therapy

M. Congedo
U.0.C. Dermatologia, Ospedale Vito Fazzi, Lecce, Italy

The colonization of the skin by pathogenic bacteria is hampered by flora "resident" who op-
pose this invasion through careful control of the territory and an occupation of ecological niches
available. The strong defensive ability of residents is due to the fact that complete their life cycle in
a microenvironment in which it operates a sophisticated and complex antiseptic system organized
into three levels or defensive lines.

The first line of defense is controlled by a few molecules that are an integral part of the structure of
the skin barrier (enveloppe keratin, lipid barrier).

The second line is formed by the AMPs system (Antimicrobial peptides), a class of molecules, syn-
thesized by the skin, which is a natural aspecific defense system.

The third line uses conventional molecules of the immune system responsible for conferring a spe-
cific defense.

These compartments operate individually activating defensive mechanisms that can, when neces-
sary, to establish a synergy between them and develop a well articulated antiseptic response.
Particular attention has been paid in recent times, to the AMPs (Anti Microbial Peptides), a class of
molecules, synthesized by the skin, which is a natural specific defense system.

The AMPs are a family of proteins which have in general two common features: they are cationic
and amphipathic peptides.

The majority of them acts permeabilizing bacterial membranes, however, some types of AMP act
with a non-lytic mechanism, probably based on their ability to penetrate biological membranes and
reach and bind one or more intracellular targets.

Among the AMPs stand out the defensins and the cathelicidins; latter, in particular, is believed to
play a role not only purely antimicrobial but also to trigger and coordinate multiple components of
innate and acquired immunity.

The knowledge and further study of these mechanisms could provide valuable guidance not only on
antimicrobial strategies to be implemented in acne or on anti-inflammatory strategies in rosacea, but
also on their pathophysiology.
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Intracrinology -
a new patho-biochemical approach and concept in acne
A. Schmidt

Department Research and Development, Enzymmanagement Ag, Tagerwilen, Switzerland

Intracrinology is defined as local formation, action and metabolism of sex steroids in pe-
ripheral target tissues using adrenal-cortical generated, inactive DHEA as precursor.
Premenopausal women produce 75% of estrogen and close to 100% of androgens locally, most of
it within the skin. The last step of this extragonadal sex hormone production is catalyzed by two key
enzymes — the Aromatase and the 5-Alpha-Reductase — only.

Epidermis, Dermis, Hair follicles, Sebaceous glands, Sweet glands: all make androgens and estro-
gens from DHEA.

Within the skin the Pilo-Sebaceous unit is the main factory for DHT and Estradiol production. This
local production is autologous, i.e. not controlled by other endocrine glands and takes place in hu-
mans (and some primates) only!

The pathogenesis of acne appears to be multifactorial, although it is yet only partly understood. A
mainly genetically (the genetic information is localized within the cells of the Pilo-Sebaceous unit)
determined host response pattern including an increased sebum production combined with bacteri-
al “triggering” is accepted as being important for the patho-biochemical cause of the unbalanced in-
flammatory activity.

This imbalance, especially the boosted sebum — bacteria agar! — production, is caused by an intra-
cellular imbalance of the intracrine sex hormone production “managed” by the key enzymes 5-
Alpha-Reductase and Aromatase, thus providing the basis for a new approach of local enzymatic
intervention-enzymmanagement within the skin: targeted local management of the 5-Alpha-
Reductase and/or Aromatase activity.

Acne and insulin resistance

R. Kubba
Delhi Dermatology Group, New Delhi, India

Insulin Resistance associated acne (IRAA) is the rule rather than the exception in the Indian
acne scenario. It differs from acne vulgaris in being more complex.
IRAA is characterized by companion morphologies which include benign cutaneous hyperplasias
(AN, acrochordons, DPN’s, ephelides, lentigines, syringomata, etc), several patterns of hypertri-
chosis, signs of androgen excess, and by suboptimal skin quality (SOSQ); by comorbidities such as
hypovitaminosis D, hypovitaminosis B,,, heightened atopic diathesis, gastrointestinal dysfunction,
psychologic stress & depression; and by signs of metabolic syndrome such as hypothyroidism, dys-
lipedemia, hyperuricemia, fatty liver, and, in women PCOS & HAIR-AN syndrome, and in men
APAAN syndrome.
Acne in IRAA is comparitively milder, less scarring, with more Malassezia overcolonization, less
responsive to topical retinoids, and less suitable for oral antibiotics.
The major thrust in IRAA management is diet, weight optimization, use of insulin sensitizing med-
ications such as oral metformin, and addressing comorbidities.
IRAA in adolescents is the marker of metabolic syndrome where as in adults it is a sign of meta-
bolic syndrome.
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Acne and biofilm

D. Coustou
Dermatology, Clinique Saint-Jean du Languedoc, Toulouse, France

Three actors play a vital role in acne formation: the sebaceous gland, the epithelium of the pilose-
baceous follicle and Propionibacterium acnes, a gram-positive anaerobic bacterium. Recent stud-
ies conducted in acne have identified new interactions between these three elements and have un-
derlined the key role of P. acnes not only in the formation of inflammatory lesions.
Propionibacterium acnes is able to activate different receptors located on the surface of the seba-
ceous glands leading to an increase of the sebum production creating an ideal microclimate favor-
ing the own proliferation of P acnes.

Propionibacterium acnes is also able to stimulate keratinocytes proliferation and to modify their ter-
minal differentiation leading the formation of microcomedone

The proliferation of P. acnes within the pilosebaceous follicle amplifies the inflammatory response
and leads to chronic innate immune activation.

The identification of the P. acnes genome helped us to understand his role in the inflammatory
phase of acne. In the P. acnes genome, there are genes coding for the production of pro-inflamma-
tory substances but also coding for the production of enzymes fostering the spread of the inflamma-
tion and coding for the bacterium’s biofilm.

The biofilm is a polysaccharide shell, which isolates the bacterium from its surrounding environment.
The biofilm allows P. acnes to adhere to the keratinocytes of the pilosebaceous follicular epithelium,
and thus facilitates its activities of regulating keratinocyte differentiation and proliferation.

The biofilm also allows the bacterium to develop colonies in the pilosebaceous follicle. Lastly, this
biofilm allows the bacterium to become resistant to the antibiotics used to treat acne. In addition to in
vitro data, it was reported in 2012 that P. acnes produced biofilm in vivo in acne patients, and that the
percentage of bacteria producing biofilm was significantly higher in acne patients than in a control
group. Therapeutic approaches based on these recent data could be of major interest especially tar-
geting P. acnes and its biofilm.

An ethanolic myrtle extract (Myrtacine®), already known to exert a global action in the treatment
of acne lesions, especially through its antibacterial activity against P. acnes, could be effective on
P. acnes biofilm and also prevent its formation.

Treatment of acne biofilms with Delmopinol

J. Meadows
Chester, UK

There is now increasing scientific evidence to support the longer held belief that microbial

biofilms are involved in the pathogenesis of a number of dermatological conditions. The stabilising
and self-protecting nature of the biofilm matrix makes them more resistant to normal anti-microbial
treatments and, consequently, the presence of biofilms is thought to be a key factor in the occur-
rence of chronic, difficult to treat cases. The disruption of biofilms is therefore a key target for fu-
ture treatment approaches for such conditions.
Delmopinol hydrochloride (Delmopinol) is a surfactant like molecule which has been found to be
particularly effective at disrupting biofilms of Propionibacterium acnes (P. acnes) and
Staphylococcus epidermis (S. epidermis), both of which species have been suggested to have a role
in the development and propagation of acne vulgaris.
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The effectiveness of Delmopinol, in both simple solutions and also within a topical formulation,
against mature biofilms of P. acnes and S. epidermis has been characterised using well established
in vivo biofilm models.

Demopinol has also been co-formulated into an existing topical acne treatment and the results from
an initial proof of concept clinical trial will be presented and compared to published data from sim-
ilar trials for other treatments.

Acne and diet
N. Skroza, E. Tolino, S. Zuber, C. Potenza

Department of Dermatology “Daniele Innocenzi”, University of Rome, Sapienza, Polo Pontino, Italy

The development of acne is primarily attributable to genetic predisposition and hormonal
influences, but genetic factors alone do not fully account for the acne risk. Environmental factors,
such as diet, may act as modifier of gene expression.

An association between diet and acne has long been postulated and research in this field has been
accelerating during the past few years.

Historically, the relationship between diet and acne has been highly controversial, and the link be-
tween acne and diet goes back many years. For many decades, researchers have tried to prove this
correlation, surrounded by myths and popular beliefs.

The influence of nutrition on skin health is a growing research area and there has been an increase
in research in the recent years.

Moreover recent studies show a therapeutic effect of dietary intervention on acne, providing the first
clinical evidence for the beneficial therapeutic effects of a low glycaemic load diet on the clinical
course and intensity of acne and sebum production.

According to the hypothesis formulated by Melnik, FoxO1, a nuclear trascription factor and the key
nutrigenomic regulator of acne target genes, would be the molecular link between acne and diet. In
fact an hyperinsulinemic state, associated with the secondary presence of growth-factor insuline-
simile 1 (IGF-1), would stimulate the synthesis of androgens by various tissues of the body, which
would then fuel sebum production, through a FoxO1 mediated signaling.

World Congress of Wound Healing in Italy 2016

M. Romanelli
Division of Dermatology, University of Pisa, Pisa, Italy

It is with great pleasure that we announce that recently in Yokohama, Japan, the beautiful
country of Italy won the candidature for the organization of the Fifth congress of the World Union
of Wound Healing Societies WUWHS
The theme of the conference is: “One Vision, One Mission”.

This is the principle behind the candidature of Italy and we would like to be an element that pro-
motes greater aggregation and integration within the World Union of Wound Healing Societies. The
main aim of our candidature is to promote shared project developed right from the moment of as-
signment of the Congress, in order to build, in synchronization with the actions of our Japanese col-
leagues, a long-term process of increased participation within the WUWHS, following the ideal of
a great shared project.

The two major wound healing Italian societies (AIUC and AISLEC) have strongly supported the
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Italian bidding for the fiftth WUWHS conference to be held in Florence in 2016 and they also have
agreed to abandon the possibility in 2016 of holding their own national conference.

The Italian societies have also committed themselves not to organising, from spring to the end of
autumn, training activities on a national level. This joint commitment will be able to maximize the
presence of participants and to concentrate the maximum attention of the sponsors on the world
congress.

We count on SIDEMAST society collaboration for this very ambitious project.

Scientific goals

1. To update advanced research and clinical skill in wound healing.

2. To compare cost-effectiveness of wound care among different countries and to optimize a glob-
al concept of reimbursement.

3. To strengthen collaboration among international representatives and identify cultural differences
in wound care.

4. To design an appropriate long term plan for wound care societies collaboration in order to ex-
change effective prevention and treatment goals.

Epidemiology of acne in Africa

M.G. Kebede
Mekelle, Ethiopia

Abstract not received.

Clinical pictures of acne in African patients

E.J. Masenga
Regional Dermatology Training Centre (RDTC), Moshi, Tanzania

Acne is one of the commonest skin diseases that affect the pilosabeceous unit especially the
infundibulum. It is a chronic and inflammatory disease that usually begins in adolescents and often
has a tendency to resolve in adulthood. It is estimated that about 80% of young individuals within
the age group of 11 to 30 years have experienced acne. Although the pathogenesis of acne is not
completely understood, several factors regardless of Race or skin colour have been observed to in-
fluence its aetiology; namely excess sebum production, enhanced follicular keratinization that plugs
the pores and eventual accumulation of fatty acids. The trapped fatty oils create a good media for
bacteria to multiply with creation of inflammatory response by the body's immune system.

Clinical spectrum of Acne in Africa

A Dermatologist practicing in Africa will note that acne is not that rare often reported in many stud-
ies. However some obvious differences when dealing with acne in dark skin that is often more sen-
sitive to irritations. Acne in Africans frequently lead to more severe inflammations and super infec-
tions. They often heal with scars and pigmentary changes. External factors such as the flooded over-
the-counter cosmetics create another potential risk and indeed may modify the clinical spectrum of
acne in Africans. Quite often the easily available greasy emollients known as black hair care prod-
ucts can come into contact with facial skin and can aggravate what we call pomade acne. Topical
Steroid preparations that are easily available in many African “cosmetic shops” are frequently used
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by many African ladies who want to acquire a lighter complexion but also ending up with steroid
acne and rosacea to mention a few complications. Furthermore, the higher tendency to keloid for-
mation from acne in Africans adds another big problem with significant psychological stress. Lastly
a Dermatologist in Africa is not uncommonly faced with patients having Acne inversa and the re-
lated complications that may need a more aggressive approach in terms of management.

My presentation is therefore based on Acne Clinical spectrum faced by a Dermatologist practicing
in Africa.

Traditional therapy of acne in North Africa

May El Samahy
Dermatology Department, Ain Shams University, Cairo, Egypt

Acne is a common multifactorial skin condition that affects a large portion of the popula-
tion. There are different options for the treatment of acne. Examining how these treatments are used
in different subsets of patients of different skin color and ethnic background will give physicians a
more accurate insight into the best possible treatment method.

Additionally, a better awareness of the demographics affected by acne can lead to important
changes in patient education and treatment.

Acne in India

S. Verma
Vadodara, India

Abstract not received.

Acne in autoinflammatory diseases

A.V. Marzano
Dermatology Unit, L.R.C.C.S. Foundation, Ca’ Granda Ospedale Maggiore Policlinico, Milan, Italy

Autoinflammatory diseases are an emerging group of diseases distinct from autoimmune,
allergic and infectious disorders, that classically comprises genetically determined forms due to mu-
tations of genes regulating the innate immunity. They are clinically characterized by recurrent
episodes of sterile inflammation in the affected organs, in the absence of high titers of circulating
autoantibodies and autoreactive T cells.

Recently, neutrophilic dermatoses (ND), which are inflammatory skin disorders caused by the ac-
cumulation of neutrophils in the skin and rarely in internal organs, have been included among the
autoinflammatory diseases.

Pyoderma gangrenosum (PG), the main ND that usually presents with deep erythematous-to-viola-
ceous painful ulcers with undermined borders, was the first to be regarded as an autoinflammatory
disease when occurring in the context of the so-called pyogenic arthritis, PG and acne (PAPA) syn-
drome. In PAPA syndrome, different mutations involving the proline-serine-threonine phosphatase-
interacting protein 1 (PSTPIP1) gene, via an increased binding affinity to pyrin, induce the assem-
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bly of inflammasomes. These are molecular platforms responsible for the activation of the caspase
1, a protease cleaving the pro-interleukin (IL)-1p to functionally active IL-1p.

The overproduction of IL-1f triggers the release of several proinflammatory cytokines and
chemokines, inducing the recruitment and activation of neutrophils; the result is a neutrophil-medi-
ated inflammation that is the pathophysiological hallmark of ND. An acneiform eruption is also a
feature of a new disease entity within the spectrum of autoinflammatory syndromes, PASH syn-
drome, characterized by the clinical triad of PG, acne and hidradenitis suppurativa.

As compared to PAPA syndrome, PASH syndrome differs for clinical presentation and genetic ba-
sis, since it lacks the associated arthritis and specific genetic mutations, but instead is characterized
by severe hidradenitis suppurativa.

Finally, acne is present in the so-called synovitis, acne, pustulosis, hyperostosis and osteitis
(SAPHO) syndrome. SAPHO syndrome is a rare autoinflammatory disease in which osteoarthropa-
thy is associated with various dermatological manifestations in different degrees, such as acne, pal-
moplantar pustulosis and, more rarely PG, hidradenitis suppurativa and Sweet’s syndrome.

Acne keloidalis nuchae

M.T. Dieng
Dakar, Senegal

Acne keloidalis nuchae (AKN) is a scarring folliculitis of unknown cause characterized
clinically by occurrence of papules or/and pustules that may ultimately develop into tumor like
masses distributed on the nape of the neck and occipital area of the scalp. It is a proliferative disor-
der commonly seen in African-American men.

The pathogenesis remains uncertain but some precipitating factors like local trauma, chronic irrita-
tion, seborrhea and excess androgen are incriminated.

Therapeutic options depend on the clinical stage of the disease and multifaceted approach involv-
ing combination therapies is mandatory. Treatment can be medical (topical or/and intralesional
therapies or physical modalities) on papulo pustular lesions. Surgical excision is the treatment of
choice for extensive plaque and tumor stage AKN.

Acneiform eruptions caused by anti-retroviral drugs
M. Poto¢nik

Department of Dermatovenereology, University Medical Centre Ljubljana, Ljubljana, Slovenia

Acne is a very common skin condition affecting most adolescents and many adults, and is
seen as acne vulgaris, acne rosacea, and perioral or periorbital dermatitis also in HIV-infected pa-
tients. A wide variety of medications may lead to acneiform eruptions, but the main cause are hor-
mones and halogenated compounds. The eruption tends to be widespread and consists primarily of
plugged follicles. Patients with acneiform eruptions present with acnelike lesions such as papulon-
odules, pustules, and cysts.

They usually do not present with comedones, which is a distinguishing factor. The physical location
may be outside of the area in which acne vulgaris occurs. Acneiform eruptions can be distinguished
from acne vulgaris by a history of sudden onset, monotonous lesion morphology, and development of
the eruption at an age outside the range typical of acne vulgaris. More than fifteen years ago, the treat-
ment of HIV infection was revolutionized by the development of combination of antiretroviral ther-
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apy (ART) regimens. Restitution of immune function under ART can lead to some adverse effects, be-
cause of improved immune response to pathogens that are already present in the body.

The skin manifestations are possibly related to an immune response against pathogens that are already
present in the skin (e.g. Demodex follicullorum, Propionibacterium acnes, Staphylococcus epider-
midis etc.) and the hair follicle is a common reservoir for various microorganisms. These skin mani-
festations are not very common, and can be mostly successfully treated topically (eg. erythromycin).

Reflectance confocal microscopy for the study of acne lesions
and treatment efficacy
M. Manfredini!, S. Ciardo!, G. Mazzaglial, V. Bettoli,

S. Zauli2, A. Virgili2, G. Pellacani!

! Department of Dermatology, University of Modena and Reggio Emilia, Modena, Italy
2 Department of Dermatology, University of Ferrara, Ferrara, Italy

Reflectance confocal microscopy (RCM) is a non-invasive technique that allows the evalu-
ation of acne lesions at sub-cellular resolution, and the quantification of microscopic changes in-
duced by topical or systemic treatments. Twenty-five volunteers affected by mild-moderate acne
were enrolled in the study, fifteen of them were treated once daily with topical retinoid for 45 days,
the remaining group received placebo. Clinical and instrumental evaluations were performed every
15 days, from the beginning to the end of the application of the product. Clinical standardized pic-
tures of the affected skin area and RCM images of the same square area of 16 mm? were acquired
at every visit (Canfield Imaging Systems, Fairfield, USA and Vivascope 1500, Lucid Inc, Rochester,
USA). The treatment with topical retinoid induced the progressive normalization of RCM patterns
associated with acne. The hyper-keratinization of pilo-sebaceous units was reduced in clinically af-
fected skin and in perilesional unaffected skin of acne patients. The infundibular diameters and the
amount of keratin material inside the infundibuli were significantly reduced. In conclusion, RCM is
a powerful tool that allows the identification of the distinctive microscopic alterations of acne le-
sions and of perilesional unaffected skin of acne patients. After retinoid topical therapy it is possi-
ble to demonstrate a normalization of the RCM patterns associated with acne.

Safety and efficacy of novel acne kit versus standard acne program
in mild to moderate acne patients

R. Tung
Chair, Division of Dermatology, Loyola University Chicago, Stritch School of Medicine, Chicago, IL, USA

In this 8 week pilot study, 120 subjects (aged 14 years or older) with mild to moderate acne
vulgaris were enrolled in to assess the safety and efficacy of a novel acne system, BMGO0417, com-
pared with the Proactiv® acne kit. 103 patients completed the trial. Level of response was assessed both
with digital photography and with the Global Acne Grading System (GAGS).

Assessment was measured at baseline, 4 weeks and 8 weeks by investigators. Subjects were also
queried at week 8 for their assessment regarding specific parameters of product cosmetic acceptabili-
ty. Safety and tolerability of the products were also measured.

Significant improvement in subjects using the BMGO0417 kit was seen. No adverse events were docu-
mented in either treatment group. Patients found the BMG0417 to be and effective acne treatment that
was also cosmetically acceptable.
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Nipacide: a new way as topical antiseptic in acne

A. Gasparetto

Treviso, Italy

The therapeutic objectives in acne are to treat as many age-appropriate pathogenic factors
as possible by reducing sebum production, preventing the formation of microcomedones, suppress-
ing P. acnes, and reducing inflammation to prevent scarring.

Numerous medications are available to treat acne. Design of an effective regimen is facilitated by
an increased understanding of the mechanisms of action, the side effect profile, and the indications
and contraindications of key antiacne agents.

Topically used antibiotics, such as erythromycin, azithromycin and tetracycline, easily develop re-
sistance to P. acnes and S. epidermidis. Benzoyl peroxide has antibacterial, anti-inflammatory and
comedolytic activity but produces dose-dependent side effects such as cutaneous irritation or dry-
ness and bleaching of hair, clothes and bed linen. Biocides topical therapies, which have been in use
from ancient times for disinfection and treatment of acne, include various products and biocide fam-
ilies. The introduction of novel biocide formulations for the treatment of acne may produce many
advantages over previously used therapies.

Some acne products, however, control acne infections without causing irritation or inflammation or
damaging the skin. Nipacide in higher concentrations can kill both bacteria and skin cells by break-
ing down their outer membranes. In lower concentrations it kills bacteria by shutting down their
ability to use fatty acids. Since acne bacteria feed on fatty acids, Nipacide causes them to starve.The
issue with using products that contain Nipacide, such as body clearing lotion, is that using it at high
concentrations damages the skin, and using it at low concentrations kills acne bacteria and has ef-
fect on staphylococcus bacteria.

Nipacide just removes the bacteria that compete with staphylococcus bacteria for moisture and
food, so instead of pimples, you may wind up with boils caused by staphylococcus infection. In cy-
totoxic tests, Nipacide show cytotoxic effect at higher concentrations, viceversa showed non irritant
action in the preclinical rabbit tests. Nipacide 4.8% w/v: a chemical compound with the formula
C4H,CIO and CAS number 88-04-0.

It is commonly used in antibacterial soaps such as Dettol; in agar patch studies, it has been found
to kill a wide variety of microbes, including bacteria, fungi, and the superbug MRSA, within 15 sec-
onds. Its antibacterial action is due to disruption of cell membrane potentials, blocking production
of adenosine triphosphate (effectively starving the cells).

Nipacide showed in agar tests that 5000 ppm (0,5% concentration) is far above the effective antimi-
crobial level. Nipacide has a broad spectrum of activity which includes the following common
spoilage organisms:

Organisms MIC (ppm)

Bacteria:
Pseudomonas aeruginosa 1100
Pseudomonas putida 800
Proteus vulgaris 800
Escherichia coli 300
Staphylococcus aureus 100

Fungi:
Aspergillus niger 25
Penicillium mineoluteum 25
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Fusarium solani 25
Geotrichum candidum 25

Yeasts:
Candida albicans 10

In the pivotal clinical studies Nipacide + SA or Zinc Oxide cream showed is as effective as BP gel
in the treatment of papulopustular and comedonal acne and that it is better tolerated.In conclusion
this approach to the treatment of acne can be usefull in the dermatologist therapeutic tools.

Role of topical zinc in the treatment of acne

M. Barbareschi
Department of Pathophysiology and Transplantation, University of Milan, Italy

Several studies have shown the beneficial effect of salts of zinc in the treatment of inflam-
matory acne lesions of mild and moderate type, so that in some European countries (France) this
compounds have been used in the last 30 years as a real drug.

The mechanisms of action of zinc in the treatment of mild to moderate inflammatory acne lesions
are not yet fully understood.

It has been shown that zinc exerts a bacteriostatic activity against Propionibacterium acnes.

Zinc also inhibits the chemotaxis of polymorphonuclear cells, the activity of natural killer cells
(NK) and the phagocytic ability of granulocytes.

In addition to this, zinc salts have a specific inhibitory action on Sa-reductase type I, as demonstrat-
ed in vitro, resulting in anti-androgen activity.

Nicotinamide: looking back to move forward

G. Monfrecola
Dermatology Unit — Department of Clinical Medicine and Surgery University Federico II, Napoli, Italy

Nicotinamide is the amide form of vitamin B3 (niacin) and is obtained through synthesis in
the body or as a dietary source and supplement. Nicotinic acid is the other form of the water-solu-
ble vitamin B3. Although also present from animal sources, the principal form of niacin in dietary
plant sources is nicotinic acid.

Nicotinamide is subsequently generated through the conversion of nicotinic acid in the liver or
through the hydrolysis of NAD+. Once nicotinamide is obtained in the body, it functions as the pre-
cursor for the coenzyme B-nicotinamide adenine dinucleotide (NAD+) and also is essential for the
synthesis of nicotinamide adenine dinucleotide phosphate (NADP+). These cellular pathways are
essential for energy metabolism and may directly impact normal physiology, as well as the progres-
sion of inflammatory and metabolic diseases.

In addition to its pivotal role in energy metabolism, NAD+ is also the indispensable substrate of
poly (ADP-ribose) polymerase-1 (PARP-1) and sirtuin 1 (SIRT1). PARP-1 and SIRT1 may catalyze
the posttranslational poly(ADP-ribosyl)ation and acetylation of histones as well as non-histone pro-
teins, such as nuclear factor kappa B and activator protein 1, which play crucial roles in transcrip-
tional regulation of inflammatory genes.

The NAD-+dependent modifications catalyzed by PARP-1 and SIRT1 liberate NAM, and NAM acts
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as feedback inhibitor of PARP-1 and SIRT1 through interacting with the enzymes at the binding
site for NAD+. There is increasing evidence that NAM effectively suppresses the expression of in-
flammatory genes and provides therapeutic benefits in various inflammation-based diseases.

The mechanisms underlie the anti-inflammatory properties of NAM might involve the inhibition of
PARP-1. During the past 50 years, many clinical reports have identified nicotinamide as a benefi-
cial agent in the treatment of a variety of inflammatory skin disorders; what's more, its exceptional
safety profile at pharmacologic doses makes it a potentially ideal long-term oral therapy for patients
with inflammatory skin diseases. Several studies evaluating nicotinamide for the treatment of acne
have confirmed the potential benefits of both oral and topical nicotinamide as an alternative ap-
proach to managing inflammatory lesions associated with acne.

Propionibacterium acnes (P. acnes) has been implicated in the inflammatory phase of acne vul-
garis. It has been shown to activate interleukin-8 (IL-8) secretion by interacting with Toll-like re-
ceptor 2 (TLR-2) on the surface of keratinocytes.

Nicotinamide inhibits IL-8 production through the NF-kB and MAPK pathways in an in vitro ker-
atinocytes/P. acnes model of inflammation.

Vitamin K1: A key for inflammatory acne

M. Barbareschi
Department of Pathophysiology and Transplantation, University of Milan, Italy

As vitamin K it is intended a series of compounds deriving from 2-methyl-1,4-naphtho-
quinone. The name "vitamin K derives from “Koagulation vitamin” at the time of 1926.
Vitamin K1 has a specific action on Epidermal Growth Factor Receptor ( EGFR) .
The topical application of a cream containing Vitamin K1 acts differently from the currently used
treatments for acne, indeed it acts on inflammation and on restoring of the barrier function, being
devoid of irritative side effects that are typical of the anti-acne products.
The topical Vitamin K1 is therefore a safe treatment devoid of untoward effects and can play a role
in the treatment of inflammatory acne.

Tolerability as success factor in the management of moderate acne

E. Berardesca
San Gallicano Dermatological Institute, Rome, Italy

Despite the large number of treatment options for mild to moderate acne, many patients
continue to have poor acne control.
The effectiveness and success of acne management depends on treating the full range of factors in-
volved in its development and patient’s adherence to a therapeutic regimen is also important in en-
suring the best treatment outcome.
One of the major challenge encountered in clinical practice in patient with acne vulgaris is irrita-
tion related to topical medications used for treatment. Advanced in vehicle technology have im-
proved formulations containing active ingredients known to produce irritation in some patients,
such as benzoyl peroxide or retinoids.
Clinical studies have demonstrated that certain additives, such as silicates and specific humectants, can
reduce irritation by maintaining barrier integrity and improving tolerability which is strictly linked
with the success of any topical treatment. In fact, some clinical studies demonstrated that patients sat-
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isfaction, liked to effectiveness, QoL and tolerability profiles of topical treatments, seem to be associ-
ated with improved adherence to treatments, so it is reasonable to assume that better patient-rated tol-
erability contributes to satisfaction with treatment and greater willingness to continue treatment.

Ecologic dermatology

R. Serri
Milan, Italy

Skineco is a newborn scientific multidisciplinary association. It aims at studying all the mat-
ters related to the interaction between the skin and the environment.

Skin is the largest organ of the human body.

Skin is a micro ecosystem that interacts with the environmental macro ecosystem.

Skin, from birth onwards, comes continuously into contact with countless substances and materials
which, directly or indirectly, will impact simultaneously on the environment also.

It is now essential that everybody takes his or her own responsibilities by evaluating, studying and
analyzing the interaction between skin/substances/environment and all the related connections.
The mission of Skineco can be summarized in the following points:

Understanding the world of cosmetics, by reviewing cosmetics and dermo cosmetic, evaluating the en-
vironmental impact, and their interaction with the skin. The consumption of cosmetics in Europe has
reached an enormous level. The total consumption in the 25 EU countries amounts to 2 million tons per
year: every day are released in the environment 5,100 tons of cosmetic products. The European legis-
lation in force does not take into consideration yet biodegradability of substances used in cosmetics.
Promoting and supporting the study and development of formulations attentive to the environment,
considering the human being as the most important form of “environment”.

The Italian women’s Dermatologic Society: Past, present, future

C. Rigoni
Milan, Italy

Abstract not received.

The effects of a novel dermo-cosmetic skin care regimen
on acne-prone skin

G. Benner
R&D Department Dermo Cosmetics and Health Care, Beiersdorf AG, Hamburg, Germany

Increased sebum production, follicular hyperkeratinization, P. acnes colonization, and in-
flammation are key factors in acne pathogenesis.
Cosmetic formulations based on a combination of active compounds with in vitro proven sebum
regulating, keratolytic, P. acnes reducing and anti-inflammatory properties may therefore contribute
to improve the clinical signs and associated burden of disease.
We developed a novel skin care regimen fighting all four key factors in a synergistic way, employing
four specific actives: L-carnitin for sebum regulation, keratolytic lactic acid, antibacterial decanediol,
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and anti-inflammatory licochalcone A. Efficacy was proven for each compound and combinations
thereof by systematic experimental and clinical studies. In a randomized, vehicle-controlled double-
blind study, a formulation containing lactic acid significantly reduced open and closed comedones af-
ter 6 and 3 weeks, respectively.

In a second randomized, vehicle-controlled double blind study, a formulation with L-carnitine, de-
canediol, and licochalcone A was significantly superior to its vehicle with respect to lesion count, and
sebum content after 8 weeks of regular application.

Therefore this novel skin care regimen offers a multi-pronged approach to the treatment of mild to
moderate acne, corroborating acne medication and helping to improve the long term patient man-
agement.

Non invasive assessment of acne scars

A. Tedeschi, F. Lacarrubba
Dermatology Clinic, University of Catania, Italy

Acne is a common disease that in some patients can result in permanent scars. A precise
identification of acne scar morphology is essential to select the proper treatment algorithm, but con-
sensus concerning nomenclature and classification is still a matter of investigation. Classification of
acne scars based exclusively on clinical examination should be improved by the use of objective/re-
producible assessment tools. Ultrasound could represent a non invasive diagnostic procedure poten-
tially able to evaluate acne scars.

In order to assess and correlate clinical and ultrasound morphological features of acne scars we en-
rolled 41 patients affected by scars resulting from moderate to severe acne. A total of 81 lesions
clinically identified as boxcar, icepick, rolling, hypertrophic, or keloidal were evaluated by high-
frequency ultrasound (22 MHz).

Ultrasound showed that icepick and boxcar scars are the deepest, with 95.8% of them falling in the
range of 0.2-0.5 mm.

In general, ultrasound results correlated with clinical appearance. Interestingly, 8 lesions, clinical-
ly classified as icepick, showed at ultrasound examination a typical boxcar morphology.

Based on these results, ultrasound may be considered as a non invasive technique useful to evalu-
ate and classify acne scars, representing an important adjunct aid to clinical examination. In addi-
tion, it may also represent a valid aid in the assessment over time of the amplitude and depth
changes of acne scars during post treatment follow up.

Pearl in acne and acne scars treatment

G. Fabbrocini
University of Naples, Italy

Several classes of medications successfully treat acne: systemic and topical retinoids, sys-
temic and topical antimicrobials, and systemic hormonal therapy are the major categories .

But what are the most recent pearls in acne and acne scars tretament?

Isotretinoin
A recent study compare the efficacies of intermittent and continuous low-dose isotretinoin regimens
in the treatment of moderate acne vulgaris: both intermittent and continuous low-dose isotretinoin
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regimens are very well tolerated and effective; however, a continuous low-dose regimen seems to
be slightly superior in terms of patients' compliance to the treatment and lower risk of relapse 2.
Despite acne persisting into adulthood in up to 50% of the population, very few therapeutic studies
have been performed in this age group: an interesting study evaluate the efficacy of isotretinoin 5
mg/day in reducing the number of acne lesions, and improving patients dermatologic quality of life,
with minimal adverse effects 3.

Retinoids

Tazarotene is the first retinoid in a foam preparation, introduced in 2012; a recent study # show that
tazarotene foam, 0.1% is effective in the treatment of moderate to severe acne vulgaris with an ac-
ceptable tolerability profile. This treatment provides a cosmetically favorable alternative for topical
retinoid therapy, that cause major irritability.

Diet

That there is a relationship between acne and diet has been known for some years: an interesting study
higlights that, because acne is a rare condition in societies with higher consumption of omega-3 (n-3)
relative to omega-6 (n-6) fatty acids, supplementation with n-3 may suppress inflammatory cytokine
production and thereby reduce acne severity; so fish oil supplementation is associated with an im-
provement in overall acne severity, especially for individuals with moderate to severe acne °.

New treatments for acne scars

For acne scars treatment, a very recent study compare the efficacy and safety of autologous fibrob-
last treatment of moderate to severe, depressed, distensible facial acne scars with that of vehicle
control: the study show that autologous fibroblast injections safely and effectively improved the ap-
pearance of depressed distensible acne scars .

Also autologous platelet-rich plasma (PRP) combined with erbium fractional laser therapy is an ef-
fective and safe approach for treating acne scars or acne, with minimal side-effects, and it simulta-
neously enhanced the recovery of laser-damaged skin ’.

An other treatment that has been proven safe is fractional photothermolysis: has been shown the ef-
ficacy and safety of the nonablative fractional photothermolysis in the treatment of moderate and
severe acne scars 5.
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Blue light and acne

G. Monfrecola
Dermatology Unit — Department of Clinical Medicine and Surgery University Federico 11, Napoli, Italy

Solar light can sometimes exert a beneficial effect on inflammatory acne lesions. Among
the different wavebands which form the solar spectrum, ultraviolet (UV) can determine a negative
skin response on acneic skin due to its comedogenic action. The multiple pathogenic factors in-
volved in acne provide many potential targets for light and laser therapy. During the last decades
several studies have showed that visible light (VIS), mostly the blue range (peack at 420 nm), is
able to improve the inflammatory lesions of acne. Blue light has been shown to reduce keratinocyte
production of inflammatory cytokines including interleukin-1a., suggesting that blue light possess-
es anti-inflammatory properties. Moreover photodynamic therapy (PDT) with d-aminolaevulinic
acid (ALA) or its methylated form (Mervix®) plus red light peaking at 630 nm (red) has been demon-
strated to reduce acne. Although PDT appears to have a clinical benefit in a number of studies, pro-
tocols have widely differed and the mechanism of action remains to be fully elucidated. Although
well-designed studies including controls, blinding, and randomization are lacking, patients are
drawn to laser and light-based technologies as a cutting-edge alternative to standard acne therapies

Antibiotic resistance in acne
V. Bettoli

Ferrara, Italy

Abstract not received.

Why no more Diane?

C. Pelfini
Pavia, Italy

From the summary of the revision from the Dutch College of General Practitioners on the
“Guidelines Acne” (Kertzman et al. Ned Tijdschr Geneeskd. 2008, 31,;152(22):1271) we read: “Use
of oral contraceptives containing cyproterone acetate is no longer recommended in women with ac-
ne, because they are not more effective than other oral contraceptives’.

In the same year Franks et al. (Hum Reprod 2008; 23(2):231-2) review the evidence for efficacy of
cyproterone acetate/ethinyl estradiol for acne and hirsutism and its adverse effects, as the risk of ve-
nous thromboembolism, and conclude that its benefits are clear and that the risks of venous throm-
boembolism are no more common that with the use of third generation combined oral contracep-
tives.

Recently, TMNews, Paris, January 30, this is the title: “The Diane Bayer suspended in France af-
ter 4 deaths. Anti-acne drug used as a contraceptive”. The National Agency for the Safety of
Medicines has ordered the suspension within three months of the marketing of the pill Diane-35,
produced by the German pharmaceutical company.

29 May 2013, the Coordination Group for Mutual Recognition and Decentralised Procedures -
Human (CMDh) approved by a majority (21:1) the recommendations of the Pharmacovigilance
Risk Assessment Committee (PRAC) of the European Medicines Agency, who concluded that the
benefits outweigh the risks of Diane. They confirm the contraindication as a contraceptive and add
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that should only be used as a treatment of androgen dependent acne and/or hirsutism in women of
reproductive age and only in case of failure of therapeutic alternatives, such as antibiotics and top-
ical therapies. Because personally doubt that a secondary acne, clearly androgen-dependent, can
find alternatives to hormone therapy with antiandrogens peripherally acting, it requires some
thought about this issue, thus: “No more Diane: why?”.

Dietary supplements in acne: are they helpful?

C. Cardinali !, G. Alessandrini 2
1'U.0. Dermatologia, USL 4, Prato, Italy; > Ugento, Lecce, Italy

Actually acne’s therapeutic strategy is a working progress with a lot of new horizons that

the dermatologists might consider. To reduce antibiotic resistance to P. acnes and to improve the
outcomes with regard to acne scarring, the researchers are now looking at new active substances to
be used in either local or sistemic way.
A large amount of studies with consistent number of supplements are performed in order to demon-
strate their adjuvant role in a therapeutic regimen. Lactoferrin and nicotinamide, for example,
are two friendly molecules for the dermatologist whose antinflammatory activity has been well doc-
umented in the last years. The renowned interest in gut-brain-skin axis has, finally, prompted the
probiotics in the field of acne therapy. Their oral supplementation seems to be of great value in the
regulation of the human immune system. The authors will debate about both the old scientifically
recognized molecules and the brand new ones.

Oral isotretinoin: Past, present and future
G. Plewig

Department of Dermatology, Ludwig-Maximilian-University, Munich, Germany

Serendipidy can be an important moving force, even in science. Thus was the case with topical and
systemic tretinoin and isotretinoin.

The molecules were synthetized by chemists, who left the clinical application to medical doctors.
The first clinical communications, two papers back to back in the same journal in 1962 by Beer and
Stiittgen, went unnoticed for several years, until Kligman had the idea to make a drug out of it. In
1969 the first publication by Kligman et al. on tretinoin to treat acne was accepted in print, though
with considerable efforts. Time was not ready for this idea. But it opened doors for a world-wide
market.

Ten years later Peck et al. in 1979 described a by-chance finding in patients suffering from severe
acne. This was the birth of oral isotretinoin, the most potent drug for this indication up to this day.
International groups produced numerous experimental and clinical studies with this compound over
the next decade.

Topical isotretinoi was first published by our group, but unfortunately the idea to patent it was stolen
by a pharmaceutical company.

Tretinoin and isotretinoin remain major drugs for the treatment of acne. Effects and unwanted side-
effects are well known. Also misconceptions or unsolved debates are still around, such a cumula-
tive dose for oral isotretinoin, or the effects on mood swings and suicidal ideation.

The future may bring other topical or systemic retinoids with equally good effects but lesser side-
effects. No concrete drug is visible, however, up to this day.
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Oral isotretinoin and psychological/psychiatric disorders
M. Gola, A.M. D’Erme

Division of Dermatology, Department of Surgery and Translational Medicine, University of Florence, Florence, Italy

Acne vulgaris is one of the most common skin conditions in children and adolescents, af-

fecting up to 90% of all teenagers. It can cause emotional distress and lead to scarring of the skin
that leaves permanent physical and psychological sequelae.
30% to 50% of acne-sufferers aged 12 to 20 experience some adverse psychological reaction to
their disease. A wide range of manifestation, from lack of self-confidence, to self-consciousness,
anxiety to depression, psychosis, and even suicide attempts has been reported. Isotretinoin (13-cis-
retinoic acid) is a remarkably effective drug for moderate to severe recalcitrant acne vulgaris.
Although the dermatological efficacy of isotretinoin is undoubted, soon after the drug’s release in
the early 1980s, post-marketing reports of a variety of adverse psychiatric effects in patient using
isotretinoin, have prompted great concern regarding the potential for psychiatric side effects. At the
present time, despite high-content clinical and experimental data, there are still discrepancies and
discussions among all insiders. The aim of this presentation is to highlight this controversy, to
briefly illustrate the possible mechanisms of action in acne and isotretinoin in the development of
psychiatric disorders, in order to focus on the management of young adolescents with acne during
the treatment with oral isotretinoin, including empathy and education.
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Relapses after acne treatment

M.A. Vitale
IFC, Madrid (Spain)

There are many reports about the incidence of relapses after acne treatment and some of
them commenting about risk factors and patient profile for acne relapses. Some studies propose dif-
ferent schemes and strategies to prevent the relapses. We will review the general aspects of acne re-
lapses and the strategies to prevent it.

Acne and rosacea in the history of visual art

M. Papi
IDI, IRCCS, Rome, Italy

History of visual arts is poor of descriptions of acne and rosacea, that, however, are well-
known disorders since ancient Romans (Galen, 1% century a.C.). Human beings are likely to be af-
fected by this group of skin diseases from the very beginning of their life.

Since Renaissance, some portraits show typical clinical details of rosacea whose more diffusely fa-
mous example is the rinophyma of “An old man and his grandson”, masterpiece of Ghirlandaio
(Louvre Museum). Paracelsus, great doctor of that period describes Gutta rosacea in “The commu-
nibus apostematibus”.

But acne is not liked and is not “rewarding” from the point of view of paintings. The clients who



EJA

European Journal of Acne and Related Diseases

Volume 4, n. 2, 2013

commissioned artworks during Renaissance, religious men, nobles and bourgeois, had different
aims and the models had to appear at their best when they were exposed in palaces and on the al-
tars of churches.

It is necessary to come to our days, to see red spots on the face of young females (in the graphic ele-
ments by Roy Lichtenstein) or in the intense popper/faces by Yayoi Kusama covered by red balls
which make a remind of clinical features of acute phases in acne eruptions. Bu also the frankly sebor-
rhoic skin that emerges in Lucian Freud’s suggestive portraits, the punctiform stileme of Enrico
Castellani’s extroflessions or the paintings of Davide Nido and the notes of hyper-androginy in the
self-portraits by Frida Khalo, respectively remind us of alterations that are either associated with acne
or precede it, that is oily skin, microcysts, blackheads and hormonal disequilibrium which causes
them.

I believe that, on a clinical standpoint, the most acute and dramatic forms of acne, find a clamorous
pictorial symbol in Jenny Saville’s merciless portraits of swollen and damaged faces. Some of these
latter, express psychic suffering, discomfort with life, neurotic anxiety and, in addition, the idea of
“self-help”, responsible for several skin traumas and residual signs (French defined it “Acne ex-
coriee des jeunes filles™).

Modern paintings offer a lot of suggestions regarding the psychological aspects of acne-disease. The
thoughtful or desperate girls of Ernst Kirchner and Eduard Munch are moving examples of this con-
dition.

They induce to reflect how great may be this problem in an adolescent mind and how much acne
could be underestimated in the medical approach to the care and management of young people with
lesions that do not heal.

Rosacea on dark skin: My experience in Ethiopia

F. Dassoni
Dermatology Unit, Department of Pathophysiology and Transplantation, University of Milan, L.R.C.C.S. Foundation, Milan, Italy

Rosacea is a chronic inflammatory dermatosis which, unlike acne vulgaris, is thought to be
uncommon in dark skinned populations. Different reasons could explain the apparent lower inci-
dence of rosacea in dark skin: erythema and telangiectasia are more difficult to appreciate, making
mild cases unreported; dark skinned people are expected to be less susceptible to sun exposure; fi-
nally, it may be that the genetic profile necessary for rosacea is rarer among this population.

An increased incidence of granulomatous forms of rosacea in dark skinned individuals is also re-
ported. We analize the cases of rosacea observed during our 3 years activity in Northern Ethiopia,
at the Italian Dermatological Center (IDC) of Ayder Hospital, Mekele.

Rosacea is present among the population in Northern Ethiopia, although it’s not a common skin dis-
order. Intense sunlight (altitude: > 2000 m), windy climate, alcohol and spices consumption could
be the triggers of rosacea in this region.

The most frequent forms of rosacea in this population are the papulo-nodular type and perioral der-
matitis. As from our observation, patients affected by HIV developed more severe and atypical
forms. Differential diagnosis was sometimes challenging and included: Facial Afrocaribbean
Childhood Eruption (FACE), lupus miliaris disseminatus faciei, seborrheic dermatitis, cutaneous
leishmaniasis (papular type), Pruritic Papular Eruption (PPE), exogenous dermatitis, and even lep-
romatous leprosy. Therapeutic options are scarce and mainly based on oral antibiotics and avoid-
ance of triggering factors (sunlight, alcohol and spices).
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Rosacea is therefore to be kept in mind as a differential diagnosis in this region of Africa and, in
general, among dark skinned people.

Treatment of rosacea with potassium azeloyldiglycinate
E. Berardesca !, E. Abril !, G. Guglielmini 2, G. Pierard 3

! San Gallicano Dermatological Institute, Rome, Italy; 2 Sinerga spa, Milan, Italy;
3 Department of Dermatology, University of Liege, Belgium

A new cream based on hydroxypropyl-chitosan (HPCH) and containing potassium azeloyl
diglycinate, namely P-3075, was recently developed for the application to patients affected by
rosacea, stage | and II. A randomised, double blind, placebo controlled, pilot study was carried out
to assess the improvement of signs and symptoms.

Methods

A total number of 42 patients were randomised: 28 were treated with P-3075 and 14 with placebo. Each
subject applied the assigned treatment, twice a day for 4 weeks. The treatment phase was followed by
a follow-up period of other 2 weeks. The efficacy evaluations were performed at day 7, 14, 28 (end of
treatment) and 42 (end of follow-up period) in 4 different areas of the face: front, right and left cheek
and chin. In addition, the composite score obtained as the sum of the 4 scores for each patient was cal-
culated and analysed. Skin hydration was measured by means of corneometer. Flushing, oedema, itch-
ing, burning and stinging had a clinical evaluation. Erythema was assessed both instrumentally, by
means of mexameter, and clinically. Safety was monitored throughout the whole study period.

Results and conclusions

The new medical device P-3075 administered for 28 days in patients with rosacea was effective in
skin protection by reducing erythema, evaluated both instrumentally and clinically. Superiority over
placebo was reported in all examined areas and in the composite score. Skin hydration showed im-
provements from baseline in the P-3075 group, which were generally of greater extent than those
observed in the placebo group. P-3075 exhibited an excellent profile in terms of local tolerability in
the site of application.

Rosacea signs and symptoms:
Gold standard and new clinical perspectives

J. Schauber
Department of Dermatology and Allergy, Ludwig-Maximilian University, Munich, Germany

Rosacea is a common inflammatory skin disorder characterized by recurring inflammation
across the central portion of the face. As the pathophysiology of rosacea is not completely under-
stood, its therapy is difficult and sometimes frustrating. Vascular hyperreactivity, neurovascular in-
flammation and increased levels of vasoactive mediators such as vascular endothelial growth factor
(VEGEF) contribute to the development of facial “redness” in rosacea. Recent data from experimen-
tal studies suggests furthermore that an aberrant function of the cutaneous innate immune system is
central to disease pathogenesis. Innate immune responses comprise all non-specific mechanisms
that rapidly and efficiently protect from microbial infection. In the skin, the secretion of small an-
timicrobial peptides (AMPs) by cutaneous cells is an essential mechanism for innate host defense.
Although it is well established that AMPs form a chemical shield on the skin, they are also charac-
terized as triggers and coordinators of inflammatory responses. The cathelicidin peptide family was
among the first AMPs found in skin; interestingly, high levels of cathelicidin peptides and their pro-
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cessing serine proteases are found in rosacea, suggesting that aberrant innate immunity is central to
this disease. Indeed, increased expression of the biologically active cathelicidin peptide LL-37 and
several unusual processed peptide isoforms are detected in rosacea lesions. LL-37 and these addi-
tional cathelicidin peptide fragments show increased pro-inflammatory and pro-angiogenic activity
when injected in mouse skin. Thus, the activities of these peptides might be fundamental to the
chronic inflammatory and vascular changes observed in rosacea. As a consequence, therapies tar-
geting the expression or the processing of cathelicidin peptides might offer a new treatment angle
in the anti-inflammatory management of rosacea. Indeed, some established therapies such as doxy-
cycline inhibit cutaneous proteases and might exert their anti-inflammatory effects through inhibi-
tion of aberrant cathelicidin peptide processing.

IPL treatments for subtype I rosacea
M. Tretti Clementoni

Istituto Dermatologico Europeo, Milan, Italy

Subtype I of Rosacea is an extremely common disease and recognizes an inflammatory and
a vascular disregulation origins. There aren’t topical or systemic drugs able to treat teleangectasia,
permanent erythema and flushing and for these conditions the physical approach seems to be the on-
ly one who can allow to obtain good outcomes. It will be presented the IPL Cross Technique. The
technique is based on an IPL treatment composed by at least a double pass on the affects area. These
2 passes are performed with 2 different cut-off that allow to emit different wavelengths. This way
different depths, different layers and different targets will be affected by the light. The treatment
consists of 4 sessions of treatment separated by a time interval of one month. Results are good and
the incidence of relapses is only 11%.

Perioral dermatitis: what’s new?

Z. Bukvi¢ Mokos
University Hospital Center Zagreb, Department of Dermatology and Venereology,
School of Medicine University of Zagreb, Zagreb, Croatia

Perioral dermatitis is an inflammatory skin disease which predominantly affects young and
middle-aged women. Although the etiology of the disease still remains unclear, the relationship of
perioral dermatitis to the uncritical use of topical steroids has been well established. The other pos-
sible etiologic factors include overuse of moisturizing agents, some infective agents, ultraviolet
light, hormonal factors, and gastrointestinal factors. It has been observed that patients with both cor-
ticosteroid induced and idiopathic perioral dermatitis have an impaired barrier function of facial
skin which has been demonstrated by an increased transepidermal water loss.

Skin lesions occur as grouped, small, reddish papules, papulovesicles and papulopustules on an ery-
thematous base. Perioral region, nasolabial folds, chin and lateral portions of the lower eyelids are
usually involved. The area adjacent to the vermilion is typically spared. Lupoid (granulomatous) pe-
rioral dermatitis is a clinical variant of the disease which is almost always associated with the his-
tory of corticosteroid use. It is characterized by red-brown papules which have a yellowish aspect
on diascopy. Granulomatous perioral dermatitis is papulo-pustular periorificial disease which main-
ly affects prepubertal children.

Treatment of perioral dermatitis can be topical or systemic, depending on clinical severity and pre-
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treatment. If topical steroids have been used, the first therapeutic step is to discontinue them.
Treatment of choice in most patients with moderate and severe perioral dermatitis is oral oxytetra-
cycline, doxycycline or minocycline, for a course of 4-6 weeks. Topical treatment is used concur-
rently with the systemic antibiotics or alone in mild cases. «Zero therapy» (discontinuation of all
topicals) is usually recommended for several weeks. Alternatively, topical antiinflammatory thera-
py can be used, including topical metronidazole, erythromycin, calcineuron inhibitors, adapalen, or
azelaic acid.

New insights in seborrhoeic dermatitis pathogenesis and therapy
G. Micali, F. Dall’Oglio

Dermatology Clinic, University of Catania, Italy

Seborrheic dermatitis (SD) is a common chronic inflammatory skin disease that most com-
monly affects adults; however, it may also occur in infants. Clinically, it may range from a mild
scalp scaling to well-defined, often pruritic, erythematous, and flaking patches, showing dry white
or, more frequently, moist, oily, and yellowish scales; common areas of involvement are regions
rich of sebaceous glands, such as the face, the upper trunk and the scalp.
The etiopathogenesis of SD is still unclear, but it seems to be multifactorial, involving sebaceous
glands function, presence on the skin of yeasts belonging to the Malassezia spp., and the individual
immunological response. In detail, rather than an increased sebum excretion rate, in patients with
SD it has been observed an overgrowth of Malassezia spp. that may play a significant role in sus-
ceptible patients by releasing proinflammatory unsaturated and saturated fatty acids following
degradation of skin lipids surface.
Additional precipitating factors for SD include drug intake (lithium, haloperidol, buspirone, chlor-
promazine, methyldopa, cimetidine), nutritional deficiency (acrodermatitis enteropathica by zinc
deficiency), neurological and degenerative disorders (Parkinson’s disease), immunodeficiency
(HIV and non-HIV related), as well as environmental factors (cold, low humidity, excessive sun ex-
posure), physical and psychological stress, and unhealthy lifestyle (alcohol consumption).
New therapeutic option will also be discussed.
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Dear Friends,

the European Journal of Acne turns four years. Four years since the Edizioni
Scripta Manent have agreed to become the publisher.

Difficult years for the world situation of crisis, but also dense years

of commitment and dedication. The goal was, and is, quite clear:

maximum exactness of information. The Italian Acne Board (IAB) has done over
the years a work of the highest quality, careful to evaluate all the information on
acne and rosacea with the greatest possible clarity.

To protect the patient and away from commercial views.

The diligence of the publisher, together with that of the scientific society, made the European
Journal of Acne an important international reference point.

It was therefore right to make a gift to us and to you.

A gift that would represent real added value in this path. I am so proud to tell you that

the website of the European Journal of Acne was born on and that it is also the official web-
site of the IAB. The site was created to be a reference tool easy and complete.

Within it, in addition to retrace the highlights of the history of the IAB, you can find

the complete list of the founders and members of the Scientific Board, Acne Club,

and of the International Scientific Board.

On the site you can also view and download the articles published in the European Journal
of Acne these 4 years (the site will be constantly updated with new releases),

the IAB congress proceedings and the journal supplements. There are also sections
dedicated to videos, press releases and guidelines currently in force.

The site is built in a modern and flexible way and, in the future, it will be possible

to extend it and modify it according to the needs of innovation.

Edizioni Scripta Manent makes you another gift.

The lives of all of us has become more smart and to get information quickly and at hand is a
must for any profession. That's why we created the Acne & Rosacea Planet
for the Italian Acne Board: an App visible on iPhone, iPad, iPod Touch.
Inside you'll find news about the disease, articles, press releases, books, events
and references to communicate with members of the IAB and and other
professionals who deal with acne. So a complete App, downloadable from App
Store (Apple) and positioned in all countries of the world.

We decided to provide this app free to all, just to give maximum disclosure to the right and
correct information on acne and rosacea.

So download it and let it download! I also invite you to send us your scientific contributions,
they are always welcome. Allow me to thank, on behalf of Edizioni Scripta Manent, the
Italian and Mediterranean Acne Board, all doctors who have given us their scientific contri-
bution and all companies whose support has made this project possible.

A special thanks goes especially to you, dear readers, that you are the full meaning of our
commitment.

To all of you our promise to continue, if possible, this Our Adventure with even greater com-
mitment.

Antonio Di Maio
Managing Editor EJA
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Authors’ responsibilities

Manuscripts are accepted with the understanding that they have
not been published or submitted for publication in any other jour-
nal. Authors must submit the results of clinical and experimental
studies conducted according to the Helsinki Declaration on clini-
cal research and to the Ethical Code on animal research set forth
by WHO (WHO Chronicle 1985; 39:51).

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 (generally the Publisher).

Manuscript presentation

Authors must submit the text (MAC and WINDOWS Microsoft
Word are accepted) and illustrations by e-mail. It is also necessary
send a picture of the first Author. As an alternative manuscripts
can be submitted by surface mail on disk with two hard copies of
the manuscript and two sets of illustrations. Manuscripts must be
written in English or in Italian language in accordance with the
“Uniform Requirements for Manuscripts submitted to biomedical

Journals” defined by The International Committee of Medical

Journal Editors (htp://iwww.ICMJE.org).
Manuscripts should be typed double spaced with wide margins.
They must be subdivided into the following sections:
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a) title:

b) first, middle and last name of each Author without abbrevia-
tions;

¢) University or Hospital, and Department of each Author;

d) last name and address of the corresponding Author:

¢) e-mail and/or fax number 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 Index Medicus terminology.

Text

For original articles concerning experimental or clinical studies
and case reviews, the following standard scheme must be fol-
lowed: Introduction - Material and methods - Results - Discussion
- Conclusions - Summary - References - Tables - Legends -
Figures.
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Literature reviews, Editorials and Original articles concerning
experimental or clinical studies should not exceed 20 typewritten
pages including figures, tables, and reference list. Case reports and
notes on surgical technique shouid not exceed 10 type written
pages (references are to be limited to 12). Letters to the editors
should be not longer than 1000 words.

References

The Author is responsible for the accuracy of the references.
References must be sorted in order of quotation and numbered
with arabic digits between parentheses. Only the references quo-
ted in the text can be listed. Journal titles must be abbreviated as
in the Index Medicus. Only studies published on easily retrieved
sources can be quoted. Unpublished studies cannot be quoted,
however articles “in press” can be listed with the proper indica-
tion of the journal title, year and possibly volume.

References must be listed as follows:

Journal articles

All Authors if there are six or fewer, otherwise the first three, fol-
lowed by “er al.”. Complete names for Work Groups or
Committees. Complete title in the original language.

Title of the journal following Index Medicus rules. Year of publi-
cation; Volume number: First page.

Example: Starzl T, Iwatsuki S, Shaw BW, et al. Left hepatic tri-
segmentectomy. 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. 2™ ed.
London: Academic 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 analy-
sis. In: Bergel DH (Ed), Cardiovascular dynamics. 2" 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 abbreviations 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 DPIL.

* Halftones and color photos should be submitted at a mini-
mum of 300 DPL

* Power Point files cannot be uploaded.

Save figures as either TIFF or JPEG or EPS files.

* PDF files for individual figures may be uploaded.

Figure legends

Figure legends must all be collected in one or more separate
pages. The meaning of all symbols, abbreviations or letters must
be indicated. Histology photograph legends must include the
enlargement ratio and the staining method.

Manuscript review

Only manuscript written according to the above mentioned rules
will be considered. All submitted manuscripts are evaluated by
the Editorial Board 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 accepted, rejected or if a revision
is deemed necessary. The Editors reserve the right to make edito-
rial and literary corrections with the goal of making the article
clearer or more concise, without altering its contents. Submission
of a manuscript implies acceptation of all above rules.

Papers submitted for publication and all other editorial corre-
spondence should be addressed to:

Prof. Stefano Veraldi

Istituto di Scienze Dermatologiche
Via Pace, 9 - 20122 Milano, Italy
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