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SCAR MANAGEMENT

Are silicones helpful?

Another topic of great interest is the use of silicones in the treatment of scars. In
the first years of their use, they were considered “empirical”. But, at the present
time, their mechanisms of action are better understood.

Silicone and pressure are the only treatments (with corticosteroids
injections) for which there is enough supporting evidence (“Evidence-based
recommendations”)'2.

Silicones are availablein “sheets” andinatransparent gelin a tube presentation,
which is more adapted for visible or flexible areas.

One of the main complaints of patients is itching. Prof. Dr. Stan Monstrey

presented a recent study which confirmed that Dermatix® Silicone Gel (Meda
Pharma) effectively reduces itching and relief (Fig.2)*.
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Fig.2: Reduction of relief and itching by using Dermatix® Silicone Gel (adapted
from Van der Wal et al. Plast Reconstr Surg. 2010°).

In his lecture on silicones, Prof. Eric Van den Kerckhove (Physical Medicine
and Rehabilitation, University Hospital Gasthuisberg, KUL Leuven University,
Leuven, Belgium) advised to combine pressure therapy and silicones when the
redness of the scar persists or increases.

There is now enough
clinical evidence
to support the use
of silicones
in scar management

Ref: 1. Mustoe TA, Cooter RD, Gold MH, Hobbs FD,

Ramelet AA, Shakespeare PG, Stella M, Teot
L, Wood FM,Ziegler UE, International Advisory
Panel on Scar Management International
Clinical ~ Recommendations ~ on  Scar
Management. Plast Reconstr Surg 110:560-
571, 2002.

2. Engrav L.H. et al. Burns 36:975-983, 2010.

3.Van der Wal et al. Plast Reconstr Surg.
126(2):524-31(2010).



Ifirritation is prominent,
use silicone gel,
which is less occlusive
than silicone sheet
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He gave some important points to ensure treatment success with silicones:

¢ Proper hygiene by washing of Silicone Gel Sheets (SGS] or insert
* Progressive build up of silicone application
o 16htill 20h wearing of SGS

o [firritation is prominent, use silicone gel in a tube (less occlusive) or
alternate

* Monitoring with objective and reliable tools to prevent pitfalls from
happening.

Prof. Esther Middelkoop (Department of Plastic Reconstructive and Hand
Surgery, University Medical Centre, Amsterdam, The Netherlands) presented
a new scar assessment scale called POSAS (Patient and Observer Scar
Assessment Scale) to evaluate the evolution of the scars.

Traditionally, the Vancouver Scar Scale is used to evaluate the evolution of
different types of scars but it doesn’t take into account the patient side. You can
download the POSAS sheet from this website: http://www.posas.org.

Prof. Esther Middelkoop presented also various non-invasive techniques that
she uses in her research for a more accurate evaluation of scars. However,
these techniques are not always available in daily clinical practice.

From a dermatological point of view:

o A prior careful evaluation of the scar is mandatory, among
other the distinction between a hypertrophic scar and a cheloid.

* In addition to their anti-proliferative effects, silicone sheets
and gels (clinically proved for Dermatix®) reduce substantially
itching and relief, major complaints of our patients. This is very
important to increase patient compliance.

* As dermatologists, we are used to advise classical pressure
therapy to our patients. It is nowadays highly recommended to
combine it with the use of silicone sheets to improve the final

results.
-~ )




SKIN CANCER

3. WHAT’S NEW IN SKIN CANCER?

Field cancerisation, what does it mean in practice?

Prof. Dr. Ulrich Hengge (Head of Hautzentrum, Dusseldorf, Germany) presented
the concept of field cancerisation. This rather old concept applied to the
tumours of the gastro-intestinal tract, has been extended more recently to skin
tumours and has revolutionized the approach of treatments. In a sun damaged
skin, coexist clinical visible lesions, such as actinic keratosis (AK] or squamous
cell carcinoma (SCC), but also non visible lesions (cluster of transformed
cells), which needs to be treated because otherwise they will evolve in visible
lesions (Fig. 3).
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Fig.3: Visible and invisible lesions in a sun-damaged skin.

In previous days, dermatologists were involved in the destruction of each actinic
keratosis, using different procedures including cryotherapy, cryosurgery,
electrocauterisation or surgery.

This was - retrospectively - a very limited approach. With the concept of field
cancerisation, the treatment of actinic keratosis (AK) has been readapted.
“Pharmacotherapy” field-directed treatments play nowadays an increasing
role in the therapy of AK*“,

* imiquimod (Aldara") on the first line, diclofenac gel (Solaraze®), photodynamic therapy, 5-fluorouracile (Efudix”] and, potentially
in the future, ingenol mebutate.

Nowadays,
it’s more efficient
to treat the whole field
[visible and non-visible
lesions) than treat
visible lesion
by visible lesion

Ref: 4. Stockfleth E et al. Eur J Dermatol 2011; 21

[supplement n°1): 3-12.
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Prof. Dr. Ulrich Hengge illustrated the importance of treating the whole field
with a clinical report of a patient treated with imiquimod 5% (Aldara™) showing
the initial flare-up of lesions and the final clearance of visible lesions but also
non-visible ones (Fig.4).

Fotos courtesy of Prof. Dr. Ulrich Hengge.

Fig.4: Field treatment with imiquimod 5% (Aldara™)
A: Week 0 - few visible AKs, B: Week 2: Non visible lesions appear,
C: Week 4: many non visible lesions appear associated with erythema,
D: Week 8: all AKs [initial ones + appeared non visible ones] are cured.

As imiquimod treats the whole field (even non visible lesions), the recurrence
rate of AKs is lower than with lesion-directed therapy such as cryotherapy

(Fig.5).2
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Ref: 5. Krawtchenko N. et al. Br J Dermatol. 2007;157 . .
Suppl 2:34-40. Fig.5: Comparative recurrence rates after 12 months of treatment

with imiquimod 5%, 5-FU and cryotherapy.



SKIN CANCER

Prof. Dr. Véronique del Marmol (Head of Dermatology Department, Free
University of Brussels, Belgium and President of Euromelanoma Europe)
confirmed in her lecture that pharmacotherapy, especially field directed
treatments, is of major importance for the future. She described the mode
of action and presented the most relevant studies concerning the different
treatments, but also gave some practical aspects.

Practical aspects for Diclofenac/Hyaluronic Acid
(DHA) Gel:

e Easytouse

 Hyaluronic acid plays most probably also a role

e The more it induces an inflammatory effect, the more it will be effective

o The longer it is applied (60 to 90 days), the more effective it will be

e Mild efficacy on keratotic KA

e This treatment can be used in a longer delay that the one initially proposed
e Rapid recurrence when the patient stops the treatment

Practical aspects for 5-FU:

Easy to use
The more it induces an inflammatory effect, the more it will be effective
Efficacy on AK has long been proven
Follow your patient frequently during treatment to:
- evaluate efficacy
- adapt treatment when the desepidermisation is complete
- reassure the patient concerning his symptoms
Not expensive

Practical aspects for imiquimod 5%:

¢ |f the response to treatment is too important (appearance of severe local
skin reactions): stop for 1 week or decrease the rate of application, 2x/week

o |f mild response, increase the time of application for the first treatment

* |f the surface to treat is too important, split the treatment into different
periods of time

¢ Decrease the hyperkeratotic component before treatment (cryotherapy,
emollient with urea, ...)

¢ Follow your patient weekly (5') after two weeks of application:

¢ To evaluate the efficiency

* To help him to manage the local skin reactions
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Sequential therapy:
a way to improve the treatment of AK

Prof. Dr. Eduardo Nagore (Dermatology Department, Catholic University of Valencia,
Spain) presented an original way to optimise the treatment of AK, the “sequential
therapy” (also called combining therapy). The goal is to use consecutively different
Sequential therapy treatments to cumulate their advantages and reduce theirs disadvantages.

improves the efficacy

and reduces Valencia comparing treatments of AK:
the local reactions * by using PDT alone
of AK treatments o by first using PDT and after one month imiquimod (Aldara™)
* by using imiquimod (Aldara™) alone

Prof. Dr. Eduardo Nagore presented the results of a study he performed in

The sequential therapy (PDT followed by Aldara™):
* Improves the clinical and histological responses (Fig.é)
* Reduces the local skin reactions due to imiquimod (Fig.7)
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Fig.7: Local skin reactions at 4 weeks of treatment with imiquimod.
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Basal Cell Carcinoma Management:
surgery is no longer the only choice

Prof. Dr. Nicole Basset-Seguin (Dermatology Department, St-Louis University
Hospital, Paris, France) explained that while surgical excision was until recently
considered the only option for most of these tumours unless contraindicated,
the identification of a good prognostic group (Fig.8) has allowed to develop new
therapeutical strategies (using imiquimod, cryosurgery or PDT) which offer an
excellent efficacy and a optimal healing with no or very little scarring.

Prof. Dr. Basset-Seguin also presented a new BCC management decision tree (Fig.9).

\

Good prognosis:
o primary superficial BCC and Pinkus Tumor
o primary nodular BCC < 1cm on intermediary zone or < 2 cm on low risk zone

Intermediary prognosis:
e recurrent sBCC
* nodular BCC < 1cm on high risk zone, > Tcm on intermediary zone, > 2 cm on low risk zone

Bad prognosis:

* morpheiform or not well limited BCC, aggressive histological forms
* recurrent BCC (except sBCC)

* nodular BCC >1cm on high risk zone

N J
Fig.8: Prognosis groups.
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Fig.9: New BCC management decision tree.
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Organ Transplant Recipient (OTR):
a challenge

Dr. Myrto Trakatelli (Dermatology Department, Thessaloniki University, Greece,
and Member of the SCOPE Network Group http://www.scopenetwork.org/3.htm?*)
mentioned that organ transplant recipients are prone to develop different skin
diseases due to their immunosuppressive status: skin infections, warts and
skin cancers (Fig.10). This assessment is derived from different epidemiological
studies, but also from the experience of Dr. Trakatelli.

Ref: 6. Traywick C. et al. Dermatologic Therapy 2005 ;
18:12-18.

- Skin cancer Increase in incidence
ScC 65-fold
SCC of lip 20-fold
BCC 10-fold
Melanoma 3,4-fold
L Kaposi's sarcoma 84-fold y

Fig.10: Population-based standardised incidence ratios of skin cancer in OTR.6

Dr. Myrto Trakatelli confirmed also the interest of imiquimod in the management
of these patients because:

o |tisa safe treatment: more than 100 OTR patients were treated with no
serious adverse events - safe option for graft viability

* [t remains effective: responses have been observed for different diseases

 Of its unique ability to treat a “field” of precancerous and verrucous lesions
— a earlier identification of malignancies

From a dermatological point of view:

o As dermatologists, we used to treat actinic keratosis with
destructive procedures such as cryotherapy.

o Even if there is a single visible lesion, the concept of field
cancerisation indicates that, in any cases, it is surrounded by
subclinical [non-visible) lesions.

* In this respect, field-directed pharmacotherapy has to be used
more and more in the future.

 Among the field directed therapies, imiquimod (Aldara™) seems to be

the most effective regarding the criteria needed for field treatment.
- J

* SCOPE = Skin Care in Organ Transplant Patients.



EXTERNAL GENITAL WARTS

4. WHAT’S NEW IN EXTERNAL GENITAL WARTS?

Dermatological aspects

Dr. Marco Cusini (Head of the STD Department, University of Milan, Italy) began his
lecture mentioning that the term “condyloma” is a misleading because condylomatas
may refer to one clinical expression and not to all the clinical patterns. Genital warts
(GW) may be a definition more acceptable and more understandable to patients.

He reminded some interesting epidemiological information:

» HPVinfection is the most frequent viral sexually transmitted infection (STI)
* Incidence in young people is high

e 50 -80% of sexually active individuals acquire HPV infection during life

e 50% of them acquire a HR-HPV

e The bulk of HPV infection is made of asymptomatic subjects

After infection, incubation time to clinical appearance is
variable from 3 weeks to 8 months (or much longer] (Fig.11).
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Fig.11: Natural course of HPV-Associated Genital Warts.

Dr. Marco Cusini also mentioned the interest of the sequential therapy: ablative
techniques + Aldara™ diminishes the recurrence rate of EGW from 26,4% to 8,5% (Fig.12).

0%
25% p < 0,004
20% |-

15%

0%
5% -
0% L | |

Ablation alone Aldara™ alone Ablation + Aldara™
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Fig.12: Percentage of recurrence rate after ablative techniques alone,
Aldara™ alone and ablative techniques + Aldara™’

Ref: 7.Schofer H. et al. European Journal of

Dermatology 2006 ; 16.6: 642-48.



The treatment of choice
for EGW is Aldara™

with at Chester
hospital a very low
recurrence rate (*2%)
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External Genital Warts in daily practice

Dr. Colm 0’Mahony (Department of Sexual Health Countess of Chester Hospital,
Chester, England) presented a very practical approach of EGW treatment
mentioning some main items:

Podophyllin and podophyllotoxin have no place anymore in the treatment of
external genital warts.

“Destructive” procedures can be used, usually once, at the start of

the treatment, to reduce the “mass of lesions” if needed.

They include: cryotherapy and/or trichloroacetic acid, and, eventually, laser
or cryosurgery.

The treatment of choice [i.e. the almost exclusive first-line therapy) is
imiquimod 5% (Aldara™). Due to its unique immunological properties,

the drug eradicates the viral infection, after 4 weeks or more, depending on
each individual patient. The recurrence rate in Chester is very low: * 2%,
when compared to some figures from the literature (10-20%).

Dr. Colm O'Mahony’s strategy is to privilege “home therapy” with
imiquimod, but this requires detailed explanations at the first visit.
Two advantages can be acknowledged:

- less visits to the clinic
- a more comfortable way of self-treating for the patient.

The only side effect is an inflammatory reaction around the warts.
Inflammation is sometimes severe (very red), sometimes mild, most
probably in relationship with a “genetically determined” specific
immunological status in each patient.

Temporarily interruption of Aldara™ treatment is sometimes advised
in case of severe inflammation, but this does not affect the final efficacy
(Fig. 13).

Fotos courtesy of Dr. Colm 0'Mahony.
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Fig.13: Management of erythema induced by Aldara™ by momentary stopping

the treatment.



