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Effect of Naphthalan on Epidermal Proliferation Activity and
CD3, CD4, and CD8 Lymphocyte Count

Pero Vriogié, Jasminka Jaki¢-Razumovié!, Aida Pasi¢?

Naftalan Special Hospital for Medical Rehabilitation, Ivani¢ Grad; 'Department of Pathology
and 2Department of Dermatology and Venerology, Zagreb University Hospital Center,
Zagreb, Croatia

SUMMARY Immunohistochemistry analysis by cell immunopheno-
typing before and after a 3-week treatment with naphthalan oil was
performed on biopsy specimens from 10 patients with psoriasis
vulgaris. For immunohistochemistry staining of 3-um paraffin block
sections, anti-CD3, anti-CD4, anti-CD8, and Ki-67 antibodies were
used. Peroxidase reaction for T cell (CD3, CD4, and CD8) quantifica-
tion was done in the epidermis and dermis of each skin sample as to-
tal positive cell count per mm sample. Positive Ki-67 (proliferation in-
dex) was determined as percentage of positive cells per 100 cells in
the basal layer of the epidermis. Results showed naphthalan treat-
ment to decrease the mean CD3 lymphocyte count by 83% and 59%,
CD4 lymphocyte count by 81% and 73%, and CD8 lymphocyte count
by 60% and 49% in the epidermis and dermis, respectively. The
mean proliferation index also decreased with naphthalan therapy.
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INTRODUCTION

successfully used over the last decade at the
Naftalan Special Hospital, Ivani¢ Grad, Croatia (2).

Naphthalan, a natural naphthene-based earth
oil, is a thick, dark-brown liquid of a characteristic
aromatic odor. In contrast to other related oils, it has
a high specific weight (0.93-0.97) and mostly con-
tains compounds with stearic structure. Therapeu-
tic properties of naphthalan have been known since

Vulgar psoriasis is a chronic relapsing skin dis-
ease affecting 1-3% of the total population world-
wide. The disease is characterized by precipitated
epidermopoiesis, with consequential formation of

ancient times (1). The antipsoriatic properties of
heavy naphthene oil (Naphthalan®) make the basis
of antipsoriatic treatment regimen that has been

scales on the skin and scalp and specific nail le-
sions. Psoriatic arthritis develops in 3-5% of psoria-
sis patients (2,3). In Croatia, 1-2% of the population
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is affected with psoriasis, whereas psoriatic pa-
tients account for 6-8% of all patients treated at de-
partments of dermatology (3). Psoriasis shows fa-
milial clustering and affects consecutive genera-
tions.

There is a novel concept in the pathogenesis of
psoriasis, demonstrating the characteristic and well
known psoriasiform epidermal hyperplasia to be a
secondary lesion in the sequence of pathogenetic
events in psoriasis, caused by migration of the in-
flammatory infiltrate cells from the dermis to the epi-
dermis, whereby T-cells (CD8) play an important
role (4,5). On entering the epidermis, these cells
produce substances that stimulate mitotic activity
within the epidermis, thus leading to psoriatic epi-
dermal hyperplasia (4). This concept has drawn at-
tention to the fact that, in addition to the known fac-
tors (genetic and other impacts), certain immune
mechanisms also have an important role in the
development of psoriatic lesion.

NAPHTHALAN - BACKGROUND

Naphthalan has long been known for its medici-
nal properties (1), and many great dermatologists
have recommend its use. In his book “Dermatologic
propedeutics”, in the chapter on ointments, Profes-
sor F. Kogoj, the greatest Croatian dermatologist,
mentions Naphthalan as a medicinal product for the
treatment of squamous dermatoses (6). Russian lit-
erature contains many data from Baku, Azerbaijan,
on the treatment of psoriasis and neurodermatitis
with naphthalan. The physicochemical analyses of
naphthalan found on the Kriz oil field near Ivani¢
Grad have shown it to be identical to naphthalan
from Baku, Azerbaijan, which has been used in the
treatment of vulgar psoriasis from the beginning of
the 20" century. The more so, naphthalan from
Ivani¢ Grad is superior to that from Baku for the
higher level of purification, which can be achieved
by the modern chemical and technological proce-
dures of naphthene oil fractionation at the Industrija
Nafte (INA) — Naftaplin chemistry laboratories (2).
Naphthalan from lvani¢ Grad contains negligible
concentrations of cyclic compounds and light oil
fractions, which may potentially have unfavorable
toxic or carcinogenic effects.

Naphthalan is classified among so-called heavy
oils because of its high specific weight. It contains
very low concentrations of light benzine, ligroine,
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and kerosene fractions, whereas condensed paraf-
fins are only found in traces or not at all. Naphthalan
also differs from other oils by its relatively high con-
centration of naphthene and cyclopentane acids.
Naphthalan oil is characterized by a high percent-
age of naphthene carbohydrates of the cyclopenta-
nohydrophenanthrene structure, the most impor-
tant of them being isoprenes, steranes, and triter-
penes.

Naphthalan therapy as a method of treatment
for vulgar psoriasis is performed in the form of
naphthalan baths. The patient spends 12-14 min
immersed up to the shoulders in the naphthalan
bath at a bath temperature of 34-36°C. After the
bath, the patient takes a shower to wash the re-
maining naphthalan off the skin. During the day,
naphthalan cream is locally applied onto psoriatic
lesions for 2 hours. Naphthalan therapy is per-
formed daily, six days a week, for three consecutive
weeks (2).

MATERIAL AND METHODS

Biopsy specimens obtained from skin lesions of
10 patients with psoriasis vulgaris were analyzed
immunohistochemically (cell immunophenotyping)
before and after a 3-week treatment with naphtha-
lan oil. Study group included five women and five
men with psoriasis vulgaris. For immunohistoche-
mical staining of 3-um paraffin block sections, anti-
CD3, anti-CD4, anti-CD8, and Ki-67 antibodies
were used (Dako, Copenhagen, Denmark). Sec-
tions were incubated for 30 min at room tempera-
ture with primary antibody at a proper dilution for
each antibody. After washing, the sections were
stained with biotinylated multi-link (swine, anti-rab-
bit, mouse, and goat immunoglobulin) (Dako) at a
1:1000 dilution, followed by staining with strepta-
vidin-biotin-peroxidase complex (Dako) at a 1:1000
dilution.

Peroxidase reaction was developed with diami-
nobenzidine (DAB) as a chromogen (Dako). The
sections were contras-stained with hematoxylin
and embedded in a synthetic medium (DPX).

T cell (CD3, CD4, and CDS8 subsets) quantifica-
tion was done for the epidermis and dermis of each
skin sample as total positive cell count per mm sam-
ple. Positive Ki-67 (proliferation index) was deter-
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Table 1. Epidermal proliferation activity and CD3, CD4, and CD8 lymphocyte counts in 10 psoriatic pa-

tients before and after the treatment with naphthalan*®

Naphthalan therapy

before after

No. Patient initials CD3 CD4 CD8 F8 Ki-67 (%) CD3 CD4 CD8 F8 Ki-67 (%)

1. PM E 30 E 21 E8 20 38 E3 EO E4 10 16
D 110 D 82 D377. D15 DO D 20

2. GA E 23 E12 E5 11 29 EO E2 E1 6 5
D 58 D42 D 21 D 21 D 20 D9

3. SM E6 E5 E2 9 36 E2 E2 E1 4 8
D 31 D 28 D 15 D 16 D12 D8

4. CK E3 E4 E1 10 42 EO E2 EO 7 5
D 24 D 21 D38 D18 D 14 D9

5 PA E 18 E5 E 11 13 21 E2 E2 E2 7 4
D 20 D 24 D6 D12 D15 D5

6. OA E8 E4 E2 25 15 E2 E1 E1 12 5
D 62 D 42 D25 D 32 D10 D15

7. BM E8 E4 E4 12 12 E2 E1 E2 5 4
D 28 D18 D 18 D8 D6 D12

8. PM E5 E4 EO 19 18 E1 EO EO 8 2
D 58 D 30 D18 D 32 D12 D13

9. TS E7 E4 ES8 22 47 E2 E1 E?2 5 12
D 42 D 48 D8 D 22 D2 D 25

10. GS E4 E2 E3 10 36 E5 E1 E5 6 10
D 59 D 21 D 32 D 28 D6 D18

*Abbreviations: CD3 — lymphocytes; CD4 — T helper lymphocytes; CD8 — suppressor/cytotoxic lymphocytes; F8=Ki-67 — proliferation index; E — epider-

mis; D — dermis.

mined as a percentage of positive cells per 100
cells in the basal layer of the epidermis.

RESULTS

The mean proliferation index value was 29.4%
(range, 12-47%) and 7.1% (range, 2-16%) before
and after naphthalan treatment, respectively (Fig.
1, Table 1).

The mean CD3 lymphocyte count before
naphthalan treatment was 11.2 (range, 3-30) in the
epidermis, and 49.2 (range, 20-110) in the dermis
(Figs. 2 and 3). After naphthalan treatment, it was
1.9 (range, 0-5) in the epidermis and 20.4 (range,
15-28) in the dermis, yielding a decrease by 83%
and 59%, respectively (Figs. 2 and 3).

The mean CD4 lymphocyte count was 35.6
(range, 21-42) in the dermis, and 6.5 in epidermis

before naphthalan treatment. After naphthalan tre-
atment, it was 1.2 (range, 0-2) in the epidermis and
9.7 (range, 0-20) in the dermis, showing a decrease
by 81% and 73%, respectively (Figs. 4 and 5).

The mean CD8 lymphocyte count before na-
phthalan treatment was 4.4 (range, 2-11) in the epi-

35 - PROLIFERATION INDEX (Ki-67)
30 - E
25
20 -
15 4
10 71
o] ]
0 T T T \
BEFORE AFTER

Figure 1. Mean proliferation index value before and after
naphtalan therapy in psoriatic patients.
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CD3 LYMPHOCYTES IN EPIDERMIS PER MM LENGTH
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Figure 2. CD3 lymphocytes count in the epidermis before
and after naphthalan therapy.

CD3 LYMPHOCYTES IN DERMIS PER MM LENGTH

49.2
50 1 —

40 -
30 A
20
10

0 T T T 1
BEFORE AFTER

204

Figure 3. CD3 lymphocytes count in the dermis before
and after naphthalan therapy.

dermis and 21.8 (range, 8-37) in the dermis. After
naphthalan treatment, the respective values were
1.8 (range, 0-5) and 13.4 (range, 8-25), yielding a
decrease by 60% and 49%, respectively (Figs. 6
and 7).

The results of our investigation showed a de-
crease in CD3, CD4, and CD8 lymphocyte count
and pronounced decrease in proliferation index of
keratinocytes, Ki-67, in the basal layer of psoriatic
skin after naphthalan therapy.

DISCUSSION

Epidermal changes in psoriasis induced by an
altered differentiation program of the keratinocytes
develop along with profound hyperproliferation,
acanthosis, parakeratosis, and disappearance of
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CD4 LYMPHOCYTES IN EPIDERMIS PER MM LENGTH
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N ||
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Figure 4. CD4 lymphocytes count in the epidermis before
and after naphthalan therapy.

CD4 LYMPHOCYTES IN DERMIS PER MM LENGTH

35.6
351 177
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: ]
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Figure 5. CD4 lymphocytes count in the dermis before
and after naphtalan therapy.

granular layer. Abnormal proliferation is the result of
an increased number of germinative keratinocytes
per skin surface area (4), accelerated cell cycle (5),
and increased recruitment of actively cycling lym-
phocytes from a resting pool (5).

Consequently, normalization of these processes
may positively influence the course of the disease.
Since both markers are up-regulated by naphtha-
lan, it can be postulated that naphthalan can induce
keratinocyte differentiation (7). Naphthalan strongly
inhibits the proliferation of keratinocytes (7).

Our results showed the decrease in the mean
CD3, CD4, and CD8 lymphocyte count as well as in
the mean proliferation index in the basal layer after
naphthalan treatment. These findings indicated an
antiproliferative activity of naphthalan in psoriatic
lesions.
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CD8 LYMPHOCYTES IN EPIDERMIS PER MM LENGTH
57 44

1.8

BEFORE AFTER

Figure 6. CD8 lymphocytes count in the epidermis before
and after naphtalan therapy.

CD8 LYMPHOCYTES IN DERMIS PER MM LENGTH
257 218
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15 - 13.4

10 ~
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Figure 7. CD8 lymphocytes count in the dermis before
and after naphtalan therapy.

In conclusion, the value of proliferation index
and immunocompetent cell counts after naphthalan

Acta Dermatovenerol Croat
2003;11(2):65-69

treatment indicated an antiproliferative activity of
naphthalan and its ability to decrease the immuno-
competent cell counts in psoriatic lesions. In this
way, naphthalan treatment reduced epidermal hy-
perplasia and decreased the rate of epidermopoi-
esis in patients with vulgar psoriasis.

Acknowledgment

The authors are grateful to Professor Jasna
Lipozenci¢, M.D., Ph.D. for scientific assistance,
and Mrs Gordana Ducki¢ for technical help.

References

1 Polo M. Il milione,1298; cited according to Knust TA.
Von Venedig nach China. Darmstadt: Wissenschaft-
liche Buchgesellschaft; 1996.

2 Krnjevi¢-Pezi¢ G, Vrzogi¢ P, Ostrogovi¢ 7, Smeh-
Skrbin A, Dobri¢ I. Some haematological and bio-
chemical parameters in psoriatic patients treated with
naphthalan. Acta Dermatovenerol Croat 1997;5:49-53.

3 Barisi¢-Drusko V, Paljan D, Kansky A, Vujasinovic S.
Prevalence of psoriasis in Croatia. Acta Derm Venereol
1989; 146 Suppl:178-9.

4 van Scott EJ, Ekel T. Kinetics of hyperplasia in psoriasis.
Arch Dermatol 1963;88:373-80.

5 Weinstein GD, van Scott EJ. Autoradiographic analysis
of turnover times of normal and psoriatic dermis. J In-
vest Dermatol 1965;45:257-62.

6 Kogoj F. Dermatoveneroloska propedeutika. Zagreb:
Nakladni zavod Hrvatske; 1954.

7 Thaci D, Schindewolf M, Smeh-Skrbin A, Krnjevic-
Pezi¢ G, Vrzogi¢ P, Dobri¢ |, et al. Heavy naphthen oil
exhibits antipsoriatic efficacy in vivo and antipro-
liferative as well as differentiation-inducing effects on
keratinocytes in vitro. Arch Dermatol 2000;136:678-9.

69



Acta Dermatovenerol Croat

2003;11(2):70-74 CLINICAL ARTICLE

Correlation of Clinical Symptoms and Laboratory Findings in
Children With Milk Allergy

Ana Votava-Rai¢, Duska Tjesi¢-Drinkovié, Sven Seiwerth, Lana Madercié, Vliadimir

Krajinovi¢

Department of Pediatric Gastroenterology and Nutrition, Zagreb University Hospital Center,

Zagreb, Croatia

Corresponding author:
Duska Tjesi¢-Drinkovi¢, M.D., Ph.D.

Department of Pediatric Gastroenterology and
Nutrition

Zagreb University Hospital Center
Salata 4
10000 Zagreb, Croatia

duska.tjesic-drinkovic@zg.tel.hr

Received: 10. 02. 2003.
Accepted: 10. 04. 2003.

SUMMARY Food hypersensitivities can be divided into toxic and non-
toxic, and the latter can further be subdivided into immune and
nonimmune hypersensitivities. Cow’s milk allergy or intolerance occurs
in 5-15% of infants, mostly during the first year of life, or occasionally
later. The symptoms may involve different organ systems, especially
the gastrointestinal system, skin, and respiratory system. For the diag-
nosis of cow’'s milk protein allergy/intolerance, double-blind, pla-
cebo-controlled food challenge has been used as a gold standard.
Since the test suffers from some drawbacks, many reports have
pointed to the need for novel and simpler diagnostic procedures and cri-
teria. In our study, clinical symptoms and laboratory findings of patients
with cow’s milk protein allergy were compared to assess the possible
correlation between particular laboratory findings, clinical picture, and
the organ system predominantly involved. There were no significant dif-
ferences in the levels of IgE, cow’s milk protein specific IgE,
eosinophilia, prick test results, rectal mucosa biopsy histology, and
atopy incidence in patient families among the children with gastrointes-
tinal, cutaneous, and combined gastrointestinal and cutaneous symp-
toms. Improvement in the symptoms with dietary therapy irrespective of
clinical presentation and type of hypersensitivity underlying the symp-
toms in all these patients strongly suggests that clinical response
should be a basic criterion for the diagnosis of cow’s milk protein al-

lergy.

KEY WORDS allergens; diet therapy; double-blind method; immunoglobulin
E; infant; infant, newborn; milk hypersensitivity

INTRODUCTION

According to the latest classifications, food taminants, whereas nontoxic hypersensitivities de-
hypersensitivities are divided into toxic and non- pend on the body’s susceptibility and can be subdi-
toxic (1). Toxic hypersensitivity occurs consequen- vided into immune (food allergy) and nonimmune
tially to the action of food ingredients or food con- (food intolerance) hypersensitivities. Thus, cow’s
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milk allergy may present either as allergy or as intol-
erance. Since it is difficult to differentiate between
the two entities clinically, the diagnosis usually in-
cludes both, cow’s milk protein intolerance
(CMPI)/cow’s milk protein allergy (CMPA). It is
known that cow’s milk contains many antigenic
components. Some allergenic proteins, especially
B-lactoglobulin, a-lactalbulmin, and some fractions
of casein (as major allergenic proteins of cow’s
milk) are responsible for symptoms of cow’s milk al-
lergy (2). The symptoms of CMPA occur in 5-15% of
infants. However, if diagnostic criteria are strictly
followed, the real incidence is 2-3% (3). Cow’s milk
allergy usually occurs in the first year of life, with a
median age at diagnosis of seven months (4). The
symptoms may vary, primarily involving the gastro-
intestinal system, skin, and respiratory system
(2,5). It is evident that 30-60% of infants involved
have skin manifestations — labial edema (so-called
oral allergic syndrome), perianal edema and ery-
thema, and many different skin eruptions (urticaria
or rush) (6). About 20-30% of children with cow’s
milk allergy have some respiratory symptoms (e.g.,
asthma). It is estimated that 30-50% of children
have gastrointestinal symptoms (e.g., enteroco-
litis). Immune food reactions that may be mediated
exclusively by class E immunoglobulins (IgE), par-
tially IgE mediated, or cell mediated without immu-
noglobulin involvement seem to be most intriguing
for clinicians (7,8). The symptoms are identical or
nearly identical irrespective of the underlying im-
mune mechanism, although the time from chal-
lenge to onset varies. Thus, the IgE-mediated reac-
tions are characterized by a rapid onset (up to 40
minutes from challenge), mixed reactions occur be-
tween one and 20 hours from challenge, whereas
those mediated by the cellular immunity mecha-
nisms develop after more than 20 hours from the
contact with allergen (1,2,9).

A double-blind, placebo-controlled food chal-
lenge is the gold standard for diagnosing cow’s milk
allergy (2,7,8,10). However, many other parame-
ters and tests can be used as a help in making the
diagnosis and will possibly allow the double-blind,
placebo-controlled food challenge to be avoided in
the future. The findings that need to be obtained for
diagnosis include history data, peripheral blood
eosinophil count, IgE and specific IgE (RAST), skin

Acta Dermatovenerol Croat
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tests (skin prick test and patch test), and gastroin-
testinal system mucosal biopsy.

METHOD AND RESULTS

We analyzed the findings in 39 patients aged 20
days to 3 years (median, 7 months), who were hos-
pitalized at our Department because of cow’s milk
protein hypersensitivity between 1999 and 2002.
Skin symptoms were recorded in eight, gastrointes-
tinal symptoms in 16, and both skin and gastroin-
testinal symptoms in 15 out of 39 patients. Study
patients were divided into three groups: one with
the skin manifestations only, one with gastrointesti-
nal manifestations only, and one with both skin and
gastrointestinal manifestations. The values of the
following laboratory parameters of the three patient
groups were compared: eosinophilia
(>0.44x10"/L), IgE titer, RAST, eosinophil count
per high-power field (HPF) of gastrointestinal mu-
cosa biopsy specimen, skin prick test, and family
history data on atopy.

Increased peripheral blood eosinophil count
was found in 13%, 44%, and 40% (Fig. 1); in-
creased IgE titer in 63%, 56%, and 53% (Fig. 2);
positive specific antibodies to cow’s milk protein

IgE

skin GI skin+GI

64.00% -
62.00% -
60.00% -
58.00% +
56.00% -
54.00% -
52.00% -
50.00% -
48.00%

Figure 1. Percentage of patients with eosinophilia >0.44x
10'?/L according to clinical manifestation of the disease.

IgE

skin GI skin+GI

64.00% -
62.00% -
60.00% -
58.00% -
56.00% -
54.00% -
52.00% -
50.00% -
48.00%

Figure 2. Percentage of patients with increased IgE titer
according to clinical manifestation of the disease.
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Figure 3. Percentage of patients with positive RAST ac-
cording to clinical manifestation of the disease.

Eo/HPF

skin skin+GI

27.00% -
26.50% -
26.00% -
25.50% -
25.00% -
24.50% -

24.00%

Figure 4. Percentage of patients with increased eosino-
phil count per biopsy high-power field (HPF) according to
clinical manifestation of the disease.

PRICK SKIN
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50.00%
40.00%
30.00%
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20.00%
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skin skin+GI

Figure 5. Percentage of patients with positive skin prick
test according to clinical manifestation of the disease.
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Figure 6. Percentage of patients with positive family his-
tory of atopy according to clinical manifestation of the dis-
ease.

72

(RAST) in 38%, 19%, and 20% (Fig. 3); increased
eosinophil count per gastrointestinal mucosa bi-
opsy HPF (>20 per HPF) in 25%, 25%, and 27%
(Fig. 4); positive skin prick test in 50%, 25%, and
20% (Fig. 5); and positive family history of atopy in
75%, 44%, and 53% (Fig. 6) of patients with cutane-
ous, gastrointestinal, and both cutaneous and gas-
trointestinal manifestations, respectively.

In all patients, a dietary regimen free from cow’s
milk protein was introduced upon clinical examina-
tion. In one patient with hypersensitivity that mani-
fested with breast-feeding, the mother excluded
cow’s milk from her diet.

Soy to cow’s milk cross-reactivity was found in
10-35% of patients, which is consistent with other

s =
Figure 7. Patient J.M. with gastrointestinal and skin mani-
festations of cow’s milk allergy. Rectal mucosa biopsy: (A)
before dietary therapy, rectal mucosa with increased eosi-
nophil count per high-power field; (B) upon introduction of
dietary therapy, normal histologic picture of rectal mu-
cosa.
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studies (4,10). In our study, nine of 37 patients in
whom soy diet was introduced showed soy hyper-
sensitivity and were switched to a protein
hydrolysate formula. Most of these patients, i.e. 7
out of 9, were under 6 months of age, which is con-
sistent with other literature reports (4). Clinical re-
mission occurred in 37 out of 39 patients and in
some of them remission was also verified by histol-
ogy of the rectal mucosa biopsy (Fig. 7) (11).

In two patients, the diagnosis was confirmed by
provocation test along with rectal mucosa biopsy,
whereby the post-challenge biopsy histology corre-
sponded to hypersensitivity.

DISCUSSION

The prevalence of skin, gastrointestinal, and
both skin and gastrointestinal symptoms in our pa-
tients was consistent with the prevalence found in
other studies (2,12). Although performed in a rela-
tively small number of patients, our study clearly
showed that there were no significant differences
among the three patient groups in any of the param-
eters examined. Since all study patients responded
well to dietary therapy irrespective of the clinical
presentation or type of hypersensitivity, and the
tests used in the study are characterized by quite a
low sensitivity, the clinical response should obvi-
ously be considered crucial for making the diagno-
sis of the disease.

Numerous studies point to the need for a new
criterion for the diagnosis of CMPA, because the
current gold standard, double-blind placebo-con-
trolled food challenge, suffers from some draw-
backs (1,8,13). The procedure is time-consuming
and exhausting, requiring hospitalization and physi-
cian’s surveillance for at least 48 hours. In addition,
allergen challenge is associated with the risk of
life-threatening anaphylactic reaction. Therefore,
we should search for a combination of laboratory
and clinical parameters that may facilitate the
diagnosis of the condition.

Our results also indicate that there is no differ-
ence in the diagnostic procedure according to clini-
cal symptomatology, i.e. to the primary organ sys-
tem of symptom manifestation. In recent literature,
the skin patch test has been described as a valu-
able diagnostic criterion, either independent or in
combination with specific IgE antibodies to cow’s
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milk protein (RAST) (13,14). Since some of these
tests are not always available in our setting, we
should try to reach such results by combining some
other tests.

One of our patients developed allergic reaction
upon breast-feeding. History data showed no other
route of challenge, and the diagnosis was con-
firmed by laboratory tests, histology of gastrointesti-
nal mucosa specimens, and challenge test under
the controlled hospital conditions. The possibility of
cow’s milk protein sensitization via breast-feeding
has been reported, since particular proteins may be
small enough to be excreted in human milk (e.g.,
b-lactoglobulin) (1,2,10,15). However, it seems
more likely that a so-called “hidden nursing bottle”,
with an adequate dose of human milk for primary
challenge and antibody production, must have
crept into the maternity ward. In this case, the
haptens secreted in human milk are adequate to
cause reaction in an already sensitized child.
Therefore, if hypersensitivity is suspected, even in
breast-fed infants, the diagnosis should not be ruled
out on the basis of the absence of challenge. The
possible allergy due to a single or continuous con-
tact with a low amount of allergen should also be
taken into consideration.

The hypoallergenic infant formulas (hydroly-
sates) are used in treatment as well as prevention
of cow’s milk protein allergy (1,8,16,17).
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SUMMARY Allergic contact dermatitis is acute or chronic inflamma-
tory skin disease of allergic etiology, which develops as a result of de-
layed type of hypersensitivity, i.e. type IV reaction according to the
Gell and Coombs classification. In the retrospective study, we re-
viewed medical records of 495 patients diagnosed with allergic con-
tact dermatitis in the 1988-1998 period. The records were obtained
from the Cabinet of Allergology of the Department of Dermatology
and Venerology, Tuzla University Hospital Center. There were 312
women and 183 men, aged between 18 and 60 years. The patients
were divided into 6 groups according to their occupation. Contact
sensitization was established in 295 or 59.6% of them. The type and
frequency of causative agent in allergic contact dermatitis depended
on working environment. Potassium dichromate, a component part of
cement, caused positive reaction in 48% of construction workers
tested, which was significantly more than in the “other occupation”
group, where 14.6% of patients showed positive reaction to potas-
sium dichromate (p<0.001). Formaldehyde, used in leather process-
ing, was the most frequent among the four leading allergens in the
group of shoe workers (13.3%), whereas charcoal tar (used in the
metal processing) was the most frequent allergen in the group of
metal workers (13.9%). Nickel sulfate, potassium dichromate, cobalt
chloride, and urushiol were frequent allergens in the “other occupa-
tion” group, housewives, and textile workers. The listed allergens are
present at large in everyday life as well as in particular occupations.

KEY WORDS allergens; dermatitis, allergic contact; dermatitis,
occupational; hypersensitivity, delayed; nickel

INTRODUCTION

Allergic contact dermatitis is acute or chronic in- Coombs classification). Allergens (hapten+carrier
flammatory skin disease of allergic etiology, which protein), Langerhans’ cells in the epidermis, and
develops as the result of delayed type of hypersen- sensitized T lymphocytes play the main role in the

sitivity (type IV reaction according to the Gell and pathogenesis of the disease. CD4 lymphocytes re-
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lease cytokines that attract other lymphocytes,
macrophages, and leukocytes and activate produc-
tion of soluble factors (macrophage migration inhib-
itory factor — MIF, macrophage-activating factor —
MAF, lymphokines, and chemotactic factors) (1).

Clinical polymorphism is typical for allergic con-
tact dermatitis. In the acute allergic contact dermati-
tis, skin changes most frequently occur on the ex-
posed parts of the body, such as the face, neck,
lower arms, and back of the hands, where erythema
(redness), edema (swelling), papules (inflamma-
tory nodules), vesicles (small blisters), and some-
times bullas (blisters) develop. Chronic allergic con-
tact dermatitis is characterized by dry, slightly infil-
trated skin covered with squames and rhagades.
Itching is present in every phase of the disease.
Acute allergic contact dermatitis resolves after 1-4
weeks, whereas chronic form can last for months or
even years, with periods of relapse depending on
the frequency of skin contact with the allergen (2,3).

Most contact allergens today are chemicals.
Tuzla region is a large industrial area, with diverse
industry, and patients with allergic contact dermati-
tis are frequently seen in everyday dermatological
practice. For example, 10.5-11.5% of the patients
visiting the University Department of Dermatology
and Venerology in Tuzla in the last two years had al-
lergic contact dermatitis. Contact sensitization has
generally increased in the whole world (2-6).

The aims of the study were to determine the
most frequent causative agents in allergic contact
dermatitis and to analyze the relation between indi-
vidual allergens and the working and living environ-
ment in Tuzla area.

MATERIALS AND METHOD

In the retrospective study, we reviewed medical
records of 495 patients with allergic contact derma-
titis in the 1988-1998 period. The records were ob-
tained from the Cabinet of Allergology of the Univer-
sity Department of Dermatology and Venerology,
Tuzla University Hospital Center. There were 312
women and 183 men, aged between 18 and 60
years. The patients were divided into 6 groups ac-
cording to their occupation (Table 1).

Allergologic investigation included assessment
of skin sensitization by use of patch testing with
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Table 1. Patients with allergic contact dermatitis
according to their occupation

Occupation No. of patients
Other occupation* 219
Housewives 91
Metal workers 43
Textile workers 63
Shoe workers 30
Construction workers 49
Total 495

*Other occupation includes clerks, students, teachers, unemployed,
and persons not exposed to highly potent allergens in their everyday
work and living environment.

5

Figure 2. The hand of the same patient (see Fig. 1).
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Table 2. Patients with patch test positive reaction and the most frequent allergens per occupation group

Occupation No. (%) of patients Patch test positive (No., %) Most frequent allergen (%)
Other occupation* 219 (44.2) 134 (61.2) nickel (22.8)

Housewives 91 (18.4) 51 (56.0) nickel (19.8)

Metal workers 43 (8.6) 22 (51.2) cobalt (18.6)

Textile workers 63 (12.7) 40 (63.5) nickel (28.6)

Shoe workers 30 (6.0) 17 (56.0) nickel (30.0)

Construction workers 49 (9.8) 33 (67.3) potassium dichromate (49.0)
Total 495 (100.0) 295 (59.6)

*Other occupation includes clerks, students, teachers, unemployed, and persons not exposed to highly potent allergens in their everyday work and liv-

ing environment.

standard series of allergens, produced by the
Zagreb Immunologic Institute, Zagreb, Croatia.
Patches were placed on the skin of the back, and
the reading was taken after 48 and 72 h; the reac-
tion was scored according to the International Con-
tact Dermatitis Research Group system (2,3). Pa-
tients in the acute phase of the disease were not
tested, but treated until the withdrawal of the symp-
toms (Figs. 1 and 2). Chi-square test was used for
data analysis.

RESULTS

Out of 495 patients with allergic contact dermati-
tis, 219 (119 women and 100 men) belonged to the
“other occupation” group, which included clerks,
students, teachers, unemployed, and other patients
not regularly exposed to highly potent allergens in
their working and living environment (Table 1). Posi-
tive reaction to patch testing with a standard series
of allergens was found in 134 (61.2%) of them. Four
most frequent allergens were nickel sulfate, potas-
sium dichromate, cobalt chloride, and urushiol (Ta-
ble 2, Fig. 3).

Out of 91 women included in the group of house-
wives, 51 (56.0%) were sensitized to the same four

25 4 22.83
20 A
14.61

15 12.33 11.42
10 A

5

0 A T T T

Nickel sulfate Potassium Cobalt chlorid Urushiol
dichromate

Figure 3. Distribution of the most frequent allergens in
the “other occupation” group.

contact allergens as those found in the “other occu-
pation” group (Figs. 3 and 4).

Out of 43 patients in the group of metal workers,
22 (51.2%) had positive patch test reaction. The
most frequent allergens were cobalt chloride, nickel
sulfate, urushiol, and charcoal tar. There were no
positive reactions to potassium dichromate, as op-
posed to “other occupation” group, but sensitization
to charcoal tar was confirmed, which is a frequent
professional allergen in metal workers (Fig. 5).

Out of 63 patients in the group of textile workers,
40 (63.5%) developed patch test positive reaction.
The most frequent allergens in this group of pa-
tients were potassium dichromate, nickel sulfate,
urushiol, and cobalt chloride. There were no statisti-
cally significant differences in the contact sensitiza-
tion between the group of textile workers and “other
occupation” group (Fig. 6).

In the group of 30 shoe workers, 17 (56.0%)
were positive to potassium dichromate, nickel sul-
fate, formaldehyde, and urushiol. Shoe workers are
mostly exposed to these allergens at their work
place. The hypersensitivity to potassium dichroma-

25 - 22.83
19.78

M Housewives

M Other occupations
20 4

15 A

10
5
0

Urushiol

Nickel sulfate  Potassium Cobalt

dichromate chloride

Figure 4. Comparative presentation of four most frequent

allergens in the group of housewives and “other occupa-
tion” group.
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Figure 5. Comparison of four most frequent allergens in
the group of metal workers and “other occupation” group.
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Figure 6. Comparison of four most frequent allergens in
the group of textile workers and “other occupation” group.
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Figure 7. Comparison of four most frequent allergens in
the group of shoe workers and “other occupation” group.

te was significantly higher in the shoe workers
(7.2%) than in the “other occupation” group (Fig. 7).

Sensitization to potassium dichromate, cobalt
chloride, nickel sulfate, and urushiol was estab-
lished in 33 (67.3%) out of 49 construction workers.
There was a significant difference in sensitization to
potassium dichromate between the group of con-
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Figure 8. Comparison of four most frequent allergens in
the group of construction workers and “other occupation”

group.

struction workers and “other occupation” group
(49.0% vs. 14.6%, respectively) (Fig. 8). Potassium
dichromate and cobalt chloride can be found in ce-
ment and other construction materials, which is the
reason why construction workers were significantly
more exposed than other workers to those aller-
gens at their work place (p<0.001).

DISCUSSION

Analysis of the frequent professional allergens
yielded useful information. There is a need for con-
trol of the percentage of workers with hypersensitiv-
ity in the developed industrial area of Tuzla in order
to improve occupational safety and adequate pre-
vention of occupational allergic contact dermatitis.
Our results for the group of shoe workers (13.3%
positive to formaldehyde) point to the need for
better protection during industrial processing of
leather and other materials containing formalde-
hyde, with which shoe workers get in contact.
These findings are in accordance with other studies
(4-6). Wet cement represents a special threat to
workers in construction industry. In highly devel-
oped European countries, sensitization to potas-
sium dichromate is almost nonexistent, because
the technological process of cement production has
become completely closed and iron chloride has
been introduced (6). In Scandinavian countries, for
example, not a single construction worker with al-
lergy to potassium dichromate has been recorded
in the last 10 years. Our results — 67.3% construc-
tion workers with hypersensitivity — point to the
need for improvement of both safety measures at
work and cement production process. In our study,
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nickel sulfate was the most frequent allergen in the
“other occupation” group, group of housewives, tex-
tile and shoe workers, which is in accordance with
other studies (5,6).

CONCLUSION

In the retrospective study, out of 495 patients
with allergic contact dermatitis divided into 6 occu-
pation groups, contact sensitization was estab-
lished in 295 or 59,6% of them. The type and fre-
quency of causative agent in allergic contact der-
matitis depends on working environment. Potas-
sium dichromate, a component part of cement,
caused a positive reaction in 48% of construction
workers tested, which was significantly more than in
the “other occupation” group, where 14.6% of pa-
tients showed positive reaction to potassium
dichromate (p<0.001). Formaldehyde, used in
leather processing, was frequent among the four
leading allergens in the group of shoe workers
(13.3%), whereas charcoal tar (used in metal pro-
cessing) was the most frequent allergen in the
group of metal workers (13.9%). Nickel sulfate, po-
tassium dichromate, cobalt chloride, and urueshiol
were frequent allergens in the “other occupation”
group, housewives, and textile workers. The listed
allergens are present at large in everyday life as
well as in particular occupations. Our results show
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that the continuous monitoring and diagnosis of
contact allergenic dermatitis, especially in occupa-
tions at risk, would provide useful information
indicating the need for change in technological
process of work, as well as for improvement of
safety measures at work.
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Dermatology
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SUMMARY Emollients are agents designed to make the stratum cor-
neum softer and more pliant by increasing its hydration. A large num-
ber of preparations are available today, many of which are marketed
as cosmetic and therapeutic moisturizers. They are the most pre-
scribed products in dermatology. Their structure and function are sur-
prisingly complex and sophisticated, and many are equidistant be-
tween cosmetics and drugs. The use of the emollients corrects the
problems in scaling disorders. It is well known that the electrical prop-
erties of the stratum corneum change after application of an emol-
lient. It is also possible that they have suppressive effects on epider-
mal thickening. Emollients have an anti-inflammatory activity and
also give some transient relief from irritation. In clinical use emollients
are employed as treatments for ichthyoses, xeroderma and disorders
of keratinization, atopic dermatitis, psoriasis, and photodamaged
skin. Emollients of the new millennium include agents that mimic nat-
ural ingredients and function as botanicals, including vitamins,
hydroxy acids, and retinoids. Emollients can cause a few side effects,
such as irritant dermatitis, allergic contact dermatitis, fragrance al-
lergy or allergy to other constituents (preservatives or additives),
stinging, cosmetic acne, and pigmentary disorders. We can conclude
that emollients, continuously evolving to ever more sophisticated
products, are very important in the treatment of different dermatoses.
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INTRODUCTION

It would be very difficult to imagine the practice ~ oped the habit of applying animal or plant oils for

of dermatology or the world of cosmetics without
emollients. The urge to apply different kinds of oil
and grease to the skin may be as old as mankind it-
self. It is certain that the ancient Greeks, and Egyp-
tians before them, applied oils and pleasant smell-
ing fatty concoctions on the skin, but it also seems
likely that even before that early man had devel-
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protection and maybe pleasure. They were cer-
tainly in use as both medicaments and cosmetics
(1-4).

From the records from around 700 BC we
learned that the ancient Greeks used wool fat, an
agent that continued to be extensively used over
following centuries. Petrolatum (petroleum jelly) or
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white soft paraffin of “Vaseline” was originally the
subject of a patent filed by Cheseborough in 1872
(1). This semi-solid distillation derivative of crude
petroleum has been astonishingly successful over
the past 130 years as an emollient and as a constit-
uent of a wide variety of topical products. Emol-
lients, obviously, have a long and honorable history
and remain as important as ever in the manage-
ment of patients with skin disorders (1,5).

Today, emollients are formulated in quite a com-
plex manner. Moreover, it is not only their formula-
tion, but also their effect that is complex (6).

WHAT ARE EMOLLIENTS?

There are different terms for emollients to de-
scribe their different functions. The term most fre-
quently used is “emollients”, followed closely by
“moisturizers”, “lubricants”, and “vanishing creams”.
When employed to carry some active agent to the
skin surface, they are referred to as “bases” or “ve-
hicles”. When sold as cosmetics, emollients often
carry more romantic names, describing a desired
biological activity, such as “revitalizing cream” or
“regenerating milk” (4,7).

When prescribed as treatment adjuncts or, in-
deed, as the main treatment, like for xerodermatous
disorders, emollients should be used frequently
enough to obtain the optimal moisturizing effect (3).

BIOPHYSICAL ACTIONS OF
EMOLLIENTS

The main action of emollients is to occlude the
skin surface and to encourage a build-up of water
within the stratum corneum. Actually, there is an un-
even distribution of water within the stratum corne-
um, with higher concentrations in the deeper seg-
ments near the viable epidermis. The water is held
by the avidity of small molecules as well as by hy-
drogen bonding to some of the protein structures.
The lipids in the intercorneocyte space, and particu-
larly the ceramides, impede the movement of water
through the horny layer. These molecules emanate
from the lamellar bodies in the granular cell layer
and function as alternating electron-dense and
electron-lucent lamellae in the space between the
horn cells. However, the lipids themselves do not in-
fluence the mechanical function of the stratum
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corneum (8). It is the water content of the skin that
controls its biomechanical properties (9).

Desquamation is a fundamental part of epider-
mal biology as itis intimately linked to epidermal cell
production. Furthermore, normal desquamation is
central to barrier function. This, if nothing else, is
the reason why emollients play so important role in
dermatopharmacology (4).

The electrical properties of the stratum corneum
change after application of an emollient due to the
increased amount of water in the corneum; they
have been popular methods for assessing the
hydration of the horny layer (10).

Emollients seem to have antimitotic properties,
anti-inflammatory activity, and antipruritic effects.
They also seem to have some therapeutic activity in
psoriasis and chronic eczematous states, which
suggests the possibility of having suppressive ef-
fect on epidermal thickening. There are two possi-
ble mechanisms of their action. The first one relates
to the observation that emollients promote the heal-
ing of a damaged stratum corneum barrier, and the
improved barrier somehow calms down the highly
active epidermis. The second possibility is that
there is a reduction in prostaglandin synthesis
caused by emollients containing a high proportion
of petrolatum, which is also in some way responsi-
ble for this effect. Whatever the mechanism, the
antimitotic activity seems to have clinical relevance
and should be investigated further (11).

Rubbing an emollient into a sore and inflamed
patch of skin gives symptomatic relief and reduces
the degree of inflammation. How an anti-inflamma-
tory action is actually effected is not clear. One
study did show that petrolatum has inhibitory effect
on prostaglandin synthetase. This bears an impor-
tant implication with regard to the synthesis of
eicosanoid compounds and their involvement in
inflammatory disease (1,12).

Emollients give some transient relief from irrita-
tion, even when the pruritus is unaccompanied by
any visible skin abnormality. At least in the case of
emulsion formulation, some of this effect may be
caused by the skin cooling due to the evaporation of
the water content of the preparation. However, not
all emollients contain water. Other actions may also
be involved, e.g., if petrolatum can inhibit prostaglan-
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din synthetase, maybe other enzymes are inhibited
as well (1).

CONSTITUENTS OF EMOLLIENTS

Lipids

Naturally occurring skin lipids and sterols are of-
ten added to moisturizers. In the correct propor-
tions, these agents can help promote repair of cuta-
neous barrier function. In the wrong proportions,
they can delay repair. Lipids (fats, waxes, and oils)
are the essential components of emollients. They
provide an impervious layer on the skin surface and
prevent the flow of water through the skin and thus
transepidermal water loss. The water unable to
evaporate from the surface becomes trapped within
the stratum corneum and profoundly alters the
properties of that structure. The lipids used may be
derived from animal fats of one sort or another, veg-
etables, minerals, or may be entirely synthetic in or-
igin. Whatever the type of lipid use overall, lipids
usually account for 20-40% weight of the entire
formulation (13).

Animal lipids. Although animal fats were used as
emollients in the past, they now have no place in the
formulation of emollients. They consist predomi-
nantly of fully saturated triglycerides and are inele-
gant cosmetically (1).

Lanolins. Wool grease (or wax) has retained an
important place in the formulation of emollients over
the past 2 to 3 millennia. Lanolin is extremely com-
plex, composed of esters, high molecular weight
diesters, hydroxyesters, lanolin alcohols, and lano-
lin acids as well as hydrocarbons. Physically, it is a
two-phase system with a liquid-lanolin oil compo-
nent and a solid lanolin wax fraction. The liquid frac-
tion contains more esters of lower molecular
weight. Many studies have demonstrated that ei-
ther hydrous lanolin or creamier preparations con-
taining emulsions of lanolin are effective in the relief
of xerotic skin through the restoration of perturbed
barrier function: lanolin preparations are also help-
ful in wound healing. They are generally well
accepted as excellent lubricants for the skin (14).

Petrolatum. Petrolatum is also known as white
(or yellow when less refined) soft paraffin of Petro-
latum jelly and is obtained by the distillation of min-
eral oils. Petrolatum was introduced in the 1870s as
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a wonder ingredient for the treatment of chapped
hands and became popular because of its resis-
tance to rancidity. Petrolatum is usually employed
as the “gold standard” in comparative tests of the
ability of emollients to reduce transepidermal water
loss (15). Kligman (16) showed that apart from their
emollient, soothing, and smoothing characteristics,
petrolatum-containing emollients have significant
UVR protection properties. The petrolatum prepa-
rations did have a sunscreen effect but it amounted
only to an SPF of 2 (1,16).

Vegetable lipids. These “naturals” have been in-
creasingly popular over the past two or three de-
cades, partially because of a fashionable underly-
ing premise that everything natural is good. Some
vegetable lipids may possess special and useful
properties, particularly those containing a signifi-
cant proportion of unsaturated fatty acids. Vegeta-
ble oils that have been used include sunflower seed
oil, grape seed oil, walnut oil, avocado oil, palm oil,
and corn oil. Cocoa butter, candelilla wax, and
cornuba wax are semisolid vegetable lipids that are
sometimes employed. Cocoa butter is notorious for
its propensity to cause “cosmetic acne” (17). Vege-
table oils often have a distinctive aroma, which may
be a disadvantage. Some oils contain allergens and
cause sensitization (e.g., peanut oil and arachis oil)

(1).

Synthetic lipids. Most lipid constituents used in
modern formulations are synthetic because they
have been chemically modified in some way and
can hardly be described as pure natural products.
Among the oldest of the synthetic lipids are the sili-
cone oils, such as the dimethyl, polysiloxanes, and
silicone glycol copolymers (1).

Humectants

These are substances added to emollient for-
mulations to attract water into the stratum corneum.
The humectants accumulate within the stratum
corneum and attract moisture from the dermis, not
from the environment. A major and very popular
humectant in cosmetic products is glycerin, which
has been in use for more than 50 years. Glycerin
seems to maintain the osmolarity of the intracellular
environment and liquid crystalline structure of
membranes. It is usually employed at concentra-
tions of 2-10%, but increased benefit has been
claimed for preparations containing higher concen-
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trations. Another important humectant is “Natural
Moisturizing Factor” (NMF), which consists of
amino acids, Pyrolidone Carboxylic Acid, urocanic
acid, urea, lactic acid, and citrates. NMF accounts
for 20-30% dry weight of the stratum corneum.
These materials are extremely hygroscopic and im-
portant in maintaining a watery milieu in the upper
part of the horny layer, enabling the proteases to
cleave the desmosomal contacts. Lactic acid is an
alpha-hydroxy acid and its benefits stem from its
keratolytic effects. It has been found to increase
ceramide levels within the stratum corneum. Lactic
acid-containing cream also improves skin rough-
ness, dyspigmentation, and sallowness in patients
with photodamaged skin, although these effects
could be assigned to its humectant properties (2).

Other agents classified as humectant, including
sorbitol, dibutylphthalate, and ethoxylated glucose,
are sometimes included in formulae (13).

Emulsifying Agents

The large majority of emollient formulations con-
tain emulsions — usually oil in water, sometimes wa-
ter in oil, and sometimes double and even ftriple
emulsions are put together by very clever formula-
tions. Emulsifying agents permit the formulation of
such emulsions and ensure their continued stability
(1). The exact emulsifier used depends on the oil in
the emulsion. A mixture of hydrophilic and hydro-
phobic surfactants in often employed, and a deter-
gent emulsifying agent that prevents aggregation
and clouding. However, they tend to irritate the skin.
A new category of surfactants that shows less ten-
dency to cause irritation is the polymeric surfacta-
nts, e.g., ethoxylated dipoly-hydroxy-stearic acid (4).

Preservatives

Preservatives are also known as biocides,
antimicrobial agents, or disinfectants. Essentially,
they are agents that kill microbes and prevent colo-
nization of topical formulations. Preservatives are
essential in any lotion or cream formulation, espe-
cially those containing water. The system must be
protected from microbiological contamination dur-
ing manufacture and after it is opened and exposed
to contamination by being used. The agents used
as preservatives are parabens (methylparaben-
propylparaben combination) formaldehyde donors
(e.g., quaternium-15 and 3’-demothoxy-30-deme-
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thylmatairesinol hydantoin), chelating agent (e.g.,
etylenediaminetetraacetic /EDTA/), methylisothia-
zolinone, and methylchloroisothiazolinone (12).

Other Ingredients

Bland agents (fillers), such as starch, gelatin,
talc, and the pectinates, alter the thickness and rhe-
ological properties of formulations and sometimes
they are added to the formulation. Sunscreens re-
duce the possibility of chronic photodamage. Fra-
grances are always added to emollient formulations
and present in all topical products to mask the natu-
ral odors of their contents. Unfortunately, they are
the most common offenders in producing an allergic
contact dermatitis. Colorants are also complex, but
not as much as fragrances, and give rise to adverse
reactions less often (1).

Active Ingredients

These include agents for the treatment of photo-
damage, such as retinol, ascorbic acid, ceramides,
hyaluronic acid, alpha hydroxy acids (AHAs), and
vitamins. Retinoids can reduce some of the stig-
mata of photodamaged skin. AHAs have been
shown to exfoliate and act as humectants. Vitamins
have a role in protection from oxygen radicals pro-
duced by exogenous (e.g., UV light) and endoge-
nous (e.g., inflammation) factors. When topically
applied, vitamins can reduce cellular injury caused
by these harmful insults (12).

EMOLLIENTS IN CLINICAL USE

The emollients have found very many uses as
monotherapies or treatment adjuncts for diseased
skin as well as prophylactic agents. They are em-
ployed for more than one purpose, like in eczema,
where they reduce itching and scaling and have the
cosmetic function of making the affected site look
better (7,18,19).

Atopic Dermatitis

Atopic dermatitis is one of the greatest thera-
peutic challenges for dermatologists. During remis-
sion periods, the regular use of topical basis ther-
apy that consists of drug-free water-in-oil moistur-
izer can decrease relapses and severity. Emollients
help these patients because of their anti-inflamma-
tory effect and give some temporary relief from the
characteristic itch (20,21).
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Psoriasis

In psoriasis, moisturizers can be used as
adjuvant therapy with corticosteroids. In photothe-
rapy, moisturizers can improve efficacy and may
have a protective component against damage by
UVA light. Whatever agents chosen, topically ap-
plied anthralin, calcipotriol, tazarotene or cortico-
steroids, or systemic therapy with methotrexate or
cyclosporine, emollients are necessary adjuvant
treatments for them all. They are especially impor-
tant when oral retinoids are given due uncomfort-
able skin dryness and itchiness (12,22). It is likely
that emollients can improve psoriasis in somewhat
more fundamental ways. Experiments have shown
that petrolatum reduces the mitotic activity of the
stimulated epidermis, but how this antimitotic
activity is mediated is still uncertain (2).

Ichthyosis, Xeroderma, and Disorders
of Keratinization

All patients with ichthyotic or xerodermatous dis-
orders need to take particular care while bathing
and where possible in modulating the humidity of
their environment. When used regularly, moisturiz-
ers make the affected skin feel less itchy and more
comfortable. In addition, scaling decreases and the
skin looks and feels smoother. The improvement
may be the result of rapid dissolution of desmo-
somal bonds by activation of the stratum corneum
chymotryptic enzyme when there is sufficient mois-
ture. The use of urea for skin disorders can be
traced back to Babylonian times. It was certainly
widely used for infected wounds and inflammatory
disorders. Inclusion of urea (5-10%) in the formula-
tion seems to improve the clinical efficacy of the
treatment of ichthyosis, xerotic disorders, and pityri-
asis rubra pilaris (23,24). Glycerin is an extremely
popular additive to emollients and has excellent
characteristics (4,25).

Other Inflammatory Disorders

Radiotherapy can result in unpleasant burns,
and adequate use of emollients can improve the
discomfort and decrease the inflammation. It
should be routinely used in patients undergoing this
treatment. Because of their generally soothing
qualities, emollients are useful after all types of in-
flammatory dermatoses (e.g., adverse reactions to
drugs or sunburns) (12).

84

Acta Dermatovenerol Croat
2003;11(2):80-87

Use of Emollients with Topical
Retinoids and Other Irritants

Topical retinoids have an unfortunate tendency
to cause skin irritation. Therefore, topical retinoids
are usually applied at night, whereas emollients
should be applied to the treated areas as often as
needed during the day. The same applies to treat-
ment with benzoyl peroxide preparations for acne,
as these can also cause significantirritation (7,26).

Wound Healing

Ointments have a beneficial effect on the pro-
cesses of epidermal migration and regeneration.
There is considerable body of evidence that the rate
of re-epithelization increases with the use of emol-
lients. Angiogenesis also seems to be increased
and scar formation is decreased (1,27).

Prevention of Dermatitis

It was shown that normal undamaged skin has
enhanced barrier function after use of emollients. A
number of studies have demonstrated that the use
of emollients reduces the severity of skin irritation
from detergents. Various moisturizers considerably
reduced the increased transepidermal water loss
from the skin exposed to dishwashing detergent in
volunteer subjects, as compared with controls
whose skin was not emollient-treated but was de-
tergent-treated. Also, prolonged hydration of the
stratum corneum may actually make it more perme-
able and susceptible to environmental trauma. This
applies both to the prolonged use of rubber gloves
and the use of moisturizers (4).

Chronic Photodamage

Judicious use of emollients will reduce the ap-
pearance of the fine lines and wrinkles of
photodamaged skin by moisturizing the upper stra-
tum corneum and making it swell and flatten. This
“irons out” the fine lines, making the skin smoother
and less “craggy” (28).

Thermal Protection

Water free ointments protect facial skin against
frostbite (29). Also, painful cracks that develop in
the brittle stratum corneum in conditions of low tem-
perature and low relative humidity can be prevented
by frequent use of emollients (30). These prepara-
tions also provide some protection for the skin
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against external environmental trauma, such as
cold wind, solar UVR, and atmospheric pollutants
(31,32).

Emollients in Newborns

Preterm infants have an immature stratum cor-
neum and relatively inefficient barrier function. Ap-
plication of emollients decreases the transepider-
mal water loss and reduces skin infection in the
newborn (33).

Extracorporeal Shock Wave Lithotripsy

Petrolatum emollient is used as a skin contact
medium for the ultrasound shock wave from an
extracorporeal lithotriptor used to fragment renal
stones (1).

Emollients as Cosmetics

Moisturizers are the basis of foundation creams,
nourishing creams, hand creams, repair creams,
night creams, cleansing creams, and numerous
other preparations. They produce some swelling in
the horny layer, resulting in flattening of the skin sur-
face features, so that the skin looks and feels
smoother (4).

ADVERSE EFFECTS FROM THE USE OF
EMOLLIENTS

Emollients are for the most part blameless and
benign agents causing few side effects. Vast
amounts of emollients are used on a daily basis
and, unlike most other therapeutic agents, are re-
sponsible for very few problems (34).

Irritant Dermatitis

Primary irritant dermatitis is the most common
type of contact dermatitis in general population. The
dermatitis occurs where the emollient is applied.
Thus, with products used as part of a treatment reg-
imen, the rash may occur predominantly on the
trunk, hands, and limbs. By definition, primary irri-
tant dermatitis affects a large proportion of the indi-
viduals who use the product. Nonetheless, it can be
difficult to recognize. Irritant responses may be the
result of several irritant substances of a low degree
of irritation working together rather than just one
maijor toxic substance (35).
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Diagnosis will depend on good “detective work”
and identification of the irritating ingredients. In gen-
eral terms, dark skinned individuals are less often
affected by primary irritant dermatitis (36). Propyl-
ene glycol is a frequent constituent of creams be-
cause of its excellent solvent properties, but it be-
comes irritating in more than 15% in the final for-
mula. Other emulsifying agents that stabilize cream
formulation are sodium lauryl sulphate and deter-
gents. Also, wool wax alcohols, the preservative
benzalconium, chloride, some free fatty acids, e.qg.,
oleic acid and polyethylene glycol stearates, are
other substances that may cause irritation (20,36).

Allergic Contact Dermatitis

Allergic contact dermatitis (ACD) is the most fre-
quent adverse side effect due to cosmetics in gen-
eral and emollients in particular. ACD may arise be-
cause of a pre-existing allergy to one of the constit-
uents or the subject may become sensitized solely
due to the use of the emollient in question. The
usual groups of chemical agents to which sensitivity
develops are fragrances, preservatives, and emul-
sifiers. Sometimes the sensitizer is a fundamental
part of the emollient, such as lanolin or propylene
glycol, but this is less common (37).

Fragrance Allergy

Fragrances are the most frequent cause of “cos-
metic allergy”. Fragrances are universal in topical
products. Even when labeled “fragrance free”, topi-
cals have recently been found to contain some fra-
grance to mask the “natural” odor of the other con-
stituents. “Fragrance mixes” containing the com-
monest fragrance allergens are much more predic-
tive (38,39).

Allergy to Other Constituents

Preservatives are sometimes responsible for al-
lergic contact dermatitis. Colorants are also occa-
sional sensitizers, although paraphenylenediamine
and azo dyes, once common culprits, are not so
much in use today (34).

Stinging

There are some substances that have the an-
noying ability to cause a sensation of stinging when
applied to the face. There is no visible sign of irrita-
tion when this happens and no changes can be de-
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tected in any of the physiological variables, such as
blood flow and transepidermal water loss (32).

Cosmetic Acne

Some substances, when applied topically, have
the unfortunate tendency to cause comedones and
sometimes the inflamed lesions of acne. They
seem to do this by irritating the epithelium at the
mouth of the follicle. This adverse side effect is
much more frequently seen in individuals in the
“acne age group”. Formulations containing tar prod-
ucts are notorious for inducing an acneiform
folliculitis, but these are not usually found in emol-
lients. The major “comedogens” or “acneigens” are
cocoa butter and its derivatives, petrolatum and
other mineral oil substances, isopalmitate, isopro-
pyl myristate, and their various analogues (17).

Miscellaneous Adverse Reactions

Pigmentary disturbances are uncommon conse-
quence of the use of cosmetics. Hyperpigmented
areas on the neck were not uncommon result of a
photosensitivity response to 5-methoxypsoralen in
Bergamot oil, which was a fragrance constituent of
“eau do cologne” (34). Depigmentation is a rare re-
sult of cosmetic usage — the cosmetic industry is
mostly looking for agents to make the skin less pig-
mented (34). Oleogranulomatous inflammatory re-
sponse can occur in lymph nodes draining areas of
skin treated with emollients in a patient with an un-
usual form of ichthyosis called Netherton syndrome
(40).
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Congress Secretariat:

Department of Dermatology and Venerology, Zagreb University Hospital Center, Salata 4, 10000 Zagreb, Croatia;
Phone/Fax: +385-1-4920-014; +385-1-4552-333/128; e-mail: jasna.lipozencic@zg.tel.hr, www.cybermed.hr/3dermkh

Scientific Information:

The Scientific Program consists primarily of Plenary lectures and lectures, Satellite Symposia, Free Communications
and Posters. The general theme of the Congress are highlights in local therapy in dermatovenerology. A number of
distinguished scientists have been asked to present their lectures related to the main Congress topic. The time allot-
ted for each presentation is 8-20 minutes.

Technical information for presentations:
Slide Reception/Preview Desk will be located near by Congress Hall

For presenters giving a lecture or oral presentation with slides, a slide reception and preview desk is available during
the Congress hours. Speakers are kindly requested to hand in their slides at least one hour before the beginning of
this session. Slides 5x5 cm must be fitted in the plastic frames. Specialized personnel will check the order of the
slides together with the speaker, seal and label the carrousel and take it to the Meeting room. Double projection will
be provided in all sessions. LCD projection will be provided in Congress hall.

If you are a Chairman

- Please be at your session room 10 minutes prior to commencement of the session. We would like to remind you
that time allotted for presentation is:

+ 15-20 minutes for plenary
» 8- 15 minutes for other lectures

+ You are kindly requested to make sure that speakers strictly adhere to the time scheduled.

If you are Speaker
- Please be certain that the length to your lecture/oral presentation stays within the allotted time given in Scientific
Program. We remind you that you should turn in your slides at least one hour before the commencement of the ses-
sion. You must collect your slides from the slide reception immediately after the end of the session. Please follow
the time schedule for your presentation.
Instructions for PC
- Congress Hall will be fully equipped with the necessary equipment for presentation through PC. Speakers are
kindly requested to bring their diskette or CD Rom with their presentation.
Technical equipment:
+ Single slide projection (carusell 24x36), double slide projection (carusell 24x36), overhead projection, LCD projec-
tion (PC Power Point).
Posters & Meeting Hall

+ All posters will be on display for the entire duration of the Meeting. Each poster board is 1 meter wide x 1,50 meters
high. Each board will be labeled with your poster presentation number, which is assigned to you (refer to your per-
sonal letter).

- Material for mounting posters (double-sided Scotch tape) will be available at the Congress Secretariat.
Poster mounting and removal schedule:

» Mounting: Thursday, May 29, 2003, between 8,00 - 19,00

* Removal: Saturday, May 31, 2003, between 16.00 - 18.00

- Poster Award for the best three posters, Saturday, May 31, 2003 at 17.00
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SCIENTIFIC CONGRESS PROGRAM

Thursday, May 29, 2003.

14,00-20,00 Registration at the Registration Desk in front the Reception of the Hotel Jezero

Poster set up in the Exhibition area

MAIN CONGRESS HALL HOTEL JEZERO

17,30-17,45 Opening Ceremony in the Congress Hall

Welcome: J. Lipozenci¢, President of the Croatian Dermatovenerological Society of
the Croatian Medical Association and Congress President

Welcome: L. E. Millikan, Secretary and Treasurer General of the International
Academy of Cosmetic Dermatology

Short video program about the National Park Plitvice on the occasion
of the Opening Ceremony

17,45-19,00 PLENARY LECTURES

17,45-18,00 I. Dobri¢, S. Murat-Susic: Basic principles of local therapy in dermatovenerology (O 1)
18,00-18,20 A. Kapp: Guidance on using tacrolimus in day practice (02)

18,20-18,40 H. P. M. Gollnick: Pathogenesis and current global treatment strategies for acne -
recommendations of the global alliance to improve outcomes in acne (03)

18,40-19,00 M. Ramos-e-Silva: Ethnic skins and their management (04)

19,00-20,00 Satellite symposium OKTAL PHARMA
Hair and scalp problems
V. Sibaud: Androgenetic alopecia and hair follicle growth - an update
M. Skerlev: Microbiological background, pathogenesis and treatment of dandruff
Importance of cosmetic dermatology

A. Stanimirovi¢: Cosmetic dermatology: instead of cosmetics or better of cosmetic
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20,00-22,00 Welcome reception

Friday, May 30, 2003.

8,00-20,00 Registration at the Registration Desk in front of the Reception of the Hotel Jezero

MAIN CONGRESS HALL HOTEL JEZERO

1. THE ROLE OF LOCAL TREATMENT IN DERMATOLOGY

08,45-10,45

Chairpersons: H. Nakayama, M. Ramos-e-Silva, R. Wolf, V. Milavec-Pureti¢

08,45-09,00 V. Milavec-Pureti¢, I. Lakos-Juki¢: Optimization of the topical therapy in
dermatology (O 5)

09,00-09,15  S. Murat-Susié¢, K. Husar: Neonatal and infant skin care (O 6)

09,15-09,30 I. Nola, K. Kostovi¢, L. Kotrulja, L. Lugovié: Emollients as sophisticated therapy in
dermatology (O 7)

09,30-09,50 R. Wolf, H. Matz, E. Orion: Sunscreens — the ultimate cosmetic (O 8)
09,50-10,00  J. Lipozengié: What’s new in topical therapy? (O 9)

10,00-10,15  C. R. Celebi: The project of consumer attitudes on cosmetic products and
applications in Balkanian countries (O 10)

10,15-10,30 M. Ramos-e-Silva: Photoaging — myths and facts (O 11)
10,30-10,45  Discussion

10,45-11,00 Coffee break

11,00-12,00 Satellite symposium SPIRIG
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M. Gloor: Update on extemporaneous prescriptions in dermatology (S 1)
P. Huber: Quality management in extemporaneous prescriptions

12,00-14,00 Lunch time and poster viewing
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2. THERAPY OF INFLAMMATORY SKIN DISEASES

14,00-16,00
Chairpersons: J. Ring, A. Kapp, A. Pasi¢, G. Trevisan, J. Lipozen¢ié

14,00-14,20  J. Ring, U. Darsow: New approaches in treatment of atopic eczema (O 12)

14.20-14.35 l. Lawrence: Three studies in pediatric and adult patients demonstrate that tacrolimus
ointment is safe and effective in the treatment of atopic dermatitis (O 13)

14,35-14,50 F. Kokelj, G. Trevisan: UV combined therapy in psoriasis (O 14)

14,50-15,05 V. Kuzmanovska, L. Biserkoska-Atanasovska: A new combination in local
treatment for psoriasis vulgaris (O 15)

15,05-15,15  P. Vrzogié¢, A. Pasi¢, T. Podobnik-Taka¢, J. Lipozencié: Psoriasis vulgaris et
arthritis psoriatica gravis mutilans — case report (O 16)

15,15-15,30  Z. Jukié, V. Barisié-Drusko, I. Ruéevi¢, N. Susti¢, D. Biljan, A. Ageel, R. Vukadin:
Local therapy of psoriasis vulgaris — historical review (O 17)

15,30-15,45 A. Pasié, R. Ceovié, D. Hrsan: The light in the treatment of dermatoses (O 18)
15,45-16,00 Discussion

16,00-17,00 Satellite symposium VICHY

Improving our Knowledge of Healthy Skin: UV-Induced Skin Damage
and Public Awareness of Photoprotection

|. Bartenjev: The importance of photoprotection

A. Bakija-Konsuo, Z. Bukvi¢-Mokos, M. Kastelan, L. Prpi¢-Massari, |. Sjerobabski-
Masnec, L. Stojanovié, B. Zgavec: Educating people about the harmful effects of the
sun and the importance of photoprotection: Results of the “Sun Prevention Center”
campaign

17,00-17,30 Coffee break

3. TREATMENT OF VIRAL, BACTERIAL, PARASITIC DISEASES AND
SEXUALY TRANSMITTED INFECTIONS

17,30-19,00
Chairpersons: A. Horvath, A. Stary, M. Waugh, M. Situm, V. Heghyi
17,30-17,50  A. Horvath, K. Nagy: Unusual cases of immunodermatologic diseases:

retroviral background? (O 19)
17,50-18,05 M. Waugh: Syphilis in Europe setting the scene (O 20)
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19,

94

18,05-18,20

18,20-18,35
18,35-18,45
18,45-19,00
00-20,00

20,30-

R. Wolf, H. Matz, E. Orion: Scabies: The diagnosis of atypical cases and their
treatment (O 21)

A. Stary: Antibiotic resistance in gonococcal infection (O 22)

M. Potocnik: Side effects of different treatment methods for anogenital warts (O 23)
Discussion

Satellite symposium BELUPO

Itrac 3 in Dermatology

M. Skerlev: The novel treatment strategies — significance of Itraconazole

Gala Dinner with live music

Saturday, May 31, 2003.

MAIN CONGRESS HALL HOTEL JEZERO

4. TREATMENTS AND MISTREATMENTS IN COSMETOLOGY

09,00-12,30

Chairpersons: H. P. M. Gollnick, A. Basta-Juzbasi¢, A. D. Katsambas, L. Oremovi¢, F. Gruber

09,00-09,20
09,20-09,40
09,40-09,55
09,55-10,10

10,10-10,25

10,25-10,40

10,40-11,00
11,00-11,10

11,10-11,20

H. Nakayama: Melasma : Its causation and treatment (O 24)
A. D. Katsambas: Topical corticosteroids old and new guidelines (O 25)
A. Basta-Juzbasi¢: Pro et contra topical corticosteroids on the face (O 26)

S. Ljubojevi¢, J. Lipozenci¢, A. Basta-Juzbasic, V. Milavec-Pureti¢: Contact
sensitivity in facial dermatitis (O 27)

L. Oremovié, I. Sjerobabski-Masnec, L. Lugovi¢, G. Novak Bili¢: Cosmetics and
acne vulgaris (O 28)

N. Arslanagié, R. Arslanagic¢: Side effects of local glucocorticosteroid therapy on
the skin of the face (O 29)

V. Hegyi, L. Hegyiva: Laser in dermatology — past, present and future (O 30)

l. Sjerobabski Masnec, L. Oremovié, L. Kotrulja, I. Nola, J. Mestrovié-Stefekov:
Mistreatment in acne therapy — a case report (O 31)

N. Puizina-lvi¢, T. Stipi¢, A. Carija, S. Perié-Susak, V. Gotovac: Peelings of ageing
skin: what’'s new? (O 32)
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11,20-11,35
11,35-11,50
11,50-12,10
12,10-12,20

12,20-12,30

12,30-13,30

13,30-14,00

14,00-15,00

15,00-16,00

|. Bartenjev: Laser in dermatology (O 33)
M. Situm: Approach to dermatosurgery in Croatia (O 34)
L. E. Millikan: Surgical treatment-cosmetic (O 35)

Discussion

Coffee break

Satellite symposium URIAGE-Formasana
Atopic dermatitis and skin care

J. Lipozenci¢: Etiopathogenesis of atopic dermatitis — the phenomenon of dry and
irritable skin

S. Murat-Susié: Treatment and skin care of patients with atopic dermatitis

S. Skrinjar: URIAGE products in skincare of dry and atopic skin

ANNUAL MEETING OF THE CROATIAN DERMATOVENEROLOGICAL SOCIETY

Lunch time and poster reviewing

Satellite symposium BEIERSDORF
New Scar Reducer Therapy
B. Marinovi¢: Common scars and keloids

J. Lipozeng¢ié: Hansaplast — scar reducer in prevention of keloids

5. TREATMENTS AND MISTREATMENTS IN DERMATOMYCOLOGY

16,00-17,00

Chairpersons: M. Skerlev, A. Prohié¢, V. BariSi¢-Drusko, N. Arslanagi¢

16,00-16,20
16,20-16,30
16,30-16,40

16,40-16,50

M. Skerlev: The appropriate and inappropriate treatment of dermatomycoses (O 36)
A. Prohi¢, M. Kantor: Tinea incognita caused by Trichophyton verrucosum (O 37)

J. Rados, M. Skerlev, D. Celi¢, I. Dobri¢: What do we really know about tinea
incognita? — a case report (O 38)

D. Biljan, V. BariSi¢-Drusko, Z. Jukié, N. Susti¢, I. Ruéevié, R. Vukadin, A. Ageel:
Clinical experience with promogran (O 39)
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16,50-17,00 Discussion
17,00-17,15

dedicated to topical therapy
17,15

Closing Cocktail

Posters:
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T. Batinac, J. Lipozenci¢, G. Zamolo, F.
Gruber, A. Stasic, M. Lenkovi¢: P53 and Ki-67
in proliferative skin diseases

I. Kuljanac, E. Knezevié¢, H. Cvitanovi¢: Ery-
thema annulare centrifugum (a case report)

I. Kuljanac, E. Knezevi¢, H. Cvitanovi¢: Li-
chen planus linearis — a case report

J. Lipozenci¢, D. Bobek, V. Milavec-Puretic,
J. Jakié-Razumovi¢, A. Basta-Juzbasi¢, S.
Ljubojevié: Expression of CD30+ and CD45+
RO in atopic dermatitis lesions

L. Lugovié, J. Lipozenci¢: Mixed and pure
atopic dermatitis

. Manola, S. Ljubojevi¢, J. Lipozencié, N.
PustiSek: Nevus commedonicus — a case re-
port and review of therapeutical approach

S. Simeonova, V. Lazarevic, L. Biserkoska-
Anasovska, M. Nikolovska: Complications in
tattooing with different approach to healing

M. Situm, Z. Buéan, S. Levanat: Gorlin’s syn-
drome and therapeuthical possibilities

9.

10.

1.

12.

13.

14.

15.
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N. Sijer¢ié, F. Gruber, M. Situm: Poster award for the best three posters

J. Lipozengié: Final Conclusion and Closing Ceremony

M. Situm, Z. Buéan, K. Kostovié, D. Stulhofer
Buzina: Congenital giant nevus — therapeutic
approach

I.Vuksi¢, N. Puizina-lvi¢, D. Marasovi¢, D.
Andelinovi¢, T. Stipi¢, D. Pezelj, G. Paviéic,
V. Gotovac, A. Carija, S. Perié-Susak: The ef-
ficacy of table sugar in treatment of venous ul-
cers

K. Kostovi¢, Z. Buéan, I. Nola, N. Troskot:
Vitiligo - new approaches in phototherapy

I. Rucevi¢, V. Barisi¢-Drusko, D. Biljan, Z.
Jukié, N. Susti¢, R. Vukadin, A. Ageel:
Convatec in local therapy — a case report

J. Mestrovié-Stefekov, M. Situm, B. Marinovié,
G. Novak-Bili¢, L. Kotrulja, I. Nola: Therapeu-
tic difficulties in diagnosis of pemphigus folia-
ceus

G. Novak-Bili¢, M. Situm, A. Soldo-Belic, J.
Mestrovié-Stefekov, L. Kotrulja, L. Lugovié:
Vasculitis with mutilation: part of leprosy clinical
findings?

L. Kotrulja, L. Oremovié, |. Sjerobabski
Masnec, M. Situm, M. Vurnek, Z. Buéan, M.
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Tadinac Babié, N. Joki¢ Begi¢, R. Gregurek: 17. J. Lipozen¢i¢, S. Ljubojevié, N. Pustisek, T.
Correlation between quality of life and psycho- Batinac: Erythromelalgia provoked by influ-
logical impact of patients in acne vulgaris enza vaccine

16. H. Cvitanovi¢, E. Knezevi¢, I. Kuljanac: Der- 18. A. Smeh-Skrbin, I. Dobri¢, G. Krnjevi¢-Pezic¢,
matomycoses in Karlovac county 1995-2002 P. Vrzogi¢: Naphthalan in the treatment of
patients with atopic dermatitis (neurodermitis)

Main Sponsor:

Belupo - lijekovi i kozmetika d.o.0., Koprivnica, Ulica Grada Vukovara 14, 10 000 Zagreb

Sponsors:

Oktal Pharma, Utinjska 40, 10 020 Zagreb

Beiersdorf Medical d.o.o., Krizna 18, 10000 Zagreb

Vichy, Stozenska 2, 1113 Ljubljana, Slovenia

Schering-Plough, Central East AG, Trg Drazena Petrovi¢a, 10 000 Zagreb
Formasana, llica 100, 10000 Zagreb

Spirig Adria, d.d., Mirkovecka 11, 10000 Zagreb

Exhibitors:
A&B Nova Derm d.o.o.
Beiersdorf Oktal Pharma
Belupo Procter&Gamble d.o.o.
Euroestetic centar Remedia
Farmacija Schering AG
Formasana Schering Plough
F. Hoffmann-la Roche Spirig
Grafomedika Val-med
Jaka 80 Vichy
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Active participants are from:

1. Austria

Bosnia and Herzegovina
Brazil

Croatia

Germany

Greece

France

Hungary

© ® N o g &~ 8N

Italy
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10. Israel

11. Japan

12. Macedonia

13. Slovakia

14. Slovenia

15. United Kingdom

16. United States of America

17. Turkey

WHY PLITVICE LAKES NATIONAL PARK AS A CONGRESS VENUE?

Plitvice Lakes National Park, in the heart of Croatia,
consists of 16 beautiful blue-green lakes, linked by a se-
ries of waterfalls and cascades forming a chain through
a wooded valley. Over thousands of years, the waters
that flow through this area have passed over limestone
and chalk, creating deposits, which form natural barriers
between the lakes. The lakes range in height from
Proscansko Jezero at 636.6m (1,746 ft) above sea level,
to the lowest Kaludjerovac at 505.2m (1,386 ft), and in
surface area from 81 hectares (33 acres) to one hectare
(2.5 acres). Aside from the beauty of the Plitvice Lakes,
which offer a great opportunity for hiking, boating, and
other activities, there are deer, wild boar, wild cats, small
game, and many kinds of birds. The waters are rich in
trout. Hunting, fishing, and swimming are not allowed.

In April 1949, a Code was brought into force declar-
ing the Plitvice Lakes a Natural Park, as the area of spe-
cial natural beauty. The organization of United Nations,
ie, UNESCO office, recognized the exceptional natural
uniqueness of area and included the Plitvice Lakes in
1979 among the World’s cultural and natural inheri-
tance, as a special value not only for us, but for the whole
mankind. The Plitvice Lakes National park is a member
of the Natural parks Federation and European Parks of
Nature.

Join us at Plitvice, at the International Congress “Top-
ical procedures, innovations and mistreatments”, a sci-
entific meeting which is to be held in hotel “Jezero”. It will
be scientific and travel experience to be treasured for-
ever.

Website: www.np-plitice.tel.hr
E-mail: np-plitvice@np-plitvice.tel-hr

How to Reach Plitvice Lakes National Park?
By air

There are frequent direct flights to all important Euro-
pean cities from Zagreb International airport “Pleso”.
The transportation from Zagreb to Plitvice will be orga-
nized on May 29, 2003, at 9 a.m, and departure on May
31,2003, at 12 p.m.

By car

The Lakes are located in the area of Southeast Eu-
rope, in part of Croatia where we go from northern flat
land towards a bit more elevated karsted mountain area.
The road going through Zagreb and then continuing to-
wards central and southern section of the Adriatic, brings
us to the Plitvice
Lakes, as well as
the roads from
Kvarner, Gorski
Kotar, Slovenia,
and neighbor-
ing Bosnia and
Herzegovina,
connecting west
and east, or
south and north
parts of Croatia.
There is about ITALY
50  kilometers
from Zagreb to
Plitvice. There is
also regular bus
transportation
from Zagreb to
Plitvice.
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BOOK OF ABSTRACTS

ORAL PRESENTATIONS
PLENARY LECTURES

o1

BASIC PRINCIPLES OF LOCAL THERAPY IN
DERMATOVENEROLOGY

|. Dobri¢, S. Murat-Susi¢

Department of Dermatology and Venerology, Zagreb Univer-
sity Hospital Center, Zagreb, Croatia

Systemic drugs are rarely used as the only form
of treatment for skin diseases. Most cases require a
combination of modalities, i.e. a kind of therapy that
includes both systemic drugs and drugs for local
application, which are usually referred to as topi-
cals. When prescribing these drugs, it is necessary
to take into account the following factors: 1) exact
indication; 2) knowledge of pharmacodynamic ef-
fects of the drug; and 3) right choice of the vehicle
into which the drug is incorporated. Our report con-
tains some essential facts concerning vehicles and
covers all forms of topicals: water solutions, baths,
compresses, alcohol solutions, dermatological tinc-
tures, varnishes, sprays, powders, mixtures, “zin-
kleim”, bandages, balms, gels, pastes, oils, oint-
ments, creams, and lotions. Furthermore, it deals
with clinical morphology, the choice of the best
dermatics, different groups of dermatics, and their
areas of indication. Also, some important facts are
pointed out about local therapy, glucocorticoids,
and basic principles concerning the tactics in the lo-
cal application of the glucocorticoids.

02

GUIDANCE ON USING TACROLIMUS IN
DAY PRACTICE

A. Kapp

Abstract not received.

2003;11(2):88-125

03

PATHOGENESIS AND CURRENT GLOBAL
TREATMENT STRATEGIES FOR ACNE -
RECOMMENDATIONS OF THE GLOBAL
ALLIANCE TO IMPROVE OUTCOMES IN
ACNE

H. P. M. Gollnick

University Clinic for Dermatology and Venerology, Otto-
von-Guericke University, Magdeburg, Germany

Acne is a disease of the second life decade, with
nearly 100% incidence among both women and
men. Acne has a polyetiological background com-
prised of genetic, endocrine, immunological, envi-
ronmental, and psychological factors. The polymor-
phous character of acne ranges from a very mild
“physiological” course to a severe disabling acute
or chronic inflammatory disease. In general, there
are two types of acne: an endogenous or “natural”
type and a “non-natural” type provoked by addi-
tional endogenous and/or exogenous factors. The
target organ is the pilosebaceous follicle. Acne al-
most exclusively occurs in the areas of the body in
which this type of follicle is distributed, in particular,
the face, chest, and back. At least four etiological
factors are responsible for the development and
maintenance of acne. These include increased ac-
tivity of the sebaceous glands with hyperseborrhea,
disturbed cornification within the pilosebaceous
duct, increased microbial colonization with P
acnes, and inflammatory and immunological reac-
tions. However, one factor alone is usually not
enough for development of acne. Acne comedonica
and papulo-pustulosa can be found in more than
50% of cases.

The main part of acne treatment is going via top-
ical route. When small nodes or scarring occurs,
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systemic co-medication is indicated. Topical treat-
ment is affecting at least three of the four main
pathogenetic factors responsible for the develop-
ment of acne. Topical agents currently available in-
fluence at least one of these factors, but often have
additional effects. Topicals that act comedolytically
and anticomedogenically are retinoids, tretinoin,
isotretinoin, adapalene, tazarotene, and azelaic
acid. Some of the retinoids have additional anti-in-
flammatory potency. Adapalene is known from ex-
perimental and clinical studies as a potent anti-in-
flammatory retinoid. Unfortunately, the bacterial re-
sistance is emerging as a significant problem. P,
acnes resistance to the commonly used erythro-
mycin can also be transferred to clindamycin. BPO
has a strong antibacterial potency without inducing
bacterial resistance. Azelaic acid has similar effect,
but does not work as fast as BPO. Furthermore, ef-
fective combinations of antibiotics with retinoids or
benzoylperoxide are available. The Global Alliance
recommends the use of effective combinations of
topical retinoids plus topical antibiotics or other
antimicrobial drugs, i.e. benzoylperoxide, from the
very beginning. For systemic treatment of acne, an-
tibiotics, isotretinoin, and oral antiandrogenic ste-
roid hormones can be used. Tetracyclines, such as
doxycycline and minocycline, are the most fre-
quently used antibiotics for this indication. The du-
ration of treatment investigated in controlled studies
usually lasted 3 or more months. However, in prac-
tice, it is often necessary to maintain the treatment
for a longer period of time. A combination with local
treatment, e.g., benzoylperoxide, a topical retinoid,
or azelaic acid, is often advisable. The introduction
of oral isotretinoin has indeed revolutionized the
treatment of severe forms of acne. This drug affects
all pathogenic factors of acne and is still the most
potent of medications available on the market. As
long as topical antiandrogens are not fully working,
the oral use of cyproterone acetate or chlormadinon
acetate composed with etinylestradiol or spirono-
lactone remains preferred treatment in women.
Combination with a topical retinoid or azelaic acid is
advised, or a combination of an oral antiandrogen
and oral tetracyclin. This type of therapy affects the
inflammatory lesions in earlier phase. Hopefully, our
better understanding of cellular and molecular
events in acne development will lead to more effi-
cient treatments.
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04

ETHNIC SKINS AND THEIR MANAGEMENT
M. Ramos-e-Silva, F. Addor

Sector of Dermatology and Postgraduation Course -
HUCFF-UFRJ and School of Medicine, Universidade Fed-
eral do Rio de Janeiro, Rio de Janeiro; and Medcin, Sao
Paulo, Brazil

Different color skins do not differ in color only.
Each type of skin has specific characteristics, such
as different responses in skin reparation, seba-
ceous secretion, skin width, fat distribution, and
hydration. Common skin diseases and their histolo-
gical features differ between Brazilian Blacks and
Whites. The knowledge of these differences is use-
ful for the correct diagnosis and treatment of prob-
lems like melasma, post-inflammatory hyperpig-
mentation, acne, or pseudofolliculitis barbae. Fur-
thermore, hair shows many interesting variations.
For example, white people tend to be more hirsute
on the arms and legs and have greater tendency to
baldness. On the other hand, curly and black hair in
Blacks entails pseudofolliculitis barbae or acne
cosmetica, which are in some aspects different
from those found in people with fair skin. These
variations should always be evaluated before any
type of therapy is applied. There are also many so-
cial and cultural aspects that should be taken into
account, beside the different evolution and scar for-
mation.

1. THE ROLE OF LOCAL TREATMENT
IN DERMATOLOGY

05

OPTIMIZATION OF THE TOPICAL
THERAPY IN DERMATOLOGY

V. Milavec-Puretié, I. Lakos$ Juki¢

Department of Dermatology and Venerology, Zagreb Univer-
sity Hospital Center, Zagreb, Croatia

In the treatment of skin diseases, the advantage
of topical dermatological medications over oral
drugs is that high drug concentrations can be
achieved at the site of pathology without prior sys-
temic distribution. Many safe topical agents would
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be toxic or lethal if oral or systemic routes were
used to achieve the effective drug levels in the skin.
Dermatological preparations may be used in the
treatment of a wide range of conditions, including
eczema, inflammatory diseases, viral diseases,
fungal diseases, skin carcinomas, alopecia, burns,
acne, and local pain. In addition, they may offer ad-
vantages in terms of easy application and patient
compliance, and may provide additional advan-
tages, such as cooling and abatement of localized
inflammation and itching, and improved hydration.
Optimization of topical therapy in dermatology re-
quires knowledge of the various vehicles and when
to employ them, understanding of the active ingre-
dients, including their mechanism of action, and
clear appreciation of the appropriate indications for
the various products.

06
NEONATAL AND INFANT SKIN CARE
S. Murat-Susi¢, K. Husar

Department of Dermatology and Venerology, Clinical Hospi-
tal Zagreb and University School of Medicine, Zagreb

Baby’s skin is a source of admiration to the
adults. The aims of optimal skin care are to maintain
its smoothness and to decrease the chance of vari-
ous skin diseases. Although there are some differ-
ences between the skin of neonates and infants
and the skin of adults, these are not reflected in ma-
jor functions of the organ. The skin acts as an inter-
face between the child and the environment; it gives
protection from dehydration, excessive water influx,
and electrolyte losses. It is important in thermo-
regulation and antimicrobial defense and gives pro-
tection from environmental toxins, trauma, and ul-
traviolet radiation. It is also a tactile sensor organ.
Infant’s skin is subjected to different environmental
conditions, particularly in the skin folds or the diaper
area. The ratio of body surface area to weight in in-
fants is up to 5 times that of adults. This is the major
reason that places infants at increased risk of skin
injury, percutaneous toxicity from topically applied
agents, and percutaneous infection. The cosmetic
market for children has developed enormously. Ac-
cording to statistical data, 8 skin care products are
used on average for every-day skin care of infants
in the USA. We present every-day skin care prac-
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tices, including bathing, diapering, umbilical cord
care, emolliation, as well as prevention and man-
agement of skin-barrier compromise.

o7

EMOLLIENTS AS SOPHISTICATED
THERAPY IN DERMATLOGY

I. Nola, K. Kostovi¢, L. Kotrulja, L. Lugovi¢

Department of Dermatology and Venerology, Sisters of
Mercy University Hospital, Zagreb, Croatia

Emollients are agents designed to make the
stratum corneum softer and more pliant, increasing
its hydration. A large number of preparations are
available, many of which are marketed as cosmetic
and therapeutic moisturizers. They are the most
prescribed products in dermatology. Their structure
and function are surprisingly complex and sophisti-
cated; many are equidistant between cosmetics
and drugs. The use of the emollients corrects the
problems in scaling disorders. Also, it is well known
that the electrical properties of the stratum corneum
are changed after application of an emollient. Liter-
ature data support the possibility of their suppres-
sive effects on epidermal thickening. Emollients
have an anti-inflammatory activity and also give
some transient relief from irritation. In clinical use,
emollients are employed as treatments for the
ichthyoses, xeroderma, and other disorders of
keratinization, atopic dermatitis, psoriasis, and
photodamaged skin. Emollients of the new millen-
nium include agents that mimic natural ingredients
and function as botanicals, including vitamins,
hydroxy acids, and retinoids. Emollients can cause
a few side effects, such as irritant dermatitis, aller-
gic contact dermatitis, fragrance allergy or allergy to
other constituents (preservatives or additives),
stinging, cosmetic acne, and pigmentary disorders.
We can conclude that emollients are very important
in the treatment of different dermatoses, and are
evolving to ever more sophisticated products.

08
SUNSCREENS - THE ULTIMATE COSMETIC
R. Wolf', H. Matz"?, E. Orion’
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'Kaplan Medical Center, Rechovot, Tel-Aviv Sourasky Med-
ical Center, Tel-Aviv, Israel

In spite of the sunscreen-melanoma controversy
that has prevailed over recent years, sunscreens
are and will remain the “ultimate” cosmetic. The es-
sential properties of sunscreens, which include ab-
sorption spectrum, extinction coefficient, sun pro-
tection factor, and substantiveness, will be dis-
cussed, as well as some of the misunderstandings
and confusion about the mode of action of physical
(i.e. particulate and inorganic) sunscreens. For ex-
ample, the inorganic metal oxides (ZnO and TiOy)
neither act as pure scatterers nor are they inert ma-
terials that do not undergo any chemical change
while attenuating UV light. Rather, they mobilize
electrons within their atomic structure and emit the
energy in lower magnitude, and do so in exactly the
same manner as organic sunscreens. However, al-
though metal oxides can photocatalyze a number of
functional changes and cause damage to cellular
RNA, DNA, and proteins, the likelihood of the oc-
currence of these reactions is almost none when
sunscreens are used. The reason is that metallic
oxides do not penetrate the stratum corneum and
thus do not come in contact with any living cells of
the epidermis. Moreover, metallic oxides are coated
by inorganic oxides (e.g., SiO, or Al,O3) and thus
can not react with their surroundings, such as other
components of the sunscreen itself and living tis-
sues.

09
WHAT’S NEW IN TOPICAL THERAPY?

J. Lipozendcié

Department of Dermatology and Venerology, Zagreb Univer-
sity Hospital Center, Zagreb, Croatia

There is a paucity of laboratory research in com-
monly used local treatments, whereas particular at-
tention is given to new local therapy options. New
formulations, such as pimecrolimus, are being de-
veloped and implemented in the treatment of
dermatological conditions. Pimecrolimus (0.2%;
0.6%; or 1% vehicle cream Eldiel®; ASK 981) may
be used in the treatment of atopic dermatitis. This
newer calcineurin inhibitor has an anti-inflammatory
potential and has not been shown to induce skin at-
rophy. Pimecrolimus is closely related to tacrolimus.
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Tacrolimus and pimecrolimus share the same cellu-
lar binding targets and mechanism of action. Tacro-
limus ointment (0.03% or 0.1% Protopic®), a topical
inhibitor of the phosphatase calcineurin, has re-
cently been approved in the USA for use in the
treatment of moderate to severe forms of atopic
dermatitis. It is the first non-steroid topical immune
suppressant. Unlike glucocorticoids, tacrolimus
cannot penetrate thick skin and does not cause der-
mal atrophy, which is an important advantage.
Tacrolimus ointment for facial lesions of chronic ac-
tinic dermatitis seems to be effective and well-toler-
ated treatment. Because of its safety, tacrolimus will
become generally preferred therapeutical agent in
the treatment of facial dermatoses (psoriasis,
seborrheic dermatitis, allergic contact dermatitis,
and rosacea), alopecia areata, and lichen planus.
However, topical steroids will remain more econom-
ical than tacrolimus because they are usually avail-
able as generics.

Lactic Care lotion (1% and 2%), the original
Alphy Hydroxy lotion with a consistency of a cream,
contains recognized humectants, lactic acid, and
sodium PCA. ltis a soothing emollient and moistur-
izer, excellent for dry skin care and for large body
areas, where body hair is present. Although Lactic
Care®-HC Lotion (1% and 2%) contains hydrocorti-
sone, it is intended for patients of any age and safe
for use even in children. It is ideal for the treatment
of chronic conditions where a low potency steroid is
indicated.

A fresh approach to actinic keratoses therapy —
0.5% fluoruracil cream, with 0.35% incorporated
into a patented porus microsphere (Microspoun-
ge®-Pick CaracTM) — effectively reduces actinic ke-
ratoses and leads to rapid recovery of treatment-re-
lated irritation. It is also convenient because of
once-a-day application. Carac® is contraindicated
in women of fertile age, in patients with dihydro-
pyrimidine dehydrogenase (DPD) enzyme defi-
ciency, and in patients with known hypersensibility
to any of its components. Diclofenac sodium-3%
w/w topical gel (Salaraze® gel) is the first prepara-
tion of the new class of therapeuticals for actinic
keratoses, used for complete lesion clearance.

A skin care product for medium depth treatment
of sun damaged or unevenly pigmented skin is a
patented new formula containing 20% TCA, 10%
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L-Lactic polymer bleaching formula. It simulta-
neously inhibits pigmentation, bleaches melanin,
and exfoliates the skin. It is applied in a layering
technique (Ultra Peel® Forte, prescription only).

First tretinoin cream proven to reduce signs of
photodamage, hyperpigmentation, and roughness
of facial skin is tretinoin emollient cream 0.05%
(Renova®), appropriate for use before and after
cosmetic procedures. Tretinoin cream 0.02% (Re-
nova®) is also available for patients with fine facial
wrinkles, who use compressive skin care, avoid
sunlight, and have lightly pigmented skin.

Anti-aging skin solution with 4% hydroquinone
and 10% glycolic acid, stabilized with antioxidants
L-ascorbic acid (vitamin C) and tocopherol (vitamin
E), and broad-spectrum SPF 15 is cosmetically ele-
gant formulation (Glyquin® cream) used for the
gradual bleaching of hyperpigmented skin and con-
ditions, such as chloasma, melasma, freckles, se-
nile lentigines and other unwanted melanin hyper-
pigmentation.

Acne treatment fluid, the first product of the inno-
vative care line for skin prone to acne, belongs to a
new generation of keratolytic skin therapeuticals
(Effaclar K®). Formulated by pharmaceutical labo-
ratory, it contains natural thermal spring water and
1.5% salicylic acid, both intended for oily skin care
and gentle enough for everyday use. It leaves
pleasant, non-oily feel on the skin. Benzoyl perox-
ide in concentrations of 2-5% is still the gold stan-
dard in the treatment of mild-to-moderate papu-
lar-pustular acne. Azelaic acid is an alternative
agent with anticomedonic effect and antibacterial
activity that does notinduce resistance. Physical re-
moval of multiple, densely packed, closed comedo-
nes can be done by electrocautery or CO, laser. In
the group of topical antimicrobials in an aqueous-
based gel for acne treatment, a combination of
clindamycin 1% and benzoyl peroxide 5% (Ben-
zallin™ topical gel) works better than either clin-
damycin or benzoyl peroxide alone. It is convenient
and the only FDA-approved combination for the
topical treatment of acne. Tazarotene 0.1% cream
(Tazorac®) is indicated for the 4-week topical treat-
ment of acne vulgaris; it significantly reduces open
and closed comedones as well as inflammatory
acne, and has effects comparable to those of Diffe-
rin® gel 0.1%, as shown in a 4-week study in
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healthy volunteers. Adapalene (Differin®), available
in the form of gel, cream, solution, or pledgets 0.1%,
is a topical retinoid of proven tolerability in a broad
range of patients. Multiple formulations provide a
full range of therapeutic options.

For external genital and perianal warts
(condylomata), the first and only self-applied im-
mune response modifier is imiquimod-5% Aldara®
cream. It increases cytokine (interferon o) produc-
tion and reduces DNA of human papilloma virus,
e.g., 6 and 11, which are the subtypes most com-
monly associated with external genital warts. It is
used at bedtime every other day (3 times per week)
and needs to be washed off in the morning. The av-
erage patient may need a few treatments to clear
genital warts. However, despite the treatment,
warts may recur.

Metronidazole (Metrogel®) topical gel 0.75% is a
fast-acting and powerful agent for treatment of
rosacea, and clinically proven to provide long-term
control. Three formulations are available to meet
the treatment goals: Metrogel®, a soothing, wa-
ter-based formula; Metro Cream®, a moisturizing
formula; and Metro Lotio®, an elegant easy-to-apply
lotion indicated for topical application in the treat-
ment of rosacea inflammatory papules and pus-
tules.

Fluocinolone acetonide topical shampoo 0.01%
(CapexT'\’I shampoo) is a unique steroid treatment in
a shampoo delivery system for seborrheic dermati-
tis of the scalp. It reduces inflammatory and pruritic
components of seborrheic dermatitis. It should be
applied once a week for maintenance therapy. So-
dium sulfacetamide 10% wash (Ovace wash) is an
effective prescription treatment for skin cleansing,
applied daily or once or twice a week to prevent re-
currence of seborrheic dermatitis.

Ciclopirox topical solution 8% (Penlac™ nail lac-
quer) for nail infection is the first and only FDA-ap-
proved topical prescription treatment for treatment
of mild and moderate onychomycosis in a conve-
nient brush-on option. Penlac™ is indicated in im-
munocompetent patients with onychomycosis of
fingernails and toenails due to Trychophyton spp.

Physical sunscreens (zinc oxyde, titanium dio-
xyde, and magnesium silicate) are made in micro-
nised forms and block ultraviolet radiation. Chemi-
cal sunscreens, such as paraaminobenzoic acid
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(PABA), PABA esters, salicylates, cinnamates, anth-
ranilates, and benzophenones, act by absorbing
UVB and UVA.

Synthetic detergents (syndet) in bars are com-
posed of synthetic detergents and filters that con-
tain less than 10% soap and have an adjusted pH at
5.5-7. Syndets have distinct advantages over alka-
line soaps because they are suitable for skin with
weakened alkali-reducing capacity.

010

THE PROJECT OF CONSUMER ATTITUDES
TOWARD COSMETIC PRODUCTS AND
THEIR APPLICATIONS IN BALKANIAN
COUNTRIES

C. R. Celebi

Consultant Dermatologist, Ankara, Turkey

The Balkan States are potentially important mar-
ket for cosmetic industry. However, consumer atti-
tudes toward cosmetic products have never been
investigated and documented in this region. This re-
search aims at assessing the profile of consumers
in each Balkan State with respect to cosmetic prod-
ucts by use of a standard survey. The data are still
being collected.

o 11
PHOTOAGING - MYTHS AND FACTS

M. Ramos-e-Silva

Sector of Dermatology and Postgraduation Course —
HUCFF-UFRJ and School of Medicine, Universidade Fed-
eral do Rio de Janeiro, Rio de Janeiro, Brazil

Myths and facts related to photoaging are some-
times confusing, so this presentation will deal with
what we know and what we suspect about it. Some
controversial aspects about the pathogenesis, clin-
ics, histology, prevention, and treatment of photo-
aging will be discussed. Because sun exposure can
cause acute and long-term consequences, the
characteristics of the solar spectrum, its various de-
gree of penetration, and beneficial and harmful ef-
fects will be considered. For both photoaging and
photocarcinogenesis, it is sometimes necessary to
prescribe topical, oral, and/or surgical measures,
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after weighing the advantages and disadvantages
of each method of treatment. There are important
differences between photoaging and chronological
skin aging. The fact that more than 80% of the
changes result from excessive sun exposure
makes prevention the best therapy.

S1

UPDATE ON EXTEMPORANEOUS
PRESCRIPTIONS IN DERMATOLOGY

M. Gloor

Spirig Pharma, Karlsruhe Department of Dermatology,
Karlsruhe, Germany

Extemporaneous prescriptions should be pre-
ferred over ready-made preparations only when the
targeted therapeutic purpose cannot be achieved
with a speciality. This is often the case in daily prac-
tice: frequently the application of extemporaneous
prescriptions is necessary because the vehicle of
the ready-made preparation is not suited for the
corresponding indication. This is particularly true for
atopic eczema, with its impaired stratum corneum
barrier. Because of the barrier damaging effect of oil
in water emulsions, only water in oil emulsions or oil
in water emulsions with a moisturizer may be used.
Another important reason for the use of extempora-
neous prescriptions may be the fact that the
ready-made preparation might only be available
with an active in one or maybe two concentrations.
On the other hand, the penetration of the active at
different localization of the body and depending on
the state of the horny layer barrier can differ by a
factor of 100. For dermocorticosteroids, for exam-
ple, the concentration of the active should be
strongly individualized accordingly. Some actives or
active combinations necessary to the dermatolo-
gists are not available in suited vehicles or are not
available at all. This is particularly true for classical
actives like tar, liquor carbonis detergents, and sul-
fur, but also the antibiotic Polymycin B sulphate that
cannot be replaced because of its outstanding ac-
tion against Gram negative bacteria, particularly
Pseudomonas. Another example is retinoid acid
used by the dermatologist in case of prematurely
aged skin, lichen ruber, and psoriasis. Here, water
in oil emulsion is needed. The speciality, on the
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other hand, is only available in hydrophilic vehicles
adjusted to the acne therapy.

Some important modern principles of therapy
may not be realized with ready-made preparations.
Examples are the application of antiseptics like
chlorhexidindigluconat and particularly triclosan as
a replacement for antibiotics. A therapy with anti-
septics has large advantages because of the lack of
induction of resistance. This is in particular true for
the well-established coloring agents, Fuchsin and
Gentianaviolet (methylrosaniliumchlorid). These
actives show an extremely broad antimicrobial
spectrum not only against Gram positive and Gram
negative germs, but also against fungi. They are
thus necessary in case of mixed infections (e.g.,
Gram negative infection of the foot, so-called ath-
lete’s foot).

In some cases, the pricing might be another rea-
son to prefer extemporaneous prescriptions, e.g., in
Germany, topical minoxidil or shampoos containing
ketoconazole.

In many countries, well-documented vehicles
from industrial companies are available aside the
official standard bases. Due to such a wide choice
of differentiated products, various clinical situations
can be adequately targeted. In the context of quality
assurance of extemporaneous prescriptions, the
following requirements should be met: 1) documen-
tation of the galenical compatibility with appropriate
actives over 8 weeks; 2) documentation of the
chemical stability of the active over the same pe-
riod; 3) information about the skin physiological
properties of the different vehicles; and 4) high mi-
crobiological resistance (risk of contamination while
preparing the mixture in the pharmacy). In selected
cases, there should be documentation available on
the liberation and the penetration into the skin, as
well as on the clinical efficacy. These requirements
are met for many prescriptions by the vehicles in the
range of excipients.

2. THERAPY OF INFLAMMATORY SKIN
DISEASES

012

NEW APPROACHES IN TREATMENT OF
ATOPIC ECZEMA
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J. Ring, U. Darsow

Department of Dermatology and Allergy, Biederstein, Tech-

nical University Munich, Germany

Atopic eczema is a chronic inflammatory skin
disease characterized by recurrent intense pruritus,
typical age-related distribution of the changes, and
skin morphology. Therapy is based on a combina-
tion of appropriate topical anti-inflammatory, anti-
bacterial, and emollient treatment as well as patient
education (“patient management”). The develop-
ment of topical corticosteroids with improved risk/
benefit ratio (e.g., prednicarbate, momethasone
furoate or methylprednisolone aceponate) has led
to significantly better results in the long-term man-
agement of atopic eczema. A progress in UV-ther-
apy of atopic eczema has been achieved with long-
wave UVA-1 (“cold light”). A new group of anti-in-
flammatory drugs for topical use are calcineurin-in-
hibitors, such as tacrolimus and pimecrolimus.
They inhibit the T cell-dependent inflammatory re-
sponse and the release of cytokines without caus-
ing skin atrophy or systemic side effects. Different
lipophilic characteristics of these compounds are
responsible for their different affinity to the skin and
distinct therapeutical affects. However, further clini-
cal studies on the long-term safety of these drugs
are necessary. The role of allergy in eliciting and
maintaining the eczematous skin lesions is still con-
troversial, but the observation of IgE on Langer-
hans’ cells of patients with atopic eczema, the ben-
efit from allergen avoidance, and the eczematous
lesions that can be induced in such patients with the
atopy patch test (APT) give rise to a reappraisal of
allergen-specific approaches to treatment. Aller-
gen-specific immunotherapy (hyposensitization)
may be used as a therapy for atopic eczema, but
there is still not enough evidence for a general rec-
ommendation. Immunomodulatory approaches may
prove effective, including anti-IgE, soluble interleu-
kin-4 receptor, and antibodies to adhesion mole-
cules or co-stimulatory molecules. Furthermore, the
development is expected of new antagonists and
synthesis inhibitors of mediators of inflammation.

013

THREE STUDIES IN PEDIATRIC AND
ADULT PATIENTS DEMONSTRATE THAT
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TACROLIMUS OINTMENT IS SAFE AND
EFFECTIVE IN THE TREATMENT OF ATOPIC
DERMATITIS

|. Lawrence

Fujisawa Healthcare, Inc., Deerfield, IL, USA

Data from two trials involving 8,722 adult and
pediatric patients with atopic dermatitis who applied
0.03% or 0.1% tacrolimus ointment twice daily, con-
tinuously or intermittently for up to 4 years, were
combined and analyzed. Additionally, the potential
effect of tacrolimus ointment on the immune system
was evaluated in 23 eczematous children 2 to 12
years of age who applied 0.03% tacrolimus oint-
ment twice daily for a total of 7 weeks. Patients
were vaccinated with Pneumovax® (pneumococcal
vaccine) during the third week of treatment. In the
7-week study, there were no clinically significant
changes in CBC, lymphocyte subsets, CD4/CD8
ratio, immunoglobulin levels, or tetanus and H.
influenzae antibody titers. All patients developed a
protective antibody response to at least one pneu-
mococcal serotype. Significant improvement was
observed early in treatment (p<0.001) and contin-
ued throughout the long-term studies. The risk of
adverse events, including infections, did not in-
crease with long-term use of tacrolimus ointment.
Tacrolimus ointment has no systemic immuno-
suppressive effect; its immunomodulatory effect is
limited to the skin. Tacrolimus ointment monothe-
rapy is safe, and its effectiveness is maintained
even with long-term use. It may be a drug of choice
for long-term treatment of atopic dermatitis.

014

UV COMBINED THERAPY OF PSORIASIS
F. Kokelj, G. Trevisan

Institute of Dermatology, University of Trieste, Trieste, ltaly

Most clinical studies on the treatment of psoria-
sis concern a monotherapeutical approach, which
is of interest to pharmaceutical companies. On the
other hand, it is well known that the best clinical re-
sults in the treatment of this disease are usually ob-
tained through the combination of different meth-
ods: topical-topical, systemic-topical, and UV-topi-
cal. In recent years, numerous studies have em-
phasized the importance of the different treatment
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combinations. We report on our experience with
UVB and PUVA combined with different topical
(calciportiol and tacalcitol) and systemic (retinoids
and cyclosporine) drugs.

015

A NEW COMBINATION IN LOCAL
TREATMENT FOR PSORIASIS VULGARIS

V. Kuzmanovska, L. Biserkoska-Atanasovska’

Medical Center, Kumanovo, 'Health Care Center, Skopje,
Former Yugoslav Republic of Macedonia

We present positive effects of a topical combina-
tion treatment for psoriasis vulgaris in outpatient
settings. Forty-six patients who visited our outpa-
tient clinics in a one-year period were included in
the study. They underwent the combination treat-
ment that involved application of a keratolytic agent
in the morning and a preparation by Galenik labora-
tory in the evening. The keratolytic treatment con-
sisted of fluorinized corticosteroid (bethametha-
son-dipropionat) combined with salicylic acid, i.e.
Belosalic® ointment. For the evening treatment, the
preparation made by Galenik laboratory was used,
consisting of Garamycin® (antibiotic), Plivit AD® so-
lution (vitamins Aand D), lanolin, and vaseline (D3).
All 46 patients were treated with the combination
therapy for 14 days. After that, the treatment was
continued as a D3 monotherapy for three more
weeks. First effects were visible after 7-10 days of
treatment. After one month of therapy, scratching
and hyperkeratosis diminished, and the ill skin be-
came softer, remaining only slightly hyperpigmen-
ted in comparison with healthy skin. The attitude
that "psoriasis never heals, but never Kills, either”
should further be challenged and the development
of new therapy combinations that could give satis-
factory results in the treatment of psoriasis vulgaris
should be pursued.

016

PSORIASIS VULGARIS ET ARTHRITIS
PSORIATICA GRAVIS MUTILANS - CASE
REPORT

P. Vrzogi¢, A. Pasi¢’, T. Podobnik-Takag, J.
Lipozengig'
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Naftalan Special Hospital for Medical Rehabilitation, Ivani¢
Grad, 1Department of Dermatology and Venerology, Zagreb

University Hospital Center, Zagreb, Croatia

We present a case of a patient with psoriasis
vulgaris type | and very early development of
psoriatic arthritis to point to the need for locomotor
system screening in patients with either type | or
type Il psoriasis. Family history revealed that the
patient’'s mother also suffered from psoriasis and
was operated on for carcinoma of the uterus. The
patient’s father was an alcoholic. Younger brother
was healthy. The patient had no severe disease in
his personal history. His disease started at age 23,
with the appearance of typical psoriatic lesions on
the scalp. After 2-3 months, he developed swelling
of the interphalangeal finger joints, interphalangeal
foot joints, ankle joint, and knee joint, with fever of
up to 38°C. The cutaneous and joint lesions wors-
ened over the years, resulting in generalized psori-
asis and mutilating arthritis. The onset of vulgar
psoriasis type | in our patient was associated with
HLA DR7 and DR6. The disease assumed a very
severe course, with skin lesions paralleled by joint
alterations. During the 10-year period, the values of
ESR ranged from 80 to 110. The patient was admin-
istered various drug therapies, which could be
properly traced from his medical records. The pa-
tient did not comply with therapeutic recommenda-
tions (potus in initial history). Eventually, Metho-
trexate® (methotrexate) 7.5 mg/week was applied,
with transaminase, ESR, and CBC control every 2
weeks. He used Lubor® (piroxicam) 20 mg 1x1,
Praxiten® 15 2x1 tbl daily, and Tramal® as needed.

This case points to the importance of early diag-
nosis of joint involvement in psoriasis vulgaris and
its timely treatment, with individualized approach
along with proper education of these patients to
prevent permanent debilitating lesions. Unfortu-
nately, unfavorable personality profile of our patient
contributed to the poor outcome of his disease.
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LOCAL THERAPY OF PSORIASIS VULGARIS
- HISTORICAL REVIEW

Z. Juki¢, V. Bari$ié-Drusko, |. Rugevié, N. Susti¢,
D. Biljan, A. Ageel, R. Vukadin

2003;11(2):88-125

Department of Dermatology, Osijek University Hospital Cen-
ter, Osijek, Croatia

Topical therapy is the first line treatment for pso-
riasis and important part of the treatment of psoria-
sisingeneral. Itis still a topic of great interest to der-
matologists. We present a historical review of topi-
cals used in the treatment of psoriasis vulgaris up to
the present times, including emollients, keratolytics,
corticosteroids, coal tar, anthralin, calcipotriene,
and tazarotene.
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THE LIGHT IN THE TREATMENT OF
DERMATOSES

A. Pasié, R. Ceovi¢, D. Hrsan

Department of Dermatology and Venerology, Zagreb Univer-
sity Hospital Center, Zagreb, Croatia

During the past 25 years, phototherapy has
greatly influenced treatment concepts in dermatol-
ogy. Photomedicine has developed from empiri-
cism into one of the most exciting fields in biomedi-
cal research. Phototherapy may be regarded as a
prime example of applied skin biology. UV radiation
has been used for decades in the treatment of com-
mon skin diseases, such as psoriasis and atopic
dermatitis. The introduction of PUVA in the mid-
1970s was a driving force for a whole new series of
discoveries during the following two decades. The
introduction of a selective spectrum in the UVB and
UVA range, such as narrow-band UVB and UVA1
phototherapy, as well as the inclusion a new indica-
tions, has stimulated the interest in photoderma-
tology. Visible light in combination with photosensi-
tizers is currently in use for diagnosis and treatment
of some types of tumors. Extracorporeal pho-
totherapy is effective in the treatment of skin lym-
phomas as well as in transplantation medicine. As
professor Fitzpatrick said, present day photo-
therapy is comparable to the use of X-radiation
therapy in dermatology, with special hardware, se-
lection of patients, and need for careful and precise
dosimetry.
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3. TREATMENT OF VIRAL, BACTERIAL,
PARASITIC DISEASES AND SEXUALLY
TRANSMITTED INFECTIONS

019

UNUSUAL CASES OF
IMMUNODERMATOLOGIC DISEASES:
RETROVIRAL BACKGROUND?

A. Horvath, K. Nagy

National Institute of Dermatovenerology, Budapest, Hungary

Exogenous infection by human retroviruses in-
duces local and/or systemic eosinophilia, with vari-
ous forms of dermatoses and immunological disor-
ders as a consequence of either direct or indirect
(cytokine promoter) expression of viral genetic ele-
ments. Human T-cell lymphotrophic virus (HTLV-1)
has been etiologically associated with adult T-cell
lymphoma/leukemia (ATL), tropical spastic para-
paresis (TSP), dermatomyositis, and infective der-
matitis (ID), all accompanied with abnormalities of
immune function. The role of HTLV-1 in the devel-
opment and progression of cutaneous T-cell lym-
phoma, mycosis fungoides, and Sezary syndrome
has not been clearly established. We investigated
the possibility of HTLV infection in patients with vari-
ous dermatoses and eosinophilia. We screened
440 patients with cell-proliferative diseases and/or
dermatoses and healthy donors for serum antibody
to HTLV, using IIF and ELISA. DNA samples of skin
lesions and lymphocytes from 50 patients were an-
alyzed by polymerase chain reaction (PCR) ampli-
fying 158 bp segment of 3’ tax and 210 bp
(1323-1442) conserved fragment of gag of HTLV-1.
Amplified PCR products were inserted in a pGEM
vector and cloned in E. coli XLI-Blue strain.
GM-CSF, IL-3, IL-5, and Eotaxin in the sera of pa-
tients were quantitatively determined by use of
ELISA. T-cell receptor gene rearrangement was an-
alyzed by Vg and Jg primers. Antibodies to HTLV-1
in patients with various malignancies and derma-
tological disorders were analyzed by IIF. No con-
firmed exogenous infection was found. However,
molecular detection by PCR indicated the presence
of HTLV-related DNA sequences in patients with
dermatoses and eosinophilia. HTLV-related DNA
sequences were detected in lymphoreticular prolif-
erations more frequently (62%) than in bullous
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dermatoses (17%) and inflammatory diseases
(16%). DNA hybridization data as well as nucleotide
sequence analysis identified retroviral elements ho-
mologous (>95%) to HTLV-1 gag. We found no
homology higher than 5% to related sequences, in-
cluding several known endogenous human retro-
viruses. Among the eosinophil chemotactic factors,
GM-CSF was increased in cultured lymphocytes
stimulated by IL-2 in 4% of patients. Increased se-
rum concentrations of IL-5 and Eotaxin could be de-
tected in 50% and 32% of patients, respectively. No
increase in IL-3 was observed. It is assumed that in
Hungary, where direct evidence of exogenous
HTLV infection has not yet been confirmed, re-
stricted expression of HTLV-related retroviral se-
quences or defective HTLV-1 proviruses with inter-
nal deletions are involved in the progression of dis-
eases with altered immunological responsiveness.
Moreover, HTLV-1 tax could transactivate gene(s)
of various eosinophilic chemotactic factors (GM-
CSF, IL-5, or Eotaxin), which might result in reactive
local and/or systemic eosinophilia.

(Study supported by OTKA Grant T 034804)
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SYPHILIS IN EUROPE SETTING THE SCENE
M. Waugh

General Infirmary, Leeds, England

Croatia was known for areas of endemic syphilis
in the past. Our teachers F. Gruber and Z. Zupanec
Slavec have reported and written extensively about
Skerljevo disease around Inner Carniola, the Karst,
and in Fiume (Rijeka) in the 18" and 19" centuries.
It is only just over 50 years ago that the last great
public health effort on endemic syphilis in Europe
was finished. Endemic syphilis had occurred in the
Balkans since the Ottoman incursions and although
the public health authorities of Austria-Hungary and
the subsequent kingdom of Yugoslavia provided
epidemiological data, it was not until penicillin that a
cure could be offered. From 1948, the Yugoslav
health administration together with World Health
Organization developed a nation wide syphilis con-
trol program. By the end of 1952, 1,472,402 per-
sons had been examined of whom 90,235 were
treated with penicillin. Grin noted that endemic
syphilis acquired in childhood often had more seri-
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ous effects than it had been realized, not only gum-
mata, but also all forms of neurological and cardio-
vascular manifestations, which were under-re-
corded, though, as cases occurred in rural areas.

Since the fall of Soviet communism around
1990, Europe has been going through a period of
great change. After that period, there was a vastin-
crease in early infectious syphilis not only in Rus-
sia, but also in the Baltic countries, Ukraine, and
the states of the Caucasus. There was also an in-
crease in congenital syphilis. While the main part
of the epidemic has now finished, there is evi-
dence that HIV infection and tuberculosis are in-
creasingly frequent in Russia. There have been re-
ports of a small but significant rise in early syphilis
throughout eastern and central Europe, i.e. Po-
land, Hungary, Bulgaria, and Slovenia. After very
low incidence of syphilis in the Western world after
1948, there was an increase around 1970 in homo-
sexual men. However, with the advent of AIDS, the
levels dropped. In recent years after the introduc-
tion of highly active antiretroviral treatment, there
has been a rise of risky sexual practices especially
in homosexual men, many of whom HIV-infected.
A rise in early syphilis in this group has been re-
ported from England, Germany, Amsterdam, and
Paris. There has probably been a rise in early
syphilis in heterosexuals as well, often due to pros-
titution. There is an increase in syphilis seen in im-
migrants from Africa, their public health concerns
being of large impact into Europe. Regarding the
limitations of the variety of serologic tests for syph-
ilis, FTA-ABS is still being the gold standard. One
of the greats in venereal diseases, Thomas
Turner, who died in 2002, stated that "with AIDS in-
fection burgeoning all round the world, its suppres-
sion of immunity, and tissue reaction often permits
Treponema to swarm in scarcely noticeable le-
sions.” There has been much controversy since
the advent of HIV that regimens for treatment of
syphilis are enough. Some hold that the evidence
is contradictory and most physicians would still
recommend the same treatment as in non-HIV
cases, but with more assiduous follow-up. Syphilis
remains a challenge in its basic molecular biology,
immunological responses, affects on population,
treatment, and control.
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SCABIES: THE DIAGNOSIS OF ATYPICAL
CASES AND THEIR TREATMENT

R. Wolf', H. Matz"?, E. Orion’

'Kaplan Medical Center, Rechovot, Tel-Aviv Sourasky Med-
ical Center, Tel-Aviv, Israel

Scabies, an ancient disease of mankind, is be-
lieved to occur in 30-year cycles and is currently
pandemic in most parts of the world. Contemporary
scabies outbreaks are characte