
Списък на резюмета на научните трудове 
 

I. Научни публикации в международни научни периодични издания 
1) Mahler V, Aalto-Korte K, Alfonso JH, Bakker JG, Bauer A, Bensefa-Colas L, Boman A, Bourke J, 

Bubaš M, Bulat P, Chaloupka J, Constandt L, Danielsen TE, Darlenski R, Dugonik A, Ettler K, 

Gimenez-Arnau A, Gonçalo M, Johansen JD, John SM, Kiec-Swierczynska M, Koch P, Kohánka V, 

Krecisz B, Larese Filon F, Ljubojević S, Macan J, Marinović B, Matura M, Mihatsch PW, Mijakoski 

D, Minov J, Pace J, Pesonen M, Ramada Rodilla JM, Rast H, Reljic V, Salavastru C, Schuster C, 

Schuttelaar ML, Simon D, Spiewak R, Jurakic Tončić R, Urbanček S, Valiukevičienė S, Weinert P, 

Wilkinson M, Uter W.Occupational skin diseases: actual state analysis of patient management 

pathways in 28 European countries. J Eur Acad Dermatol Venereol. 2017, Suppl 4:12-30. 

Background Work-related skin diseases (WSD) are caused or worsened by a professional activity. 

Occupational skin 

diseases (OSD) need to fulfil additional legal criteria which differ from country to country. OSD 

range amongst the five 

most frequently notified occupational diseases (musculoskeletal diseases, neurologic diseases, 

lung diseases, diseases 

of the sensory organs, skin diseases) in Europe. 

Objective To retrieve information and compare the current state of national frameworks and 

pathways to manage 

patients with occupational skin disease with regard to prevention, diagnosis, treatment and 

rehabilitation in different 

European countries. 

Methods A questionnaire-based survey of the current situation regarding OSD patient management 

pathways was carried out with experts on occupational dermatology and/or occupational medicine 

from 28 European countries contributing 

to the European Cooperation in Science and Technology (COST) Action TD 1206 (StanDerm) 

(www.standerm.eu). 

Results Besides a national health service or a statutory health insurance, most European member 

states implemented 

a second insurance scheme specifically geared at occupational diseases [insurance against 

occupational risks (synonyms: insurance against work accidents and occupational injuries; 

statutory social accident insurance)]. Legal standards for the assessment of occupationally 

triggered diseases with a genetic background differ between different 



countries, however, in most European member states recognition as OSD is possible. In one-third 

of the countries UV 

light-induced tumours can be recognized as OSD under specific conditions. 

Conclusion OSD definitions vary between European countries and are not directly comparable, 

which hampers comparisons between statistics collected in different countries. Awareness of this 

fact and further efforts for standardization 

are necessary. 

2) Zheleva D, Darlenski R. Atopic Eczema - From Epidemiology to Therapeutic Approach. Glob J 

Allergy, 2017; 3(1): 004-010 

Atopic dermatitis is one of the epidemically expanding non-infectious diseases in the 21 century. It 

poses immense challenges to both patients and physicians. With a steady growth in its incidence 

and 

prevalence, the disease carries a heavy social and economical burden. Herein we discuss the 

therapeutic 

algorithm for atopic dermatitis in accordance with the disease severity. We emphasize on the 

personalized 

approach in selecting the proper treatment method and regimen for each patient 

3) Saulite L. Roider E., Darlenski R., Jalili A., Guenova E. Cutaneous Oncology: From Research to 

Diagnosis and Management. BioMed Research International. 2016;1: 1-2; Article ID 7819428 

Няма резюме 

4) Tanno LK, Darlenski R, Sánchez-Garcia S, Bonini M, Vereda A, Kolkhir P, Antolin-Amerigo D, 

Dimov V, Gallego-Corella C, Becerra JC, Diaz A, Linares VB, Villa L, Rosenwasser LJ, Sanchez-

Borges M, Ansotegui I, Pawankar R, Bieber T; WAO Junior Members Group.International survey 

on skin patch test procedures, attitudes and interpretation.World Allergy Organ J. 2016 Mar 4;9:8. 

doi: 10.1186/s40413-016-0098-z. eCollection 2016. 

Background: Skin patch test is the gold standard method in diagnosing contact allergy. Although 

used for more 

than 100 years, the patch test procedure is performed with variability around the world. A number 

of factors can 

influence the test results, namely the quality of reagents used, the timing of the application, the 

patch test series 

(allergens/haptens) that have been used for testing, the appropriate interpretation of the skin 

reactions or the 

evaluation of the patient’s benefit. 



Methods: We performed an Internet –based survey with 38 questions covering the educational 

background of 

respondents, patch test methods and interpretation. The questionnaire was distributed among all 

representatives of 

national member societies of the World Allergy Organization (WAO), and the WAO Junior 

Members Group. 

Results: One hundred sixty-nine completed surveys were received from 47 countries. The majority 

of participants 

had more than 5 years of clinical practice (61 %) and routinely carried out patch tests (70 %). Both 

allergists and 

dermatologists were responsible for carrying out the patch tests. We could observe the use of 

many different 

guidelines regardless the geographical distribution. The use of home-made preparations was 

indicated by 47 % of 

participants and 73 % of the respondents performed 2 or 3 readings. Most of the responders 

indicated having 

patients with adverse reactions, including erythroderma (12 %); however, only 30 % of members 

completed a 

consent form before conducting the patch test. 

Discussion: The heterogeneity of patch test practices may be influenced by the level of awareness 

of clinical 

guidelines, different training backgrounds, accessibility to various types of devices, the patch test 

series (allergens/ 

haptens) used for testing, type of clinical practice (public or private practice, clinical or research-

based institution), 

infrastructure availability, financial/commercial implications and regulations among others. 

Conclusion: There is a lack of a worldwide homogeneity of patch test procedures, and this raises 

concerns about 

the need for standardization and harmonization of this important diagnostic procedure 

5) Zheleva D. Darlenski R., Obreshkova E., Balabanova M., Tsankov N. Unilateral Eyelid Involvement 

as Single Presentation of Discoid Lupus Erythematosus: A Clinical Conundrum. Acta 

Dermatovenerol Croat 2015;23(1):48-51 

We report a case of a 30-year-old woman with discoid lupus 
erythematosus (DLE) involving only a single lower eyelid by . The diagnostic delay is explained by 
the unspecifc clinical and histopathology picture 



and lack of specifc changes in the frst biopsy specimen taken. The diagnosis was based on later 
histological and immunological studies. Palpebral 
involvement has rarely been reported as the frst and sole manifestation 
of the disease. 

6) Darlenski R, Kazandjieva J, Tsankov N. Systemic drug reactions with skin involvement: Stevens-

Johnson syndrome, toxic epidermal necrolysis, and DRESS.Clin Dermatol. 2015; 33(5):538-41 

Skin is often affected in adverse drug reactions. Although the majority of cutaneous adverse 

 drug reactions are benign and self-limiting, Stevens-Johnson syndrome (SJS), toxic epidermal 

necrolysis 

(TEN), and drug rash with eosinophilia and systemic symptoms (DRESS), affecting multiple organs 

and 

systems, are potentially fatal. Many organs can be affected, including the mucosal membranes, 

gastrointestinal tract, liver, lungs, kidneys, and eyes. We discuss the causes, pathophysiologic 

aspects, 

and main clinical features of SJS, TEN, and DRESS as systemic diseases with skin involvement. 

7) Tsankov N, Kazandjieva J, Darlenski R. The skin as a target organ in multisystemic diseases II.Clin 

Dermatol. 2015;33(5):509-11 

Няма резюме 

8) Zheleva D., Darlenski R. Occupational fingertip eczema from acrylates in a manicurist. Our 

Dermatol Online. 2015; 2:204-206 

Occupational hand eczema due to acrylates present in the workplace is a disease frequently 

reported among dentists, 

printers, and fiberglass workers. Acrylate monomers are used in the production of a great variety of 

polymers, including 

nail cosmetics. Our case report demonstrates a rare clinical presentations of allergic contact 

dermatitis from acrylic 

nails. Our patient was working as a manicurist and the diagnostic analyses revealed sensitation to 

some of the (meth) 

acrylate compounds of her new nail cosmetics. Sculptured artificial acrylic and UV-hardened nails s 

are widely used 

in developed countries and they are gaining more and more popularity. We expect an increase in 

the number of cases 

of contact allergic dermatitis among manicurists and customers. 



9) Darlenski R, Kazandjieva J, Fluhr JW, Maurer M, Tsankov N. Lactic acid sting test does not 

differentiate between facial and generalized skin functional impairment in sensitive skin in atopic 

dermatitis and rosacea. J Dermatol Sci. 2014; 76(2):151-3. 

Няма резюме 

10) Kamouna B, Darlenski R, Kazandjieva J, Balabanova M, Dourmishev L, Negentsova Z, Etugov D, 

Mirchevska B, Tsankov N.Complications of injected vitamin E as a filler for lip augmentation: case 

series and therapeutic approach.Dermatol Ther. 201528(2):94-7 

The strive for proficient cosmetic facial appearance is growing in the past decades. Fillers 

for tissue augmentation are gaining wide popularity. Uncertified products based on oleic solutions 

are 

applied by untrained staff, thus growing the risk for certain complications such as infections, 

allergic 

and irritant contact dermatitis, and lipogranuloma formation. 

We present a series of three cases lipogranuloma after liquid vitamin E injection for lip 

augmentation. 

In all cases, painful edema at the injected area followed the procedure. The patients were 

presented with 

erythema, firm indurations of the lips and the perioral skin, and tenderness. Histological 

examination 

of skin biopsies showed round-ovoid cavities of varying sizes, resulting in a Swiss cheese-like 

appearance, consistent with a lipogranuloma. In this paper, we propose a protocol for treatment of 

this specific 

complication with systemic corticosteroids and a broad spectrum antibiotics. 

11) Darlenski R, Demerdjieva Z, Kazandjieva J, Tsankov N. Systemic contact dermatitis to nickel. OA 

Dermatology 2014 Apr 11;2(1):7. 

Introduction 

Nickel is one of the most common 

contact allergens in the modern 

world. Nickel allergy prevalence is 

constantly growing in many countries 

and represents a major health and 

socio-economical issue. In certain 

cases of nickel hypersensitive patients 

the allergic subjects could be 



challenged by the allergen not by 

direct skin contact but when the 

allergen is introduced to the organism 

by transmucosal, oral, intravenous, 

intramuscular, or inhalational route 

instead. Such process is known as 

systemic contact dermatitis. This 

review is devoted on this issue, its 

causes, clinical manifestations and 

treatment. 

Conclusion 

Although not being common in the 

general dermatological practice 

systemic contact dermatitis to nickel 

should be suspected and recognized 

by clinicians 

12) Darlenski R, Kazandjieva J, Tsankov N. Phytodermatitis to Euphorbia trigona. Skinmed. 2014; 

12(4):253-5. 

A 56-year-old Caucasian woman presented with acute onset of dermatitis on her face 

accompanied by intense itching. Te patient 

reported that the condition began after cleaning a decorative plant, Euphorbia trigona, and contact 

with some drops of the plant’s 

latex sap released upon cutting its leaves. Te clinical examination revealed erythema and edema 

of the infraorbital and perioral regions 

(Figure 1). Te patient was in otherwise good general health, had no personal or family history of 

systemic or skin disease, and was not 

receiving any concomitant medications. Terapy with topical methylprednisolone aceponate 0.1% 

cream once daily was initiated and 

systemic desloratadine 5 mg tablets once daily was administered for the intense itch. Seven days 

after the introduction of the treatment 

a signifcant improvement was noticed (Figure 2). Patch testing with the leaves of the plant as well 

as with the latex sap was undertaken 

in order to prove the causative role (Figures 3 and 4). Strongly positive reactions with bulla 



formation were observed on day 2 and 3, 

most likely suggesting acute irritation instead of true delayed hypersensitivity. 

13) Darlenski R, Kazandjieva J, Zuberbier T, Tsankov N. Chronic urticaria as a systemic disease. Clin 
Dermatol. 2014; 32(3):420-3 
Urticaria is one of the most common diseases seen in everyday dermatologic practice, 
characterized by the development of wheals, angioedema, or both. While acute urticaria is mostly 
 related to allergic or pseudoallergic reaction to food, drugs, or infections, chronic urticaria is a 
more 
complex disease with different additional ethiopathologic mechanisms and evoking factors. While 
urticaria is an undisputed disease of the skin, growing evidence supports, like in other dermatologic 
diseases, the concept of urticaria as a systemic disease with clinical symptoms and signs 
predominantly 
presenting on the skin. In this review, we describe the evidence and association between chronic 
urticaria and a variety of disorders, such as autoimmune diseases, atopy, infections, metabolic 
conditions, and neoplastic disorders. Beyond the mechanistic association, the possible common 
underlying pathomechanisms, such as systemic immunologic processes, are discussed. 
 

14) Darlenski R, Kazandjieva J, Hristakieva E, Fluhr JW. Atopic dermatitis as a systemic disease. Clin 
Dermatol. 2014;32(3):409-13 
Atopic dermatitis (AD) is a chronic inflammatory disease that seriously affects the quality of 
life of these patients. Both immune deviations and epidermal barrier deficiency have been defined 
as 
pathophysiological mechanisms in the disease development. The atopic march, or the natural 
progression form atopic eczema (dermatitis) in infancy to asthma and allergic rhinitis, is a classic 
example for the multiorgan involvement in atopy. It has been hypothesized that epidermal barrier 
 impairment is the primary pathological condition responsible for the atopic march. In recent 
decades, a 
 growing body of evidence has accumulated that AD can be accompanied by a variety of systemic 
 diseases, such as autoimmune disorders, ophthalmologic involvement, eosinophilic 
gastroenteritis, inflammatory bowel disease, nephritic syndrome, and metabolic diseases. This 
article reviews these 
associations and focuses on the possible common underlying mechanisms of AD and the 
associated 
syndromes. We present a concept on AD as a multiorgan systemic disease. 

15) Tsankov N, Kazandjieva J, Darlenski R. Are skin diseases systemic ones?: I. Clin Dermatol. 
2014;32(3):341-2. 
Няма резюме 

16) Fluhr JW, Lachmann N, Baudouin C, Msika P, Darlenski R, De Belilovsky C, Bosssert J, Colomb E, 
Burdin B, Haftek M. Development and Organization of Human Stratum Corneum After Birth. 
Electron Microscopy Isotropy Score and Immunocytochemical Corneocyte Labelling as Epidermal 
Maturation's Markers in Infancy. Br J Dermatol. 2014; 171(5):978-86 
Background There is growing evidence for the ongoing structural and functional 
adaptation of the skin after birth. 
Objectives The aim of this study was the definition of scanning electron microscopy markers of skin 
maturation in different age groups (birth to adulthood). 
We propose a semiquantitative score to analyse the maturation of the skin surface 
and a complementary evaluation of the distribution of corneodesmosin and corneodesmosomes. 
Material and methods An electron microscopy isotropy (E.M.I.) score was performed 
in six age-groups to include fullterm neonates, babies, children and adults. The 
distribution of corneodesmosome remnants was analysed by corneodesmosin distribution with 



immunocytochemical corneocyte labelling. 
Results The E.M.I. score showed the highest anisotropy in neonates. The youngest 
groups displayed irregular and thick cell clusters composed of poorly individualized cells. In the 
older groups, the distribution of superficial corneocytes was 
more regular. The cells evenly covered the surface and displayed easily visualized 
single cell outlines. The distribution of immune-labelled corneodesmosome remnants and the 
corneocyte projected area showed a correlation between age and 
structural maturation. The observed evolution indicated a poorly controlled process of corneocyte 
desquamation in infants and confirmed the relative immaturity 
of the epidermal barrier up to 1–2 years after birth under basal conditions. 
Conclusion Our study is the first attempt at semiquantitative evaluation of the 
micromorphology maturation of the epidermal surface at the ultrastructural level. 
The E.M.I. score and the associated pattern of corneodesmosome breakdown may 
be used as markers of the stratum corneum maturation 

17) Darlenski R, Kazandjieva J, Tsankov N, Fluhr JW. Acute irritant threshold correlates with barrier 
function, skin hydration and contact hypersensitivity in atopic dermatitis and rosacea. Exp 
Dermatol. 2013. 22(11):752-3 
The aim of the study was to disclose interactions 
between epidermal barrier, skin irritation and sensitization in 
healthy and diseased skin. Transepidermal water loss (TEWL) and 
stratum corneum hydration (SCH) were assessed in adult patients 
with atopic dermatitis (AD), rosacea and healthy controls. A 4-h 
patch test with seven concentrations of sodium lauryl sulphate 
was performed to determine the irritant threshold (IT). Contact 
sensitization pattern was revealed by patch testing with European 
baseline series. Subjects with a lower IT had higher TEWL values 
and lower SCH. Subjects with positive allergic reactions had 
significantly lower IT. In AD, epidermal barrier deterioration was 
detected on both volar forearm and nasolabial fold, while in 
rosacea, impeded skin physiology parameters were observed on 
the facial skin only, suggesting that barrier impediment is 
restricted to the face in rosacea, in contrast with AD where the 
abnormal skin physiology is generalized. 

18) Darlenski R, Fluhr JW. Photodynamic therapy in dermatology: past, present, and future. J Biomed 
Opt. 2013 Jun;18(6):061208. doi: 10.1117/1.JBO.18.6.061208. 
Photodynamic therapy (PDT) is a noninvasive therapeutic method first introduced in the field of 
dermatology. It is mainly used for the treatment of precancerous and superficial malignant skin 
tumors. Today PDT finds 
new applications not only for nononcologic dermatoses but also in the field of other medical 
specialties such as 
otorhinolaryngology, ophthalmology, neurology, gastroenterology, and urology. We are witnessing 
a broadening of 
the spectrum of skin diseases that are treated by PDT. Since its introduction, PDT protocol has 
evolved significantly 
in terms of increasing method efficacy and patient safety. In this era of evidence-based medicine, it 
is expected that 
much effort will be put into creating a worldwide accepted consensus on PDT. A review on the 
current knowledge 
of PDT is given, and the historical basis of the method’s evolution since its introduction in the 
1900s is presented. 



At the end, future challenges of PDT are focused on discussing gaps that exist for research in the 
field. 

19) Darlenski R, Kazandjieva J, Tsankov N. Hair extensions: novel "source" of a well-known contact 
allergen. Skinmed. 2013;11(1):51-3 
Няма резюме 

20) Fluhr JW, Darlenski R, Lachmann N, Baudouin C, Msika P, De Belilovsky C, Hachem JP. Infant 
epidermal skin physiology: adaptation after birth. Br J Dermatol. 2012; 166(3):483-90 
Background Functional and structural skin adaptation is a dynamic process which 
starts immediately after birth in humans and mammalian skin in general. This 
adjustment to the extrauterine dry environment is accomplished in the first year 
of postnatal life of humans. 
Objectives To assess the dynamic changes in vivo after birth in the molecular composition and skin 
physiology parameters compared with older children and adults. 
Methods The molecular composition of the stratum corneum (SC) and the water 
profile were investigated noninvasively by in vivo Raman confocal microscopy as a 
function of depth. Functional parameters including transepidermal water loss 
(characterizing epidermal permeability barrier), capacitance (as an indirect 
parameter for SC hydration) and skin surface pH were assessed noninvasively. 
The measurements were performed in 108 subjects divided into six age groups: 
full-term newborns (1–15 days), babies aged 5–6 weeks, babies aged 
6 ± 1 months, children aged 1–2 years, children aged 4–5 years and adults aged 
20–35 years. 
Results We showed that skin acidification is still under development during the 
first weeks of life. While the basal epidermal barrier is competent immediately 
after birth, the SC is less hydrated in the first 2 weeks of postnatal life. Similar 
continuous decreasing water content towards the surface for all age groups was 
observed, whereas this gradient was lower for the newborns. Dynamic changes 
in the amounts of the natural moisturizing factor constituents were revealed in 
the period of infancy. 
Conclusions We demonstrated the relation of formation of an acidic pH as well as 
underlying mechanisms in the induction of a fully hydrated SC over the first 
weeks of human life as a dynamic functional adaptation 

21) Darlenski R, Fluhr JW. Influence of skin type, race, sex, and anatomic location on epidermal barrier 
function. Clin Dermatol. 2012;30(3):269-73 
The intact skin represents a barrier to the uncontrolled loss of water, proteins, and plasma 
components from the organism. Owing to its complex structure, the epidermal barrier with its major 
layer, the stratum corneum, is the rate-limiting unit for the penetration of exogenous substances 
through 
the skin. The epidermal barrier is not a static structure. The status of different functions of the 
epidermis 
can be monitored by assessing specific biophysical parameters such as transepidermal water loss, 
stratum corneum hydration, and skin surface pH. Variables originating from the individual as well 
as 
exogenous factors have an important influence on the epidermal barrier parameters. 

22) P. Kleesz, R. Darlenski, J.W. Fluhr. Full body skin mapping for biophysical instruments: Baseline 
values on 16 anatomical locations in 125 human subjects. Skin Pharmacol Physiol.2012 25(1):25-
33 
The skin, as the outermost organ, protects against exogenous hazards (outside-in barrier) and 
prevents the loss of essential parts of the body (inside-out 
barrier). The epidermal barrier exerts several functions with 
specific morphological elements. Regional differences in 



skin functions are well known. The aim of the present study 
was to assess and compare skin physiological parameters in 
vivo at 16 anatomical sites: Barrier function in terms of transepidermal water loss (TEWL), stratum 
corneum (SC) hydration (assessed by capacitance), skin surface pH, skin surface 
temperature, erythema index and skin pigmentation were 
quantified at 16 anatomical sites under basal conditions. In 
addition, casual skin lipid level as a function of sebaceous 
lipids was measured on the forehead. Material and Methods: The 6 functions at the 16 anatomical 
sites were assessed 
in a cohort of 125 volunteers working in the food processing 
industry. These functions were quantified with noninvasive 
instruments, namely a Tewameter (barrier function), a Corneometer (SC hydration), a pH-meter, a 
Mexameter (erythema index and pigmentation), a skin surface thermometer 
and a Sebumeter (casual sebum level). Results: We identified 
ranges for the 16 anatomical locations for each instrument 
and some parameters could be classified into distinctive 
groups. Furthermore, a left-right comparison was performed 
at 3 sites (dorsal hand, ventral hand and ventral forearm). 
Certain side differences could be shown for SC hydration, 
surface pH, erythema index, melanin index and skin surface 
temperature in the 3 assessed areas. A left-to-right, statistically nonsignificant difference was also 
established for 
TEWL. Conclusion: The detected site-specific characteristics 
could be attributed to factors such as occlusion, different degrees of UV exposure, microcirculation 
and distribution of 
afferent and efferent nerve endings as well as fat distribution. External factors, such as life style, 
UV exposure and 
working conditions need to be taken into account. The present data are intended for an adequate 
selection of parameters and anatomical locations when assessing working conditions and 
designing clinical dermatological and pharmaceutical studies 

23) Darlenski R, Tsankov N. Aquagenic syringeal acrokeratoderma. J Dtsch Dermatol Ges. 2012 
Mar;10(3):198.  
Няма резюме 

24) Darlenski R., Kazandjieva J., Kircheva K., Mircheva M., Tsankov N. An outbreak of insect 
dermatitis caused by Culicoides drenskii on the Bulgarian Black Sea coast. Dermatovenerologie 
(Romania) 2011; 56 (3): 237-242 
Background: Culicoides drenskii is an insect that 
belongs to the Certaopogonidae family of class Insecta. 
Culicoides species are biting midges that cause insect 
dermatitis. They are known as vectors of pathogens that can 
cause a variety of diseases in humans and animals. 
Objective: We report a series of 32 cases with insect 
dermatitis to Culicoides drenskii distributed endemically to 
the Black sea coast of Bulgaria. 
Methods: 32 patients (13 male, 19 female) with a 
hitory of being bitten by small midges while sunbathing 
were examined in ambulatory dermatological praxis for a 
period of 14 days. Clinical examination, therapy as well as 
entimological investigation of the causative agents were 
performed. 
Results: The patients complained of urticarial and/or 



papular rash on the site of the insect bites. In 2 patients 
with medical history for asthma in clinical remission 
systemic symptoms were present. A correlation between the 
severity of the dermatitis and skin phototype was observed: 
patients with fair skin (Fitzpatrick II) developed more 
dramatic clinical signs than individuals with darker skin. 
Discussion: The options for local and systemic 
treatment, as well as the ways of prevention of the disease 
are discussed herein. 
Conclusion: An outbreak of 32 cases of insect 
dermatitis caused by an unusual agent – Culicoides 
drenskii is reported. The nuisance to the patients and its 
impact to the tourism on the Black sea coast pose questions 
on the preventive measures and desinsection in the resort 
areas in rainy summer. 

25) Balabanova M. Darlesnki R, Tsankov N. Localized acquired pseudoxanthoma elasticum after 
treatment with cream containing Striadril complex. Kosmetische Medizin. 2011;32(2):74 
Localized acquired pseudoxanthoma elasticum is a rare disorder which 
has similar clinical and histopathology characteristics to the inherited 
form of the disease except the lack of vascular and ocular involvement. 
Herein a clinical case of a localized acquired cutaneous pseudoxanthoma elasticum after treatment 
with Striadril complex-containing 
anti-wrinkle cream is described. The possible causative relationship 
between the application of the cosmeceutical and the coincidental disease development is 
discussed. 

26) Darlenski R, Surber C, Fluhr JW. Topical retinoids in the management of photodamaged skin: 
From theory to evidence-based practical approach.Br J Dermatol. 2010; 163(6):1157-65 
Skin, being exposed directly to the environment, represents a unique model for 
demonstrating the synergistic effects of intrinsic and extrinsic factors on the 
aging process. Ultraviolet radiation is the major factor among exogenous stressors 
responsible for premature skin aging. The problem of skin aging has captured 
public attention and has an important social impact. Different therapeutic approaches have been 
developed to treat cutaneous aging and to diminish or prevent the negative effects of ultraviolet 
radiation. Topical retinoids represent an 
important and powerful class of molecules in the dermatologist’s hands for the 
treatment of photodamaged skin. Since their introduction more than 20 years 
ago, topical retinoids have shown beneficial efficacy and good safety profiles in 
the management of photodamaged skin, and as therapeutic anti-aging agents. 
This review provides a brief retrospect of the development of topical retinoids in 
the treatment of photodamaged skin, elucidates their mechanism of action, delineates their use 
and addresses clinical, pharmaceutical and regulatory issues inconnection with their intended use 

27) R. Darlenski, J. Kazandjieva, N. Tsankov. Is there an increased skin irritation and contact 
sensitization in atopic dermatitis? Experts Rev. Dermatol.2011, 6(2): 229-234 
Atopic dermatitis is a chronic inflammatory skin disease characterized by epidermal barrier 
impairment and immunologic abnormalities. The compromised skin barrier facilitates the 
penetration and the action of irritating and potentially sensitizing substances from the 
surrounding environment. Atopic skin is prone to different modalities of chemical irritation that 
can further enhance the process of allergic sensitization. The question of contact allergy in atopic 
patients remains controversial, and is a field for active research in the near future. 

28) R. Darlenski, Dencheva R, Kazandjieva J, Svinarov D, Tsankov N., Guidelines in dermatology – 
Quo vadis?. Clinics in Dermatology, 2010;28(5):558-562 



Since their introduction in 1980s, medical guidelines have become a milestone in the modern 
medical practice and science. Being a key feature of modern evidence-based medicine, guidelines 
offer 
the opportunity for unification and standardization of diagnostic procedures, their use guarantees 
the 
equal access of patients to medical service, and they represent a scaffold for inexperienced 
physicians. 
The implementation of guidelines also can serve as a basis in malpractice issues and can 
contribute to 
the formation of national and international health care policies. In past decades, the process of 
development, update, and practical application of clinical guidelines has been seriously improved; 
however, certain limitations still exist, namely cost-effectiveness issues, editorial independence, 
applicability, accessibility, and external validity. This contribution discusses the advantages and the 
drawbacks in the use and the development of medical guidelines, emphasizing future perspectives 
and 
challenges in the development of clinical guidelines. 

29) Darlenski RB, Neykov NV, Vlahov VD, Tsankov NK. Evidence-based medicine: Facts and 
controversies.Clin Dermatol. 2010 ;28(5):553-557 
Evidence-based medicine is a paradigm shift in the biomedical field toward scientific-based 
clinical practice. It is recognized as the process of acquiring and applying into practice the best 
available 
research findings in a defined filed. Although the roots of evidenced-based medicine date back 
more 
than 150 years, the modern evidenced-based medicine concept has been rapidly and constantly 
developing in the past two decades. Since its introduction, evidenced-based medicine has 
simultaneously attracted proponents and critics. This contribution provides a critical overview of the 
major advantages and drawbacks of evidenced-based medicine. The discussion and the examples 
cover 
the field of biomedical research and dermatovenereology in particular 

30) Fluhr JW, Darlenski R, Taieb A, Hachem JP, Baudouin C, Msika P, De Belilovsky C, Berardesca E. 
Functional skin adaptation in infancy - almost complete but not fully competent. Exp Dermatol. 
2011 Jun;19(6):483-92  
Early postnatal life is a period of active functional 
reorganization and cutaneous physiological adaptation to the 
extrauterine environment. Skin as the outermost organ of 
mammalians is endowed of multiple functions such as protection, 
secretion, absorption and thermoregulation. Birth stimulates the 
epidermal barrier maturation and the skin surface acidification 
especially in premature infants. In full-term infants the developed 
stratum corneum accomplishes competent barrier function, in 
contrast to prematures. Complete barrier maturation in preterm 
infants is fulfilled by 2–4 weeks of the postnatal life. However, 
in preterms with 23–25 weeks gestational age this process takes 
longer. Versatile regulatory mechanisms, namely skin surface 
acidity, calcium ion gradient and nuclear hormone 
receptors ⁄ ligands are interrelated in the complex postnatal 
newborn adaptation. The skin of newborns is adjusting quickly to 
the challenging environmental conditions of the postpartum. 
However, certain functions, for example, microcirculation, 
continue to develop even beyond the neonatal period, that is, 
up to the age of 14–17 weeks. Different environmental factors 



(for instance, dry and cold climate, diapers and cosmetic care 
procedures) influence the postnatal development of skin 
functional parameters such as stratum corneum hydration and 
the permeability barrier especially in premature infants. The aim 
of this article is to summarize the current knowledge on skin 
physiology in newborn and infants with a practical approach and 
to discuss the possible clinical consequences. This review offers 
the readership a critical and practical overview of skin physiology 
in newborns and infants. It emphasizes possible new research 
fields in neonatal and infantile skin physiology 

31) J.W. Fluhr, R. Darlenski. Development of Skin Models – Sensitive Skin. SOFW-Journal. 2010; 136 
(11): 16-22 
Different sensitive skin and aging skin have been elaborated in recent years. Vari- ous studies 

based on non-invasive biophysical methods have noted in vivo models for dry skin, disrupted skin 

conditions, sensiimportant differences in the skin of »stingers« compared to »non-stingers«: 

A relationship between sensory irritation and epidermal barrier function. 

Specific knowledge regarding skin physiology is now available (Fig. 1). 

Higher baseline transepidermal water loss (TEWL) values were reported in 

stingers compared to non-stingers. These subjects also showed a more exaggerated increase in 

TEWL at sites of experimentally induced acute irritant 

dermatitis. The stratum corneum of stingers seems to be less hydrated, as 

evidenced by lower electrical capacitance values. They might present higher baseline surface pH 

values and lower sebum content. Stingers also appear to have a more reactive cutaneous 

vascularisation. This article describes new models and their non-invasive evaluation. Current 

knowledge 

on biophysical assessment in identifying and characterising sensitive skin 

will be further discussed  
32) L. Popova, Darlenski R, Tsankov N. Penicillin and vitamin A as possible therapeutic agents in 

pityriasis rubra pilaris. J Dtsch Dermatol Ges; 2010;8(5):354-6. 
Pityriasis rubra pilaris (PRP) is a rare 
skin disorder with versatile clinical presentations. A 62-year-old Caucasian 
woman with progressive erythroderma and classic adult (type I) PRP is presented. Treatment with 
systemic 
steroids and methotrexate produced 
no improvement. Clinical remission 
was achieved after systemic therapy 
with penicillin (both intravenous and 
intramuscular) and vitamin A. The therapy of PRP is reviewed, focusing on a 
possible infectious genesis of PRP as 
well as the role of antibiotics in its 
management 

33) J. Kazandjieva, M. Gergovska, R. Darlenski, S. Márina, V. Broshtilova, M. Balabanova, L. 
Stransky. Recall dermatitis after systemic treatment with paclitaxel. International  Journal of 
Dermatology, 2010, 49: 956-959 



Background Recall phenomena of the skin at the site of prior radiation treatment are well 
established after systemic anti-neoplastic therapy. The aim of this report is to describe a 
rare clinical entity of recall dermatitis after systemic treatment with paclitaxel without a 
history of previous radiation at the site of reaction. 
Material and methods A 63-year-old Caucasian female patient treated with paclitaxel 
because of breast cancer (T3 N1 M0) is presented. 
Results Five days after the fifth-in-a-row infusion swelling and redness occurred on the left 
arm, where the drug has been administered. The skin changes were interpreted as erysipelas and 
the patient was treated with systemic antibiotic. One month later, when a new cycle 
of chemotherapy with paclitaxel was performed, the medication was administered on the 
opposite (right) arm. Several days after the procedure, the same changes occurred again 
on the left arm, as in the previous hospitalization. Based on the clinical features and the 
laboratory findings, diagnosis of ‘‘recall dermatitis’’ was coined. The presented case serves 
as a basis for discussion on the etiopathogenetic mechanism of the skin recall phenomenon. The 
drugs associated with the onset of such a reaction are debated. 
Conclusion The specificity of this rare dermatological entity is important for setting up the 
exact diagnosis and therapeutic approach. 

34) K. Drenovska, Darlenski R, Kazandjieva J, Vassileva S. Pemphigus vulgaris and pregnancy: report 
of two cases and review of the literature. SKINmed, 2010, 8(3):144-9 
The management and counseling of patients with pemphigus vulgaris (PV) during pregnancy is a 
challenge. The frequency of the association is very low and the current knowledge is based only 
on case reports or small series. We report two cases of PV and pregnancy that differ from each 
other in the time of occurrence and clinical course but have similar favorable outcome. Based on 
the literature review and our personal observations, we discuss on the characteristics of this 
association, on the therapeutic behavior, patients’ follow-up and fetal prognosis. 

35) J.W. Fluhr, R. Darlenski, A. Taieb, J-P. Hachem, C. Baudouin, P. Msika, C de Belilovsky, E. 
Berardesca. Adaptation de la peau de la naissance à l’enfance: considérations pratiques. Nouvelle 
Dermatologie. 2010; 30:248-251 
At birth the development of the 
skin as an organ with multiple protective 
functions is not completely accomplished. 
The postnatal adaptation is fulfilled in 
the early weeks and months of the postnatal 
life. This process, especially the epidermal 
barrier maturation, is even more dynamic 
in preterm and low birth weight infants. 
Skin surface acidity plays an essential role 
in the defense mechanism and the dermal 
adaptation to the gaseous environment. 
This review offers a practical overview on skin 
adaptation from birth to early childhood 
(barrier function, sebaceous and eccrine 
secretions, vascularisation). Age, anatomical 
site and environmental factors influences are 
discussed. A practical approach to the cosmetic care and the toileting of the infant skin 
is proposed. 

36) V. Mateeva, R. Darlenski, A. Kulberg, М. Pigova, A. Chachi, I. Stoikova, M. Stoyanova, M. 
Tsvetkova, D. Mircheva, J. Kazandjievа. Contact reactions to latex in healthcare practitioners. J 
Clin Med. 2010; 3(3):36-40 
Няма резюме 



37) R. Darlenski R, Sassning S, Tsankov N, Fluhr JW. Non-invasive in vivo methods for investigation 
of the skin barrier physical properties. Eur J Pharm Biopharm. 2009 Jun;72(2):295-303.    
Skin as an organ of protection covers the body and accomplishes multiple defensive functions. The 
intact 
skin represents a barrier to the uncontrolled loss of water, proteins, and plasma components from 
the 
organism. Due to its complex structure, the epidermal barrier with its major component, stratum 
cor- 
neum, is the rate-limiting unit for the penetration of exogenous substances through the skin. The 
epider- 
mal barrier is not a static structure. The permeability barrier status can be modified by different 
external 
and internal factors such as climate, physical stressors, and a number of skin and systemic 
diseases. 
Today, different non-invasive approaches are used to monitor the skin barrier physical properties 
in vivo. The quantification of parameters such as transepidermal water loss, stratum corneum 
hydration, 
skin surface acidity is essential for the integral evaluation of the epidermal barrier status. Novel 
methods 
such as in vivo confocal Raman microspectroscopy offer the possibility for precise and detailed 
character- 
ization of the skin barrier. 
This paper will allow the readership to get acquainted with the non-invasive, in vivo methods for the 
investigation of the skin barrier 

38) J.W. Fluhr, Darlenski R, Angelova-Fischer I, Tsankov N, Basketter D. Skin irritation and 
sensitization: Mechanisms and new approaches for risk assessment. Part I: Skin irritation. Skin 
Pharmacology and Physiology, 2008;21:124-135 
Cutaneous irritation presents a major health problem with 
serious social and occupational impact. The interaction between an irritant and the human skin 
depends on multiple 
factors: the intrinsic properties and the nature of the irritant 
itself, and specific individual- and environment-related variables. The main pathological 
mechanisms of irritancy include skin barrier disruption, induction of a cytokine cascade and 
involvement of the oxidative stress network; all of 
them resulting in a visible or subclinical inflammatory reaction. In vivo, different non-invasive 
parameters for the evaluation of skin irritation and irritant potential of compounds 
and their specific formulations have been introduced, such 
as epidermal barrier function, skin hydration, surface pH, lipid composition, skin colour and skin 
blood flow. The diverse 
physiological changes caused by irritating agents require 
implementation of a multiparametric approach in the evaluation of cutaneous irritancy. 

39) J.W. Fluhr, R Darlenski, C Surber. Glycerol and the skin: holistic approach to its origin and 
functions. Br J Dermatol. 2008;159(1):23-34 
Glycerol is a trihydroxy alcohol that has been included for many years in topical 
dermatological preparations. In addition, endogenous glycerol plays a role in skin 
hydration, cutaneous elasticity and epidermal barrier repair. The aquaporin-3 
transport channel and lipid metabolism in the pilosebaceous unit have been 
evidenced as potential pathways for endogenous delivery of glycerol and for its 
metabolism in the skin. Multiple effects of glycerol on the skin have been 
reported. The diverse actions of the polyol glycerol on the epidermis include 
improvement of stratum corneum hydration, skin barrier function and skin 



mechanical properties, inhibition of the stratum corneum lipid phase transition, 
protection against irritating stimuli, enhancement of desmosomal degradation, 
and acceleration of wound-healing processes. Even an antimicrobial effect has 
been demonstrated. Topical application of glycerol-containing products improves 
skin properties in diseases characterized by xerosis and impaired epidermal barrier function, such 
as atopic dermatitis. The increase of epidermal hydration by 
glycerol is critical in skin conditions aggravated by dry and cold environmental 
conditions, e.g. winter xerosis. This paper provides a review on effects of glycerol on the skin, the 
mechanisms of its action, and the potential applications of 
glycerol in dermatology 

40) J. Kazandjieva J, Grozdev I, Darlenski R, Tsankov N. Climatotherapy of psoriasis. Clin Dermatol. 
2008; 26(5):477-85. 
In the era when biological treatments for psoriasis are gaining more and more popularity, 
climatotherapy represents a safe and efficient alternative to the conventional therapeutic 
modalities. 
Climatotherapy comprises alternative treatment methods, which are based on the healing 
capacities of 
natural resources. This paper provides the reader with relevant information on the different 
climatotherapeutic methods, the intimate mechanisms of their action, and the cumulated clinical 
experience in the treatment of psoriasis.The positive effect of thalassotherapy for psoriasis has 
been 
known since ancient times. However, in the past decades a number of controlled studies revealed 
the 
efficacy of thalassotherpay in the treatment of psoriasis. Herein, it is exemplified on the experience 
in 
the centers at the Dead Sea and the Black Sea coast.Originating from Europe, balneo- and spa 
therapy 
are becoming popular alternatives for psoriasis treatment worldwide. A short review on the centers 
profiled for psoriasis therapy is provided. The unique sites of Blue Lagoon in Iceland and Kangal in 
Turkey are selected in this paper. Additionally, alternative nature-based treatments for psoriasis 
such as 
high mountain climatotherapy and naphtalotherapy are discussed. 

41) J. Kaznadjieva, Broshtilova V., Darlenski R. Тhe price of а "rail-thin model" body: Pellagrа in a 
patient with self-imposed restriction diet. Kosmetische Medizin. 2009;4:128-132  
А case af 40-year-old womon with photodermotitis ossocioted with 
subclinicol form of ап onxiety mood disorder thot oppeored ofter о ргоlonged course of self-
imposed restriction diet wos verified os pellogro 
due to the low urinory excretion of s-hydroxy-indole-ocetic ocid ond the 
prompt resolution of 011 clinicol symptoms ироп niocin odministrotion. 
А thorough review of literoture proves thot pellogro is о possibIe сотplicotion of vorious nutritionol 
disorders ond ought to Ье considered in 
the clinicol work-up ond theropeutic odministrotio~ of comprehensive 
nutritionol plon for 011 potients with еуеп subtle photosensitive cutoneous chonges, regordless the 
lock of insight for their eoting disorder. 

42) Kazandjieva J, R. Darlenski, N. Tsankov:"First National campaign:diagnosis and prevention of skin 
allergy". EADV News; 2010;34:5 
Няма резюме 

43) D. Basketter, Darlenski R, Fluhr JW. Skin irritation and sensitization: Mechanisms and new 
approaches for risk assessment. Part II: Skin sensitization. Skin Pharmacology and physiology, 
2008 May 29;21(4):191-202.  



Allergic contact dermatitis (ACD) is a common skin disease 
with a significant social and economic impact. In contrast to 
irritation, skin sensitization is a response of the adaptive immune system, in which there is a 
delayed T-cell-mediated 
allergic response to chemically modified skin proteins. The 
chemicals that can covalently modify the skin proteins and 
trigger an allergic reaction are referred to as haptens or sensitizers. Attempts have been made in 
many countries to reduce the problems of ACD by the implementation of legislations related to 
skin-sensitizing chemicals, as well as by the 
early detection and risk assessment of substances with sensitizing properties. For many years, the 
simple identification 
of sensitizing chemicals was performed in guinea pig tests. 
A murine test, the local lymph node assay (LLNA), has been 
validated as a replacement for the guinea pig tests. Despite 
the recent introduction of in vitro methods for the identification of sensitizing chemicals, the LLNA 
results (when coupled with good exposure data) can be used as the starting 
point for a quantitative risk assessment. The quantitative risk 
assessment is aimed to identify the safe use thresholds for 
any potential skin sensitizer. 

44) J.W. Fluhr, Darlenski R, Berardesca E. Ethnic groups and sensitive skin: two examples of special 
populations in dermatology. Drug discovery today: Disease mechanisms 5(2)2008; 249-26 
The knowledge about skin physiology of specific subpopulations leads to an increase in specific 
therapeutic 
options, for example, for sensitive skin and ethnic 
groups. The understanding and quantification of racial 
differences in skin functions are important for the 
treatment and prevention of skin diseases and skin 
care. 
A key feature that characterises race is skin colour: 
pigmented skin is different from fair skin in terms of 
responses to chemical and environmental insults and 
requires specific skin care. Different risk factors among 
racial groups for the development of skin disease after 
exposure to the same insults have been described. The 
interpretation of pathophysiological phenomena 
should consider not only anatomical and functional 
characteristics of ethnic groups but also socioeconomic, hygienic and nutritional factors. 
Sensitive skin is a second area where a subpopulation of 
dermatological patients needs special attention. On 
the basis of recent findings on the somatosensory 
and neurophysiologic mechanism of skin sensitivity, 
the diagnostic approach to this condition and the role 

45) Darlenski R, Petrova E, Tsankov N. EADV Summer School on STIs.. ILDS Newsletter, 3, 2008:2 
Няма резюме 

46) Kazandjieva J, Darlenski R. New allergens in cosmetic dermatology. Aesthetic Dermatology News. 
2008; 1(3); 8-10 
Няма резюме 
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на лекарството Tafinlar®(Dabrafenib) за лечение на възрастни пациенти с 
неоперабилен или метастазирал меланом с налична BRAF V600 мутация. Социална 
медицина, социална фармация и мениджмънт в здравеопазването. 2015; 1(1): 7-18 
Целта на настоящото изследване е да бъден направен фармакоикономически анализ по методите 
„Разход минимум” и „Анализ на бюджетното въздействие (АБВ)” на различни терапевтични 
лекарствени стратегии за лечение на възрастни пациенти с неоперабилен или метастазирал 
кожен меланом, които имат налична мутация на BRAF V600 гена (BRAF+). 
Изследването взима предвид най-новите заключения в публикуваната експертно-научна 
литература и националните специфични данни за българската здравна система. 
Методи: При приложението на фармакоикономическият анализ „Разход минимум” и „АБВ” за 
оценка на различни лекарствени терапевтични стратегии за лечение на възрастни пациенти с 
неоперабилен или метастазирал кожен меланом, които имат налична мутация на BRAF V600 
гена (BRAF+), сравнявахме терапия с dabrafenib (Tafnlar®) по отношение на другият използван 
в практиката лекарствен продукт, като алтернативна лекарствена стратегия на лечение. 
Фармакоикономическият анализ стъпва върху клиничния опит на българската онкологична 
практика, по специално в отделението по Дерматология на Университетска болница „Токуда”, 
гр.София, като се оценява ефективността на лечението с dabrafenib в сравнение с другата 
алтернативна терапия използвана към момента. 
Популация от болни: При фармакоикономическият анализ са взети предвид само онези болни, 
които имат диагностициран неоперабилен или метастазирал кожен меланом, и които имат 
налична мутация на BRAF V600 гена (BRAF+). 
Гледна точка на изследването: Изследването е изготвено от гледна точка на платеца (здравното 
осигуряване), за нуждите на системата на реимбурсиране на лекарства. 
Резултати от фармакоикономическия анализ 
В изследването използвахме като основа за оценка на ефективността, изчислените 
сумарни стойности на разходите за различните лекарствени терапии на неоперабилен или 
метастазирал кожен меланом, които имат налична мутация на BRAF V600 гена (BRAF+). 
Период на анализа: В изследването взехме като период на анализа стандартното време 
за приложение на терапевтичните подходи за първа линия лечение на неоперабилен или 
метастазирал кожен меланом, които имат налична мутация на BRAF V600 гена (BRAF+). 
Дисконтиране: С оглед възникването на голямата част от разходите в кратък интервал от 
време, в изследването не сме използвали метод за дисконтиране на разходите и резултатите. 
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