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Rezumat

Genodermatozele constituie boli cu un impact
psihosocial major in ciuda faptului cd acestea sunt afectiuni
relativ rare, a caror incidentd raportatd variazi intre 1:6000
5i 1:500.000 [1] si este in continud crestere, cel mai probabil
datoritd elabordrii unor metode mai eficiente de
diagnosticare.

Severitatea expresiei clinice a defectelor genetice
responsabile de aparitia genodermatozelor variazd larg, insd
in unele cazuri acestea imbracd forma unor boli grave ce

Summary

Genodermatoses are diseases with significant
psychosocial impact despite being relatively rare conditions,
with a reported incidence that varies between 1:6000 and
1:500,000 [1] and is continually increasing, most likely due
to the development of more effective diagnostic methods.

Severity of the clinical expression of the genetic defects
responsible for the occurrence of genodermatoses varies
widely, with some cases taking the form of serious diseases
that cause significant alteration of patients’ quality of life,
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determind alterarea semnificativd a calitdtii vietii
pacientilor si a familiilor acestora, precum si reducerea
sperantei de viatd a bolnavilor. Dat fiind faptul cd
genodermatozele sunt boli cronice, incurabile, asociate
degenerare malignd, in ingrijirea acestor pacienfi este
necesard colaborarea dintre membrii unei echipe
multidisciplinare si un regim terapeutic complex, ceea ce
implicd si resurse considerabile. Prin urmare, findnd cont
de toate aceste considerente, genodermatozele reprezintd
importante probleme de sindtate publicd.

In cadrul lucrarii de fatd sunt prezentate rezultatele
unui studiu prospectiv si retrospectiv realizat in perioada
2013-2023 pe un numdr de 253 de pacienti nou
diagnosticati cu diverse forme clinice de genodermatoze,
internati in sectii de dermatologie din Bucuresti.

Cuvinte cheie: genodermatoze, ihtioze, kerato-
dermii, boala Darier, neurofibromatoze, epidermolize,

porfirii.
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as well as that of their families, and also reduce the patients’
life expectancy. Given the fact that genodermatoses are
chronic, incurable diseases that are frequently associated
with incapacitating disabilities and even with malignant
degeneration potential, their management requires
collaboration among members of a multidisciplinary team
and a complex therapeutic regimen, which also demands
considerable resources. Therefore, taking into account all
these considerations, genodermatoses represent important
public health issues.

In the current paper we present the results of a
prospective and retrospective study conducted between
2013 and 2023 on a number of 253 newly diagnosed
patients with various clinical forms of genodermatoses,
admitted to Dermatology departments in Bucharest.

Keywords: genodermatoses, ichthyosis, keratodermas,
Darier’s disease, neurofibromatosis, epidermolysis,
porphyrias.
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Introducere si Obiective

In categoria genodermatozelor se regisesc
peste 1000 de afectiuni cutanate cu determinism
genetic, inclusiv anomalii cromozomiale si
defecte mono- sau plurigenice cu o expresie
clinicd polimorfa ce poate sa nu se manifeste de la
nastere si asociazd frecvent manifestari pluri-
organice si plurisistemice [2,3,4,5], precum si o
complexd patologie oncologicd, astfel incat
altereazd calitatea vietii si determind cresterea
morbiditatii si a mortalitdtii pacientilor [6].

Diagnosticul molecular al genodermatozelor
a fost marcat de un progres semnificativ din 1987
si pand in prezent, dupa descoperirea deletiilor
steroid-sulfatazei ce produc ihtioza si datorita
proiectului “Genomul uman” lansat in 1990 si
completat in 2003 [7].

Studiul realizat in lucrarea de fatd are drept
obiectiv examinarea variatelor manifestdri clinice
ale genodermatozelor si a corelatiilor acestora cu
informatiile din literatura de specialitate, precum
si impactul genodermatozelor asupra calitatii
vietii pacientilor, cu scopul de a realiza un
progres iIn recunoasterea si managementul
acestor afectiuni rare si redutabile.

Introduction and Objectives

In the category of genodermatoses, there are
over 1000 cutaneous conditions with genetic
determinism, including chromosomal abnorma-
lities and mono- or plurigenic defects with a
polymorphic clinical expression that may not
manifest at birth and often associate multiorgan
and multisystemic manifestations [2,3,4,5], as
well as a complex oncological pathology, thus
impairing quality of life and increasing morbidity
and mortality rates among patients [6].

Molecular diagnosis of genodermatoses has
seen significant progress since 1987, following
the discovery of steroid sulfatase deletions that
cause ichthyosis, and also due to the “Human
Genome Project” launched in 1990 and com-
pleted in 2003 [7].

The present study aims to examine the
various clinical manifestations of genoder-
matoses and their correlations with information
from the specialized literature, as well as the
impact of genodermatoses on patients” quality of
life, with the objective of making progress in
recognizing and managing these rare and
redoubtable conditions.
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Avand in vedere raritatea acestor afectiuni si
faptul cd imbracd forme clinice extrem de
complexe si variate, cu implicatii multiple si in
alte specialititi medicale, este deosebit de
important efortul comun pluridisciplinar pentru
clarificarea aspectelor complexe ridicate de
genodermatoze, astfel incat pacientii si rudele
acestora sd poatd beneficia de sfatul genetic, de
metode eficiente de diagnostic prenatal si de un
tratament corect instituit precoce spre a ameliora
prognosticul vital si calitatea vietii bolnavilor.

Material si Metoda

In cadrul lucrdrii de fatdi am realizat un
studiu clinico-epidemiologic deschis prospectiv
si retrospectiv pe un numar de 253 de pacienti
nou diagnosticati cu diverse forme clinice de
genodermatoze internati in sectii de dermato-
logie din Bucuresti in perioada 2013-2023.

Tindnd cont de raritatea acestor afectiuni si
de faptul cd unele genodermatoze prezinta
comorbiditati grave ce nu necesitd internare pe
sectia de dermatologie si impun indreptarea citre
alte servicii medicale, a fost necesard alegerea
unui interval de timp mai Indelungat pentru
efectuarea acestui studiu, In scopul de a identifica
cat mai multe varietdti de afectiuni cutanate cu
determinism genetic.

Din documentele examinate am extras
informatii legate de identificarea, varsta, sexul si
mediul de provenientd, antecedente personale
patologice si heredocolaterale, ancheta familiald,
istoricul si evolutia bolii, comorbiditati, explorari
paraclinice, cu precidere examenul histopato-
logic, diagnosticul la externare (forma clinicd de
boald si Incadrarea etiopatogenica a afectiunii),
optiunile terapeutice disponibile si tratamentul
de care au beneficiat pacientii, numarul de zile de
spitalizare, tipul de ereditate, sfatul genetic si
metode de screening.

Rezultate

In perioada 2013-2023 a fost inregistrat un
numdr de 36899 de pacienti diagnosticati cu
afectiuni dermatovenerologice pe sectii de der-
matologie din Bucuresti, dintre care un numar de
253 de pacienti (0.68%) au fost diagnosticati cu
diverse forme etiopatogenice si clinice de
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Considering the rarity of these diseases and
the fact that they present extremely complex and
varied clinical forms, with multiple implications
in other medical specialties, it is crucial to have a
collaborative multidisciplinary effort to clarify
the complex aspects raised by genodermatoses,
so that patients and their families can benefit
from genetic counseling, effective prenatal
diagnosis methods and early instituted correct
treatment to improve patients’ prognosis and
quality of life.

Material and Method

In the current study, we conducted a
prospective and retrospective open clinical-
epidemiological study on a total of 253 newly
diagnosed patients with various clinical forms of
genodermatoses admitted to Dermatology
departments in Bucharest during 2013-2023.

Considering the rarity of these conditions
and the fact that some genodermatoses present
serious comorbidities that do not require
admission to the dermatology department and
necessitate referral to other medical services, it
was necessary to choose a longer time interval for
conducting this study in order to identify as
many varieties of cutaneous conditions with
genetic determinism as possible.

From the examined observation records,
there were extracted information related to
identification, age, gender, environment of origin,
personal pathological and heredocolateral ante-
cedents, familial investigation, disease history
and clinical evolution, comorbidities, paraclinical
explorations, particularly histopathological exa-
mination, discharge diagnosis (clinical form of
the disease and etiopathogenic classification of
the condition), available therapeutic options and
treatment received by patients, length of hospi-
talization, inheritance type, genetic counseling
and screening methods.

Results

Between 2013 and 2023, a total of 36,899
patients diagnosed with dermatovenerological
conditions were registered in Dermatology
departments in Bucharest, of which 253 patients
(0.68%) were diagnosed with various etiopatho-
genic and clinical forms of genodermatoses and
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genodermatoze si au fost inclusi in studiul
prezentat in lucrarea de fata (figura 1).

Aceste date corespund cu datele din lite-
ratura de specialitate, intrucat genodermatozele
reprezintd afectiuni rare, cu o incidenta scazuta in
populatia generala.

were included in the study presented in this
paper (figure 1).

These data correspond to those found in
specialized literature, as genodermatoses repre-
sent rare conditions with a low incidence in the
general population.

99.32%

253

0.68%

Figura 1. Relatia numericd dintre numdrul total de pacienti diagnosticati cu afectiuni dermatologice si numdrul de
pacienti diagnosticati cu genodermatoze in perioada 2013-2023.
Figure 1. The numerical relationship between the total number of patients diagnosed with dermatological conditions and
the number of patients diagnosed with genodermatoses during the period 2013-2023

Repartitia in functie de categoria etiopato-
genicd si clinicdi de boald a cazurilor de
genodermatoze studiate este redatd in tabelul 1 si
ilustratd in figura 2.

The distribution according to the etio-
pathogenic and clinical category of disease of the
genodermatoses cases studied is presented in
Table 1 and illustrated in Figure 2.

Tabelul 1. Repartitia genodermatozelor in functie de forma clinico-etiopatogenica de boala
Table 1. Distribution of genodermatoses according to the clinical-etiopathogenic form of the disease

Index DENUMIREA BOLII o Total o—
¢ NAME OF THE DISEASE umd ocente
Number | Percentage

Ihtioza vulgara / Ichthyosis vulgaris 13 5.14%

2 Eritrodermie ihtioziforma buloasd congenitald / Congenital
bullous ichthyosiform erythroderma 1 0.40%

3 Ihtioza congenitald / Congenital ichthyosis 4 1.58%

4 Alte forme de ihtioza / Other forms of ichthyoses 25 9.88%

5 Keratodermii palmo-plantare / Palmoplantar keratodermas 46 18.18%

6 Boala Darier / Darier’s disease 23 9.09%

7 Acrokeratoza veruciforma Hopf / Acrokeratosis verruciformis 1 0.40%
of Hopf

8 Epidermoliza buloasa simpld / Epidermolysis bullosa simplex 3 1.19%
Epidermoliza buloaséd distroficd / Dystrophic epidermolysis 2 0.79%
bullosa

10 Alte epidermolize buloase / Other bullous epidermolyses 14 5.53%

11 Pemfigus benign familial Hailey-Hailey / Hailey-Hailey disease 6 2.37%

10




DermatoVenerol. (Buc.), 69(1): 7-25

Tabelul 1. (continuare)
Table 1. (continued)

Total
Index DENUMIREA BOLII Numar " Procente
NAME OF THE DISEASE
Number | Percentage
12 Porfirie cutanatd tardivd / Porphyria cutanea tarda 29 11.46%
13 Porfirie eritropoieticd ereditard / Hereditary erythropoietic 6 2.37%
porphyria
14 Alte porfirii / Other porphyrias 7 2.77%
15 Neurofibromatoza / Neurofibromatosis 63 24.90%
16 Scleroza tuberoasa / Tuberous sclerosis 7 2.77%
17 Boala Fox-Fordyce / Fox-Fordyce disease 2 0.79%
18 Sindrom Peutz-Jeghers / Peutz-Jeghers syndrome 1 0.40%
Total 253 100 %
2 (0.79%) N (2.77%)2 (0.79%4)
TR 190519 75
1B0S% P - Bee ® Neurofibromatosis
‘-
® Neurofibromatozi ® Palmo-plantar keratodermas
* Km"’dm' palmo-plantare 236.00%) ® Ichthyosis
00 :::::;: .PM])}I}'I’iE
® Boala Darier ® Darier’s disease
e Epidermalize o Epidermolysis
© Sclerozi tuberoasi © Tuberous sclerosis
® Pemfigus benign familial Hailey-Hailey ® Familial benign pemphigus Haile_|
42(16.6%) — ® Boald Fox-Fordyce 42(16.6%) @ Fox-Fordyce disease
46 (18.18%) M A."‘*“’m“ ‘veruciformd Hopf 46(15.13%) ® Hopf verruciform acrokeratosis
® o Poie-Toyhbecs # Peutz-Jeghers syndrome
253 wany 253
Total pacienti Toral aumber

Fiqura 2. Repartitin genodermatozelor in functie de forma clinico-etiopatogenicd de boald
Figure 2. Distribution of genodermatoses according to the clinical-etiopathogenic form of the disease

Din studiul prezentat reiese cd cele mai
frecvente genodermatoze intdlnite in intervalul
2013-2023 in sectii de dermatologie din Bucuresti
sunt reprezentate de neurofibromatoze, kerato-
dermii palmo-plantare, ihtioze si porfirii (Tabelul 2).

Din repartitia in functie de sex a cazurilor de
genodermatoze studiate, redatd in tabelul 3 si
ilustratd in figura 3, se constatd o usoara
predominantd a sexului feminin.

Datele redate in tabelul 3 corespund cu cele
raportate in literatura de specialitate, cu cateva
exceptii. In cazul ihtiozei vulgare, a sclerozei
tuberoase si a pemfigusului benign familial
Hailey-Hailey se remarca predominanta sexului
feminin, In timp ce in literatura de specialitate

The presented study indicates that the most
frequent genodermatoses encountered between
2013 and 2023 in dermatology departments in
Bucharest are represented by neurofibromatosis,
palmoplantar keratodermas, ichthyoses and
porphyrias (Table 2).

From the distribution according to gender of
the genodermatoses cases studied, presented in
Table 3 and illustrated in Figure 3, a slight
predominance of the female sex is observed.

The data presented in Table 3 correspond to
those reported in specialized literature, with a
few exceptions. Thus, in the case of ichthyosis
vulgaris, tuberous sclerosis and Hailey-Hailey
disease, a predominance of the female sex is

11




DermatoVenerol. (Buc.), 69(1): 7-25

Tabelul 2. Distributia genodermatozelor in functie de incidenta categoriilor etiopatogenice
Table 2. Distribution of genodermatoses according to the incidence of etiopathogenic categories

Index DENUMIREA BOLII Numar o Procente
NAME OF THE DISEASE Number | Percentage

1 Neurofibromatoza / Neurofibromatosis 63 24.90%

2 Keratodermii palmo-plantare / Palmoplantar keratodermas 46 18.18%

3 Ihtioze / Ichthyoses 43 16.99%

4 Porfirii / Porphyrias 42 16.60%

5 Boala Darier / Darier’s disease 23 9.09%

6 Epidermolize buloase / Bullous epidermolyses 19 7.50%

7 Scleroza tuberoasa / Tuberous sclerosis 7 2.77%

8 Pemfigus benign familial Hailey-Hailey / Hailey-Hailey disease 6 2.37%

9 Boala Fox-Fordyce / Fox-Fordyce disease 2 0.79%

10 Acrokeratozd veruciformd Hopf / Acrokeratosis verruciformis 1 0.40%
of Hopf

11 Sindrom Peutz-Jeghers / Peutz-Jeghers syndrome 1 0.40%
Total 253 100%

@ Feme1 @ Barbaf

114
139 (45.06%2)
(54.94%)

Figura 3. Repartitia genodermatozelor in functie de sexul pacientului.
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114
(45.06%)

Figure 3. Distribution of genodermatoses according to the patient’s gender.

Tabelul 3. Repartitia diverselor forme clinico-etiopatogenice de genodermatoze

in functie de sexul pacientului

Table 3. Distribution of various clinical-etiopathogenic forms of genodermatoses according

to the patient’s gender

Distributia pe sexe
Distribution by sex
Index DENUMIREA BOLII Total
NAME OF THE DISEASE Barbati / Femei /
Men Women
1 |Ihtiozd vulgard / Ichthyosis vulgaris 2 11 13
2 Eritrodermie ihtioziformd buloasad congenitald /
Congenital bullous ichthyosiform erythroderma 1 0 1
3 |Ihtioza congenitald / Congenital ichthyosis 2 2 4
4 | Alte forme de ihtiozad / Other forms of ichthyoses 12 13 25
5 | Keratodermii palmo-plantare / Palmoplantar 21 25 46
keratodermas
6 |Boala Darier / Darier’s disease 10 13 23
7 | Acrokeratoza veruciformad Hopf / Acrokeratosis 1 0 1
verruciformis of Hopf
8 |Epidermoliza buloasa simplad / Epidermolysis bullosa 1 2 3
simplex
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Tabelul 3. (continuare)
Table 3. (continued)

Distributia pe sexe
Distribution b
Index DENUMIREA BOLII stribution by sex Total
NAME OF THE DISEASE Barbati / Femei /
Men Women
9 | Epidermoliza buloasa distrofica /Dystrophic 2 0 2
epidermolysis bullosa
10 | Alte epidermolize buloase / Other bullous epidermolyses 14
11 | Pemfigus benign familial Hailey-Hailey / Hailey-Hailey 2 4 6
disease
12 | Porfirie cutanata tardivd / Porphyria cutanea tarda 20 9 29
13 | Porfirie eritropoietica ereditara / Hereditary 3 6
erythropoietic porphyria
14 | Alte porfirii / Other porphyrias 2 5 7
15 [Neurofibromatozd / Neurofibromatosis 25 38 63
16 | Scleroza tuberoasa / Tuberous sclerosis 2 5
17 | Boala Fox-Fordyce / Fox-Fordyce disease 1 2
18 | Sindrom Peutz-Jeghers / Peutz-Jeghers syndrome 0 1 1
Total 114 139 253

este descrisda o distributie relativ egald pe sexe,
astfel Incat se poate specula cd in cazul formelor
usoare de boald este posibil ca adresabilitatea
pacientilor de sex feminin cdtre servicii de
specialitate sd fie mai crescuta din criterii estetice.

Din analiza datelor legate de repartitia
pacientilor in functie de mediul de provenientd,
redatd In tabelul 4 si ilustratd in figura 4, se
observd predominanta bolnavilor din mediul
urban. Acest lucru se poate datora lipsei de
informare medicald a pacientilor si tendintei
acestora de a evita sau amana solicitarea
serviciilor medicale de specialitate pand in stadii
avansate de boald. Exceptie fac neurofibro-
matozele si formele mai grave de porfirii, epi-
dermolize buloase si ihtioze, unde s-a remarcat o
distributie relativ egald a pacientilor raportat la
mediul de provenientd, cel mai probabil din
cauza severitatii manifestarilor clinice.

Repartitia In functie de categoriile de varsta
este redatd in tabelul 5 si in figura 5, unde se

14

noted, while in the specialized literature a
relatively equal distribution between sexes is
described, so it can be speculated that in the case
of mild forms of disease it is possible that the
addressability of female patients to specialized
services may be higher due to aesthetic criteria.

From the analysis of data related to the
distribution of patients according to the
environment of origin, presented in Table 4 and
illustrated in Figure 4, a predominance of
patients from urban areas is observed. This may
be due to patients’ lack of medical information
and their tendency to avoid or delay seeking
specialized medical services until advanced
stages of disease. Exceptions are neuro-fibro-
matoses and more severe forms of porphyrias,
bullous epidermolyses and ichthyoses, where a
relatively equal distribution of patients was
noted concerning the environment of origin,
most likely due to the severity of clinical
manifestations.




Tabelul 4. Repartitia diverselor forme clinico-etiopatogenice de genodermatoze

DermatoVenerol. (Buc.), 69(1): 7-25

in functie de mediul de provenienta
Table 4. Distribution of the various etiopathogenic clinical forms of genodermatoses depending

on the environment of origin

Mediul de provenienta

Index DENUMIREA BOLII Provenience Total
NAME OF THE DISEASE
Rural Urban

1 [Ihtioza vulgara / Ichthyosis vulgaris 3 10 13

2 Eritrodermie ihtioziforma buloasa congenitald / 1 0 1
Congenital bullous ichthyosiform erythroderma

3 | Ihtiozd congenitald / Congenital ichthyosis 2 2 4

4 | Alte forme de ihtiozd / Other forms of ichthyoses 12 13 25

5 | Keratodermii palmo-plantare / Palmoplantar 15 31 46
keratodermas

6 |Boala Darier / Darier’s disease 5 18 23

7 | Acrokeratoza veruciformd Hopf / Acrokeratosis 0 1 1
verruciformis of Hopf

8 | Epidermoliza buloasa simpld / Epidermolysis bullosa 1 2 3
simplex

9 | Epidermoliza buloasa distroficad / Dystrophic 2 0 2
epidermolysis bullosa

10 [ Alte epidermolize buloase / Other bullous 8 6 14
epidermolyses

11 [ Pemfigus benign familial Hailey-Hailey / Hailey-Hailey 1 5 6
disease

12 | Porfirie cutanata tardivd / Porphyria cutanea tarda 11 18 29

13 | Porfirie eritropoietica ereditard / Hereditary 2 4 6
erythropoietic porphyria

14 | Alte porfirii / Other porphyrias 3 4 7

15 | Neurofibromatoza / Neurofibromatosis 32 31 63

16 |Scleroza tuberoasd / Tuberous sclerosis 3 4 7

17 | Boala Fox-Fordyce / Fox-Fordyce disease 0 2 2

18 | Sindrom Peutz-Jeghers / Peutz-Jeghers syndrome 1 0 1
Total 102 151 253
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@ Rural & Urban

102
(40.32%)

151
(59.68%)

Figura 4. Repartitia diverselor forme clinico-etiopatogenice de genodermatoze in functie de mediul de provenientd

102
(40.32%%)

@*‘“‘&
o

Figqure 4. Distribution of various clinical-etiopathogenic forms of genodermatoses according to the environment of origin
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constatd cd variaza intre varste sub 1 an si peste
85 de ani si cd cele mai frecvente categorii de
varstd sunt 45-54 de ani si 55-64 de ani. in cea mai
mare parte a cazurilor varsta stabilirii diagnosti-
cului a coincis cu debutul bolii, cu precddere in
cazurile cu manifestdri clinice moderat-severe
(ihtioze, epidermolize buloase, neurofibro-
matoze, sclerozi tuberoasd). In cazurile de
ihtioza, keratodermii si boald Darier cu mani-
festari blande se observé discrepante intre varsta
debutului si cea a diagnosticului, posibil datorita
tendintei de a neglija boala.

Repartitia diverselor forme clinico-etio-
patogenice de genodermatoze raportat la cea mai
frecventd categorie de varstd afectatd este
evidentiatd cu portocaliu in tabelul 5, iar datele
corespund in cea mai mare parte cu cele din
literatura de specialitate. Desi leziunile cutanate
din neurofibromatoze debuteaza in copildrie, cea
mai frecventd categorie de varstd este 25-34 de
ani, posibil datoritd neglijarii formelor blande de
boald sau a solicitdrii serviciilor de specialitate in
momentul aparitiei complicatiilor sau pentru
diverse comorbiditdti. Pentru alte forme de
ihtioza, epidermoliza buloasd distroficd, pem-
figusul benign familial Hailey-Hailey, porfiria
eritropoieticd ereditard, alte forme de porfirie si
sindromul Peutz-Jeghers, cea mai frecventd
categorie de varstd este 45-54 de ani, probabil
datoritd formelor usoare de boald si ameliorarii
clinice odatd cu inaintarea in varstd in unele
forme de ihtioze, respectiv datoritd posibilitatii
debutului la vérsta adultd in unele forme de
porfirii si nu in ultimul rand, datoritd adresarii
catre servicii de specialitate In momentul aparitiei
complicatiilor (malignizarea polipilor digestivi)
in cazul sindromului Peutz-Jeghers. Pentru
keratodermii, boala Darier, acrokeratoza veruci-
forma Hopf, epidermoliza buloasd simpla,
porfiria cutanatd tardiva si porfiria eritropoietica
ereditara, cea mai frecventa categorie de varsta
este 55-64 de ani, probabil din cauza meca-
nismelor evolutive ale anomaliilor de kerati-
nizare din keratodermiilor palmo-plantare,
manifestarilor clinice blande ale bolii Darier si
acrokeratozei veruciforme Hopf, ameliordrii
manifestdrilor clinice odatd cu inaintarea in
varsta In cazul epidermolizei buloase simple si
respectiv, datorita debutului la varsta adultd si
evolutiei intermitente, de o severitate variabild in
cazul porfiriilor cutanate.
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The distribution according to age categories
is presented in Table 5 and Figure 5, where it is
observed to vary between ages under 1 year and
over 85 years, with the most frequent age
categories being 45-54 years and 55-64 years old.
In most cases, the age of diagnosis coincided with
the onset of the disease, especially in cases
with moderate-severe clinical manifestations
(ichthyoses, epidermolysis bullosa, neurofibro-
matoses, tuberous sclerosis). In cases of ichthyos-
es, keratodermas and Darier’s disease with mild
manifestations, discrepancies between the age of
onset and diagnosis are observed, possibly due to
the tendency to neglect the disease.

The distribution of the various clinical-
etiopathogenic forms of genodermatoses in
relation to the most affected age category is
highlighted in orange in Table 5, and the data
largely correspond to those found in specialized
literature. Although cutaneous lesions in neuro-
fibromatoses appear in childhood, the most
frequent age category is 25-34 years, possibly due
to neglect of mild forms of disease or seeking
specialized services when complications arise or
for various comorbidities. For other forms of
ichthyoses, dystrophic epidermolysis bullosa,
benign familial pemphigus Hailey-Hailey,
hereditary erythropoietic porphyria, other forms
of porphyria, and Peutz-Jeghers syndrome, the
most common age range is 45-54 years, probably
due to mild forms of disease and clinical
improvement with age in some forms of
ichthyoses, respectively due to the possibility of
onset in adulthood in some forms of porphyria
and lastly, due to referral to specialized services
when complications arise (malignancy of
digestive polyps) in the case of Peutz-Jeghers
syndrome. For keratodermas, Darier’s disease,
acrokeratosis verruciformis of Hopf, epider-
molysis bullosa simplex, porphyria cutanea
tarda, and hereditary erythropoietic porphyria,
the most frequent age category is 55-64 years,
probably due to evolutionary mechanisms of
keratinization in palmoplantar keratodermas,
mild clinical manifestations of Darier’s disease
and acrokeratosis verruciformis of Hopf,
improvement of clinical manifestations with age
in the case of epidermolysis bullosa simplex, and
respectively, due to onset in adulthood and
intermittent evolution of variable severity in the
case of cutaneous porphyrias.
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Tabelul 5. Repartitia diverselor forme clinico-etiopatogenice de genodermatoze in functie
de categoria de varsta
Table 5. Distribution of various clinical-etiopathogenic forms of genodermatoses according
to age categories

Distributia pacientilor externati pe grupe de virsta (ani)
> Distribution of discharged patients by age group (years)
= DENUMIREA BOLII =
.= | NAME OF THE DISEASE — - = gl gl §,F %I g F\r. § ey S
0 Bl RN I B B B I B I I
- Thtioza vulgard 0 0 0 0 2 2 1 1 |2 13
Ichthyosis vulgaris
Eritrodermie ihtioziforma
buloasi congenitald
o Congenital bullous 0 0 0 0 0 0 0 0 0 1
ichthyosiform erythroderma
- Thtioza congenitala 0 1 0 0 1 0 0 o |ol| 4
Congenital ichthyosis
Alte forme de ihtioza
= Other forms of ichthyoses 0 0 0 0 6 0 0 25
Keratodermii palmo-
) plantare 0 1 1 0 3 4 1 46
Palmoplantar keratodermas
“ Boala Darier o o] o 1 4 1 |o]| 23
Darier's disease
- Acrokerato;é. vcru(:l.forma‘.t 0 0 0 0 0 0 0 1
Acrokeratosis verruciformis
Epidermoliza buloasad
simpld
*© Epidermolysis bullosa 0 0 0 0 0 0 0 3
simplex
Epidermoliza buloasad
distrofica
@ Dystrophic epidermolysis 0 0 0 0 0 0 0 2
bullosa
Alte epidermolize buloase
S
~ | Other bullous epidermolysis . 0 0 0 0 0 0 14
_ Pemfigus benign familial
- Hailey-Hailey disease 0 0 0 0 0 1 0 6
~ Porfirie cutanati tardiva 0 0 0 0 1 1 0 29
- Porphyria cutanea tarda
Porfirie eritropoieticd
o creditard o |o] o 1 0 1 o]
- Hereditary erythropoietic
porphyria
Alte porfirii
-«
- Other porphyrias 0 0 0 0 0 0 1 7
“ Neurofibromatoza 4 5 6 4 1 1 0 63
- Neurofibromatosis
- Scleroza tuberoasa 0 1 0 0 1 0 7
- Tuberous sclerosis
Boala Fox-Fordyce
—
- Fox-Fordyce disease 0 0 0 0 0 0 0 2
o Sindrom Peutz-Jeghers 0 0 0 0 0 0 0 1
Peutz-Jeghers syndrome
Total 14 9 13 10 16 11 4| 253
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Repartitia in functie de numarul de zile de
spitalizare a cazurilor de genodermatoze studiate
este redatd in tabelul 6 si ilustratd in figura 6. Cel
mai mare numdr de zile de spitalizare a fost
inregistrat pentru ihtioze, porfirii cutanate,
neurofibromatoze si keratodermii, probabil
datoritd gravitdtii manifestarilor clinice si
numadrului crescut de cazuri raportat la totalul
genodermatozelor diagnosticate. Un numar mai
redus de zile de spitalizare a fost inregistrat
pentru epidermolize buloase, pemfigus benign
familial, boala Fox-Fordyce si scleroza tuberoasa,
posibil din cauza numarului mai mic de pacienti
si deoarece cazurile pediatrice au fost directio-
nate catre servicii de specialitate. Cel mai scazut
numdr de zile de spitalizare a fost inregistrat
pentru boala Darier si acrokeratoza veruciforms,
probabil datoritd manifestdrilor clinice mai
blande. Numarul crescut de zile de spitalizare
pentru singurul pacient diagnosticat cu sindrom
Peutz-Jeghers s-a datorat investigarii clinico-

The distribution according to the number of
hospitalization days of the studied genoderma-
toses cases is presented in Table 6 and illustrated
in Figure 6. The highest number of hospitali-
zation days was recorded for ichthyoses,
cutaneous porphyrias, neurofibromatoses and
keratodermas, probably due to the severity of
clinical manifestations and the increased number
of cases compared to the total number of
diagnosed genodermatoses. Fewer hospitali-
zation days were recorded for epidermolysis
bullosa, familial benign pemphigus, Fox-Fordyce
disease and tuberous sclerosis, possibly due to
smaller number of patients and because pediatric
cases were referred to specialized services. The
lowest number of hospitalization days was
recorded for Darier’s disease and acrokeratosis
verruciformis, probably due to milder clinical
manifestations. The increased number of hospi-
talization days for the single patient diagnosed
with Peutz-Jeghers syndrome was due to the

Tabelul 6. Repartitia diverselor forme de genodermatoze raportatd la numarul de zile de spitalizare
pentru totalul bolnavilor externati.
Table 6. Distribution of various forms of genodermatoses according to the number of hospitalization
days for the total number of discharged patients.

Zile de
Index DENUMIREA BOLII Pacienti spitalizare Procente
NAME OF THE DISEASE Patients Hospitali- | Percentage
zation days
1 Ihtioze / Ichthyoses 43 405 28.36%
2 Porfirii / Porphyrias 42 380 26.61%
3 Neurofibromatoza / Neurofibromatosis 63 261 18.27%
4 Keratodermii palmo-plantare / Palmoplantar 46 184 12.88%
keratoderma
5 Epidermolize buloase / Bullous epidermolyses 19 86 6.02%
6 Pemfigus benign familial Hailey-Hailey/ 6 38 2.66%
Hailey-Hailey disease
7 Boala Fox-Fordyce/ Fox-Fordyce disease 2 23 1.61%
8 Scleroza tuberoasa / Tuberous sclerosis 7 21 1.47%
9 Sindrom Peutz-Jeghers / Peutz-Jeghers syndrome 1 14 0.98%
10 Boala Darier / Darier’s disease 23 14 0.98%
11 Acrokeratoza veruciforma Hopf / 1 2 0.14%
Acrokeratosis verruciformis of Hopf
Total 253 1428 100%
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Figure 6. Distribution of various forms of genodermatoses according to the number of hospitalization days for the total number
of discharged patients.
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paraclinice amdanuntite si interventiei chirurgi-
cale cu viza diagnostic-curativd pentru suspi-
ciunea de malignizare a polipilor colonici.

Discutii

Genodermatozele sunt afectiuni cronice,
incurabile, uneori cu manifestari clinice severe si
cu potentialul de aparitie a unor complicatii
grave, astfel incat principalele obiective ale
tratamentului acestor boli sunt sciderea duratei
puseelor si cresterea perioadei de remisiune in
cazurile in care este posibild obtinerea remisiunii
clinice, precum si profilaxia complicatiilor,
ameliorarea calitatii vietii si sciderea morbiditatii
si mortalitatii.

Din aceasta perspectivd, un rol major este
jucat de cdtre ancheta familiald si sfatul genetic,
iar metodele de diagnostic prenatal trebuie sa fie
aduse la cunostinta si utilizate in cazul tuturor
pacientilor cu istoric familial sau personal de
afectiuni cu determinism genetic [1,8].

Consilierea geneticd oferitd de cétre echipe
specializate are rolul de a explica informatii com-
plexe cu privire la riscurile genetice, metodele de
investigare anamnestica si clinico-paraclinca,
etapele stabilirii diagnosticului si optiunile
terapeutice, precum si rolul de a oferi sprijin
psiho-emotional si de a directiona pacientii catre
servicii medicale moderne specializate in acest
sens si adaptate nevoilor individuale.

Optiunile terapeutice disponibile pentru
pacientii diagnosticati cu diverse forme clinico-
etiopatogenice de genodermatoze sunt oarecum
limitate in prezent, astfel incat sunt adeseori
dezamadgitoare pentru pacienti si clinicieni, mai
ales in formele severe de boald. In majoritatea
cazurilor se instituie tratament simptomatic
dermatologic, asociat dupd caz cu tratament
adresat complicatiilor afectiunilor si comorbi-
ditatilor asociate frecvent acestui grup de afec-
tiuni. In formele usoare sau moderate de boals,
evolutia afectiunii este frecvent favorabild, mai
ales pe termen scurt, insa fard vindecarea bolii.

In urma studiului clinico-epidemiologic
realizat In perioada 2013-2023 a reiesit ca
genodermatozele sunt afectiuni rare, cu o inci-
dentd raportatd sciazutd in perioada desfasurarii
studiului de fatd, in a caror distributie pe sexe s-a
constatat o usoard predominanta a pacientilor de
sex feminin, ceea ce se coreleaz3 atat cu modelul

thorough clinical and paraclinical investigation
and the surgical intervention for diagnostic-
curative purposes for the suspected malignancy
of the colonic polyps.

Discussions

Genodermatoses are chronic, incurable
conditions, sometimes with severe clinical mani-
festations and potential for serious compli-
cations, so the main objectives of treatment for
these diseases are to decrease the duration of
flare-ups and increase the period of remission in
cases where it is possible to achieve clinical
remission, as well as to prevent complications,
improve quality of life and reduce morbidity and
mortality.

From this perspective, a major role is played
by family investigation and genetic counseling,
and prenatal diagnostic methods must be
explained and used for all patients with a family
or personal history of genetically determined
conditions [1,8].

Genetic counseling provided by specialized
teams aims to explain complex information
regarding genetic risks, methods of anamnestic
and clinical-paraclinical investigation, stages of
diagnosis establishment and therapeutic options;
it also has the role of providing psycho-emotional
support and directing patients towards modern
medical services that are specialized in this
regard and tailored to individual needs.

Therapeutic options available for patients
diagnosed with various clinical-etiopathogenic
forms of genodermatoses are somewhat limited
at present, so they are often disappointing for
patients and clinicians, especially in severe forms
of disease. In most cases, symptomatic dermato-
logical treatment is instituted, associated as
needed with treatment aimed at the compli-
cations and comorbidities frequently associated
with this group of conditions. In mild or
moderate forms of disease, the evolution of the
condition is often favorable, especially in the
short term, but without disease cure.

Following the clinical-epidemiological study
conducted between 2013 and 2023, it was con-
cluded that genodermatoses are rare conditions,
with a low reported incidence during the period
of the present study, in which a slight pre-
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de transmitere autosomald cat si cu tipul
gonozomal. De asemenea, s-a remarcat o pre-
dominantd a bolnavilor din mediul urban, fapt ce
poate fi pus pe seama unei informari medicale
mai bune a populatiei si posibilitatii de a accesa
mai usor servicii medicale de calitate in mediul
urban.

Raportat la forma etiopatogenicd de boald, s-
a remarcat o distributie heterogend a geno-
dermatozelor incluse in studiu, care au fost
incadrate In urmatoarele categorii: tulburari
congenitale de keratinizare (ihtioze, keratodermii
palmo-plantare, boala Darier, acrokeratoza
veruciformd Hopf), genodermatoze buloase
(epidermolize buloase, pemfigus benign familial
Hailey-Hailey, porfirii), sindroame neuro-
cutanate congenitale (neurofibromatoze, scleroza
tuberoasd), anomalii cromozomiale cu potential
de degenerare maligna (sindromul Peutz-
Jeghers) si afectiuni cu etiologie incerta (boala
Fox-Fordyce). Dintre acestea, cele mai frecvente
genodermatoze intalnite in intervalul 2013 — 2023
sunt tulburdrile de keratinizare (113 cazuri,
44.66%).

In ceea ce priveste durata internarii pentru
fiecare categorie clinico-etiopatogenica de boald,
numadrul cel mai mare de zile de spitalizare a fost
inregistrat in randul pacientilor diagnosticati cu
tulburari de keratinizare (605 zile de spitalizare,
reprezentand 42.36% din totalul de 1428 zile de
spitalizare Inregistrat pentru cei 253 de pacienti
diagnosticati cu genodermatoze). Din totalul
cazurilor de tulburari de keratinizare, cel mai
mare numdr de zile de spitalizare a fost
inregistrat In randul pacientilor diagnosticati cu
ihtioze (43 de pacienti — 405 zile, 28.36%). Alte
categorii clinico-etiopatogenice in randul cdrora
s-a inregistrat un numdr crescut de zile de
spitalizare sunt porfiriile (42 de pacienti — 380 de
zile, 26.61%) si neurofibromatozele (63 de
pacienti — 261 de zile, 18.27%), ceea ce poate fi
explicat atat prin prisma nevoilor terapeutice ale
pacientilor, dar si prin numdrul crescut de
pacienti. Pe de alta parte, raportat la numarul
mediu de zile de spitalizare, pe primul loc se
situeazd sindromul Peutz-Jeghers (14 zile de
spitalizare pentru 1 singur pacient) si boala Fox-
Fordyce (23 de zile de spitalizare pentru 2 pa-
cienti), ceea ce se datoreazd comorbiditatilor ce
au impus tratament chirurgical (sigmoidectomie
laparoscopica cu colorectoanastomoza termino-
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dominance of female patients was observed; this
correlates both with the autosomal transmission
model and the gonosomal type. Also, a pre-
dominance of patients from urban areas was
observed, which can be attributed to better
medical information among the population and
easier access to medical services in urban areas.
Related to the etiopathogenic form of the
disease, a heterogeneous distribution of the
genodermatoses included in the study was noted,
which were classified into the following
categories: congenital keratinization disorders
(ichthyoses,  palmoplantar  keratodermas,
Darier’s disease, acrokeratosis verruciformis of
Hopf), bullous genodermatoses (epidermolysis
bullosa, benign familial pemphigus Hailey-
Hailey, porphyrias), congenital neurocutaneous
syndromes (neurofibromatoses, tuberous scle-
rosis), chromosomal abnormalities with potential
for malignant degeneration (Peutz-Jeghers
syndrome) and conditions of uncertain etiology
(Fox-Fordyce disease). Among these, the most
frequent genodermatoses encountered between
2013 — 2023 are keratinization disorders (113 cases
out of 253 patients, representing 44.66%).
Regarding the length of hospitalization for
each clinical-etiopathogenic disease category, the
highest number of hospitalization days was
recorded among patients diagnosed with
keratinization disorders (605 hospitalization
days, representing 42.36% of the total of 1428
hospitalization days recorded for the 253 patients
diagnosed with genodermatoses). Of the total
keratinization disorders cases, the highest
number of hospitalization days was recorded
among patients diagnosed with ichthyoses (43
patients — 405 days, 28.36%). Other clinical-
etiopathogenic categories with a high number of
hospitalization days include porphyrias (42
patients — 380 days, 26.61%) and neurofibro-
matoses (63 patients — 261 days, 18.27%), which
can be explained both by the therapeutic needs of
the patients and by the increased number of
patients. On the other hand, in terms of the
average number of hospitalization days, Peutz-
Jeghers syndrome (14 days of hospitalization for
1 single patient) and Fox-Fordyce disease (23
days of hospitalization for 2 patients) rank first,
which is due to comorbidities that required
surgical treatment (laparoscopic sigmoidectomy
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terminald mecanica pentru polipoza colonica cu
suspiciune de degenerare maligna si displazie
confirmata histopatologic si respectiv, histerecto-
mie totald cu anexectomie bilaterald pentru
polifibromatozd uterind cu focare de endo-
metrioza).

Cu privire la manifestarile clinice, in randul
celor 253 de pacienti diagnosticati cu geno-
dermatoze inclusi in studiul de fatd au fost iden-
tificate predominant forme usoare sau moderate
de boala, cazurile cu afectare severa fiind extrem
de rare.

Investigatiile paraclinice au jucat un rol
semnificativ in stabilirea formei clinico-etiopato-
genice de genodermatoze, iar examenul histo-
patologic a servit pentru evidentierea unor
criterii de diagnostic de certitudine in confor-
mitate cu datele regdsite In literatura de
specialitate.

Concluzii

Genodermatozele reprezintd afectiuni rare cu
afectare pluriorganicé si pluristemicd, ce imbraca
multiple forme clinice de o severitate variabild, in
unele cazuri grave fiind necesara colaborare
multidisciplinard pentru diagnosticul si trata-
mentul corect al acestor pacienti cronici pentru
care nu existd pand In prezent alternative
terapeutice curative. Genodermatozele afecteaza
calitatea vietii pacientilor si pot modifica
prognosticul vital in formele severe de boald, ceea
ce reprezintd si o problemd de sandtate publicd
prin prisma numdrului crescut de zile de
spitalizare si a resurselor investite in aceste
cazuri.

In acest sens, modalititile terapeutice care
intervin in cdile de producere a bolii sunt de
viitor si datoritd faptului cd s-au raportat pro-
grese considerabile in intelegerea mecanismelor
fiziopatologice de producere a genoderma-
tozelor, s-a deschis calea céatre tratamente
inovative ce vizeazd corectia anomaliilor din caile
de semnalizare intercelulard, supresia inflamatiei
prin inlocuirea proteinelor defecte sau prin
terapie celulara si tehnici de inginerie genica prin
care se tenteazd editarea genomului (rearanjare,
insertie sau deletie a genelor anormale, insertie a
unei gene normale, manipularea ARN-ului
interferent si reprimare genicad post-transcriptio-
nala) [9,10].

with mechanical end-to-end colorectal anasto-
mosis for colonic polyposis with suspected
malignant degeneration and histopathologically
confirmed dysplasia and, respectively, total
hysterectomy with bilateral anexectomy for
uterine polyfibromatosis with foci of endo-
metriosis).

With regard to the clinical manifestations,
among the 253 patients diagnosed with geno-
dermatoses included in the present study,
predominantly mild or moderate forms of the
disease were identified, with severe cases being
extremely rare.

Paraclinical investigations played a signifi-
cant role in establishing the clinical-etio-
pathogenic form of genodermatoses, and the
histopathological examination served to high-
light certain diagnostic criteria in accordance
with the data found in specialized literature.

Conclusions

Genodermatoses represent rare conditions
with multiorgan and multisystem involvement,
manifesting in multiple clinical forms of variable
severity. In severe cases, multidisciplinary col-
laboration is necessary for the accurate diagnosis
and treatment of these chronic patients for whom
curative therapeutic alternatives do not currently
exist. Genodermatoses affect the patients” quality
of life and can alter the vital prognosis in severe
forms of the disease, which also constitutes a
public health issue due to the increased number
of hospitalization days and resources invested in
these cases.

In this regard, therapeutic modalities that
intervene in disease pathways are promising for
the future and due to the fact that considerable
progress has been reported in understanding the
pathophysiological mechanisms of genoderma-
toses, the way has been paved towards
innovative treatments aimed at correcting
abnormalities in intercellular signaling path-
ways, inflammation suppression by replacing
defective proteins or through cell therapy, and
genetic engineering techniques that attempt
genome editing (rearrangement, insertion or
deletion of abnormal genes, insertion of a normal
gene, manipulation of interfering RNA, and post-
transcriptional gene repression) [9,10].
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