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Abstract

INTRODUCTION. Epidermolysis bullosa (EB) is a rare, inherited disorder characterized by mucocutaneous
fragility, leading to blistering and ulceration following minimal trauma. Among its major subtypes, EB simplex
(EBS) is the most common, typically presenting with milder clinical manifestations.

AIM. This case series aims to document the clinical and radiographic findings of five siblings diagnosed with EBS,
emphasizing the role of dental professionals in diagnosis, management, and improving patient quality of life.
MATERIALS AND METHODS. Five siblings with no prior EB diagnosis underwent clinical, radiographic, and genetic
assessments. Intraoral and extraoral examinations were conducted to evaluate mucosal involvement, dental ano-
malies, and associated systemic manifestations. Genetic analysis confirmed EBS Type 2 (KRT5 mutation) in all cases.
RESULTS. None of the cases exhibited significant oral mucosal bullae or erosions. However, hyperkeratotic
lesions, nail dystrophy, and perioral bullous formations were observed in all patients. Two siblings presented
with bilateral sensorineural hearing loss. Panoramic radiographs revealed missing teeth, likely due to caries-
related extractions, highlighting challenges in oral hygiene maintenance. Dental management focused on
atraumatic treatment approaches, preventive care, and dietary counseling.

CONCLUSIONS. Dentists play a crucial role in the early detection and multidisciplinary management of EB.
Comprehensive oral assessments can aid in subtype identification and guide tailored treatment strategies.
Patient education, preventive measures, and regular follow-ups are essential to improving long-term oral
health outcomes and overall quality of life for individuals with EB.
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Pe3lomMe

BBELOEHWE. bynnesHbih annaepmonns (b3) — peakoe HacnencTBeHHOe 3aboneBaHme, XxapakTepuayloweecs
MOBBbILLEHHOKN XPYMNKOCTbIO KOXU 1 CAIN3UCTLIX 000/104€eK, YTO NPUBOAUT K 06pa3oBaHMio Ny3blpei 1 3B Npu My-
HUManbHOM TpaBmaTudaumn. Cpean OCHOBHbLIX NMOATUMNOB Hanbosiee pacnpPoCTPaHEHHbIM SBNSAETCS MPOCTOWN
OynnesHbii anngepmonuns (MNB3), KoTopskil, Kak NPaBUIo, MPOSBASETCS B O0N1ee NErkoi KNnHMYeCcKom popme.
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LIEJIb. HacTosiwas cepusi KNnHMyeckmnx HabnoaeHnn HanpaeneHa Ha ONnMcaHne KJIMHUYECKUX U PEHTIEHO0-
rMYEeCKNX 0COBEHHOCTEN Y NATY POAHbLIX BpaTbeB N CecTep ¢ amarHo3om MNbB3, ¢ akLLEHTOM Ha POJib CTOMATO-
fiora B guarHoCcTuke, KOMMIeKCHOM BeAEHUN 1 YyYLLEeHUN Ka4ecTBa XMN3HN TakmMx NauMeHToB.

MATEPWAJIbl 1 METOZbI. MNatepo poaHbix 6paTtbeB 1 cecTep, paHee He 06cneaoBaHHbIX Ha Hannuyve b3,
NPOLAN KJIMHUYECKOE, PEHTIEHONIOINMYECKOE U FrEHETUYECKOE 0b6cneaoBaHne. BHYTPUPOTOBOM 1 BHENEPO-
TOBOW OCMOTPbI MPOBOAUMCH C LESbI0 OLLEHKM MOPaXXeHUs CAU3UCTOM 000/104KN, HANMYUSA 3yO04ETIOCTHbIX
aHOMasINin U CUCTEMHBIX NPOsIBNEeHMn 3aboneBaHuns. [eHeTu4Yeckoe nccrnenoBaHue BbiSBuio Hanmdue MNbB3 Il
Tuna (mytauma reHa KRTS) y BCcex naLneHToB.

PE3Y/NBTATbBI. Hn'y oaHoro na o6cnenoBaHHbIX HE ObIN0 BbISBIEHO 3HAYMMbIX OYN1€3HbIX UM 3P03MBHbIX MO-
paxxeHuin cnnancToi 060504kM nosocTn pta. OgHako y Bcex naunmeHToB Habngannce runepkepaTtoTnieckmne
nopaxeHus, guctpodus HorTen n GynnesHole 06pasoBaHnsa B nepuopanbHoi obnactu. Y AByX nNauneHToB
LAnarHocTupoBaHa ABYCTOPOHHAS HEeMPOCEHCOPHasi TYroyxoCTb. [TaHOpaMHble pPeHTreHorpamMmbl BbIABUN
OTCYTCTBME OTAENbHbIX 3yO0B, NPeAnonoXnTebHO BCNeACTBME yaaneHus no npuyYmMHe kapmeca, 4To nogvyep-
KNUBAET CJIOXKHOCTU B NoAAep>XXaHnM rmrmeHbl nonoctu pta. CtoMmaTonornyeckoe nevyeHme 6bis10 HanpaBneHo
Ha aTpaBMaTU4YHbIN NoAXon, NpodunakTUieckne Mepbl U KOHCYNLTUPOBAHNE NO NUTAHUIO.

BbIBOAbl. CTomaTonorv urpaioT KJOYEBYKO POJib B PAHHEM BbISIBIEHUM Y MEXAUCLUUMINHAPHOM BeAEHUN
nauneHToB ¢ Oynne3HbIM anuaepmonm3om. KoMnnekcHas OLEeHKa COCTOSIHMS MOJSIOCTM pTa cnocobCcTByeT
YTOYHEHMIO noaTuna 3aboneBaHuns 1 BeiIOOPY UHANBUAYANM3UPOBAHHON cTpaTerum nedeHus. ObpasoBaHue
naumeHToB, NpodunakTMieckme Mepbl U PerynspHble 0OCMOTPbI HEOOXOANMbI ANS YAYYULLIEHUS OOATOCPOUHbIX
CTOMATOJIOMMYECKMX N OOLLNX KITMHUYECKNX NCXOA0B Y NaumeHToB ¢ b3.

KnioueBblie cnoBa: Oy/ie3HbI aNnMAepPMonun3, NpocTor GynnesHblii aNMaepMonns, 340P0OBbe MOJIOCTN PTa,
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INTRODUCTION

Epidermolysis bullosa (EB) is a rare group of mu-
cocutaneous disorders characterized by localized or
generalized blister formation on the skin and mucosa
following minor trauma, often leading to scarring [1; 2].
The estimated prevalence of EB ranges from 8 to
19 cases per million individuals [3; 4]. Currently, there is
no definitive cure for EB [1]. The condition arises due to
mutations in genes encoding proteins in the epidermis
or basement membrane, with genetic analysis playing
a crucial role in diagnosis [5].

EB is classified into four major types, each with mul-
tiple subtypes: epidermolysis bullosa simplex (EBS),
junctional epidermolysis bullosa (JEB), dystrophic epi-
dermolysis bullosa (DEB), and Kindler syndrome [6; 7].
More than 30 subtypes have been identified, with epi-
demiological studies reporting that 92% of cases are
EBS, 5% DEB, 1% JEB, and 2% non-classifiable [3].

EBS is predominantly inherited in an autosomal
dominant manner, although some subtypes exhibit au-
tosomal recessive inheritance. The most frequently im-
plicated genes include keratin 5 and keratin 14, which
encode essential cytoskeletal proteins [1]. EBS is fur-
ther divided into two major categories—suprabasal and
basal-with at least 12 subtypes. The incidence of EBS
is estimated to be between 6 and 30 cases per million
births [4; 8].

Clinically, EBS lesions typically manifest at birth or
during early childhood. These lesions predominantly
present as blisters (bullae) and erosions, with milia for-
mation observed in certain subtypes. Unlike other EB
types, EBS lesions heal with hyperpigmentation rather
than scarring, and nail dystrophy is commonly ob-

served [8]. Histopathologically, intraepithelial separa-
tion is a hallmark feature unique to EBS, whereas other
EB subtypes exhibit subepithelial separation. No granu-
lation tissue formation is observed in EBS, and the prog-
nosis is generally favorable. While oral mucosal lesions
are uncommon in most EBS subtypes, one specific
subtype has been associated with a higher prevalence
of oral involvement. Additionally, no enamel hypoplasia
has been reported, and the dental caries risk remains
within the normal range [1].

JEB follows an autosomal recessive inheritance pat-
tern and is characterized by extensive blistering of the
skin and mucosa at birth. The condition frequently affects
nails (dystrophic or absent) and teeth, with common den-
tal anomalies including anodontia, enamel hypoplasia,
neonatal teeth, and increased susceptibility to dental
caries. Granulation tissue and oral erosions are often ob-
served, particularly around the mouth, and thimble-like
pitting may affect either all or select teeth [9].

DEB may be inherited in either an autosomal domi-
nant or autosomal recessive manner. Across nearly all
subtypes, blisters, milia, atrophic scars, and nail dys-
trophy or loss are characteristic findings. The prognosis
varies, with some recessive DEB subtypes associated
with severe morbidity and mortality due to squamous
cell carcinoma [9]. Oral mucosal lesions and gastro-
intestinal involvement are frequently observed in DEB,
leading to microstomia and ankyloglossia due to fibro-
sis resulting from repeated trauma [10].

Kindler syndrome follows an autosomal recessive
inheritance pattern and presents distinct clinical and
histological features that differentiate it from other EB
types. These include multilevel skin cleavage, photo-
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sensitivity, and progressive poikiloderma [9]. Many EB
subtypes exhibit multisystem involvement, contributing
to significant morbidity and mortality in some cases.
Systemic complications associated with EB include
malnutrition, growth retardation, delayed puberty, ane-
mia, infections, osteopenia/osteoporosis, oral mucosal
and ocular complications, nail dystrophy, gastrointes-
tinal and genitourinary involvement, upper respiratory
complications, musculoskeletal deformities, cardio-
myopathy, squamous cell carcinoma, malignant mela-
noma, temporomandibular joint disorders, airway com-
promise, and dysphagia [4; 9].

AIM

This case series presents five genetically related
siblings diagnosed with epidermolysis bullosa, empha-
sizing the diagnostic role of dental professionals and
the clinical and radiographic findings observed during
their assessments. Documenting these cases aims to
increase awareness among dental and medical practi-
tioners and contribute to the management strategies of
similar cases in future practice.

CASE REPORT

All five patients are siblings and had not received
a prior diagnosis of Epidermolysis Bullosa (EB) at any
medical institution. Upon referral, genetic analysis was
performed at the Dicle University Faculty of Medicine,
Department of Genetics, which confirmed a diagnosis
of Epidermolysis Bullosa Simplex Type 2 (KRT5 muta-
tion). It was also noted that the parents are third-degree
relatives.

Case 1. The first patient is a 1.5-year-old male, the
youngest of five siblings. No pathological oral findings
were observed upon clinical examination and anamne-
sis. Extraorally, the patient presented with hyperkera-
totic lesions on the elbows, knees, and soles. Addition-
ally, bullous lesions around the lips had developed with-
in the last few months (Fig. 1).

Case 2. The 6-year-old girl, the fourth of the five
siblings, presented with cutaneous, oral, and auditory
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manifestations. Clinical and radiological examinations
were performed after applying dermal moisturizers for
the lesions in the perioral region. No oral pathological
findings were observed during the examination.

The frontal craniofacial examination showed perioral
erosions and scarring (Fig. 2, A), while a lateral view re-
vealed a cochlear implant, confirming bilateral sensory
hearing loss (Fig. 2, B). The hand examination displayed
scarring, nail dystrophy, and previous blistering sites
(Fig. 2, C). The foot exhibited hyperkeratotic lesions,
consistent with friction-induced blistering (Fig. 2, D).
Bullous lesions around the lips were evident, correlating
with recurrent perioral blistering (Fig. 2, E).

No visible oral mucosal abnormalities were noted,
although mild enamel defects were observed (Fig. 2, F).
Panoramic radiography revealed the congenital absence
of tooth numbered 35 and tooth numbered 45 (Fig. 2, G).

In accordance with the principles of atraumatic treat-
ment, extraction of tooth numbered 84 was planned,
while restorative treatment was provided for tooth num-
bered 85.

The absence of teeth numbered 35 and 45 in Case 2
and Case 3 is a significant finding. It is likely that these
teeth were extracted due to severe dental caries, which
may have been exacerbated by a soft food diet and poor
oral hygiene.

Case 3. The 10-year-old male patient, the third of
five siblings, underwent clinical and radiological exami-
nations following the application of dermal moisturizers
for lesions in the perioral region. No oral pathological
findings were observed during the examination.

The frontal craniofacial examination revealed perio-
ral erosions and scarring (Fig. 3, A), while a lateral view
showed a hearing aid, confirming bilateral sensory hear-
ing loss (Fig. 3, B). Intraoral examination demonstrat-
ed dental plague accumulation and enamel defects,
though no active ulcerations were noted (Fig. 3, C). The
hand examination revealed scarring and nail dystrophy,
indicative of previous blistering episodes (Fig. 3, D). The
foot exhibited hyperkeratotic lesions, consistent with
recurrent friction-induced blistering (Fig. 3, E).

C

Fig. 1. Case 1: A — perioral region of showing bullous lesions; B — plantar surface with hyperkeratotic lesions;

C - knee region with hyperkeratotic and bullous lesions

Puc. 1. NaumneHT 1: A — nepropansHas 06nacTb ¢ 6yNIE3HBIMU MOPAXEHUAMU; B — NOAO0LWBEHHAsA NMOBEPXHOCTb
C runepkepaToTmyecknmMm nopaxeHmnsamu; C — o6nacTb KOneHa C rmnepkepaToTMyeckKnmMm n 6ynnesHeiMmn

nopaxeHnamm

dHdodoHmus
T
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Panoramic radiography revealed the absence of
teeth numbered 35 and 45, which is a notable finding
(Fig. 3, F). The loss of these teeth was likely the result of
extensive dental caries, potentially aggravated by a soft
food diet and inadequate oral hygiene practices.

In accordance with the principles of atraumatic
treatment, restorative treatment was planned for teeth
numbered 54, 53, 63, and 64, while preventive fissure
sealing and fluoride application were performed for
teeth numbered 16, 26, 36, and 46.

Case 4. An 11-year-old male patient, the second of
five siblings, was admitted to our clinic due to dental
caries. He reported thermal sensitivity in his posterior
teeth to hot and cold stimuli, but denied experiencing
spontaneous or nocturnal pain.

Frontal craniofacial examination revealed perioral
erosions and scarring, characteristic of epidermolysis
bullosa-related lesions (Fig. 4, A). A lateral view dem-

E
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onstrated additional scarring along the cheek and jaw-
line (Fig. 4, B). Examination of the feet showed multiple
erosive lesions and hyperkeratotic plaques, consistent
with recurrent friction-induced blistering (Fig. 4, C).
The hand examination revealed scarring and dystroph-
ic changes on the fingers, suggesting prior blistering
episodes (Fig. 4, D).

Intraoral examination revealed dental plaque accu-
mulation and the presence of Nasmyth’s membrane,
particularly on the posterior teeth (Fig. 4, E). Panoramic
radiography, although of suboptimal quality, provided
an overview of the patient’s dentition and general oral
health status (Fig. 4, F).

In accordance with atraumatic treatment principles,
dermal moisturizers were applied to minimize lesion se-
verity in the perioral region. Restorative treatment was
subsequently performed to address the existing dental
caries, improving the patient’s oral health status.

Fig. 2. Case 2: A — frontal craniofacial image showing perioral erosions and scarring; B — lateral craniofacial
image with a cochlear implant; C — hand image displaying scarring and nail dystrophy; D — foot image showing
hyperkeratotic lesions; E — perioral image illustrating bullous lesions; F — intraoral image showing mild enamel
defects; G — panoramic radiograph demonstrating the absence of teeth numbered 35 and 45

Puc. 2. MNaumneHT 2: A — ppoHTanbHOE kpaHnodaumraabHoe N300paxeHne ¢ 3pPo3nIMn 1 pybL.eBaHNEM

B nepuopanbHoi obnacTtu; B — 6okoBoe kpaHnodaumanbHoe n3obpaxeHne ¢ KoxieapHbIM UMMIAHTOM;

C — nsobpaxeHune KMCcTu ¢ pyoLIOBbIMU M3MEHEHUAMU U ANCTPOodUen Horten; D — naobpaxxeHue CTonbl

C rmnepkepaToTUYecKUMU NopaxeHnsamm; E — naobpaxeHue neprnopanbHon 061acTy ¢ 6ynne3HbIMn
nopaxeHusmu; F — BHYyTPUPOTOBOE N3obpaxkeHune ¢ He3HauuTenbHbIMU aedektTamm amanu; G — naHopamHas
peHTreHorpaMmma, AeMOoHCcTpupytowasa otcyTcTemne 3y6os N2 35 1 N245
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Case 5. The patient is a 13-year-old female, the eld-
est of five siblings. Clinical and radiological examina-
tions were conducted following the application of der-
mal moisturizers to the perioral lesions. No pathological
findings were detected during the oral examination.

Extraoral examination revealed hyperkeratotic le-
sions on the elbows, knees, and soles, as well as bul-
lous formations around the lips (Fig. 5). The patient’s
dental treatment followed the principles of atraumatic
care. Additionally, oral hygiene was reinforced through
comprehensive oral hygiene education and dietary
counseling for caries prevention. The patient has been
enrolled in a long-term follow-up program.

KnuHnyeckue cnyyam / Clinical cases

DISCUSSION

Epidermolysis bullosa simplex (EBS) has been re-
ported as the most common subtype of EB, with no
gender predilection [3]. In contrast, Junctional EB

D

(JEB) and dystrophic EB (DEB) present with oral le-
sions larger than 1 cm, whereas EBS lesions are typi-
cally smaller than 1 cm [11]. Among the EB subtypes,
dental anomalies are most frequently associated with
JEB, while oral mucosal lesions are more commonly
observed in DEB. However, enamel hypoplasia and
oral mucosal lesions are rare in EBS [1], and no signifi-
cant bullae or erosions were noted in the oral mucosa
of our cases, which aligns with findings in the literature.

Two of the cases in this study presented bilateral
sensorineural hearing loss, which is consistent with
previously reported associations between EB and
auditory impairment [12; 13]. Additionally, the on-
set of skin lesions in our cases was reported around
1.5 years of age, which corresponds with the typi-
cal clinical course of EBS [8; 11]. Given that consan-
guineous marriage was reported in the family history,
genetic counseling should be strongly considered

Fig. 3. Case 3: A — frontal craniofacial image showing perioral erosions and scarring; B — lateral craniofacial
image displaying a hearing aid, indicative of bilateral sensory hearing loss; C — intraoral image showing enamel
defects and dental plaque accumulation; D — hand image displaying scarring and nail dystrophy; E — foot image
showing hyperkeratotic lesions suggestive of friction-induced blistering; F — panoramic radiograph demonstrating
the absence of teeth numbered 35 and 45, likely due to severe dental caries

Puc. 3. MNauneHT 3: A — ppoHTanbHoE KpaHnodaLmansHoe N300paxeHne ¢ 3po3nsaMn 1 pyoLLEBAHNEM

B nepuopanbHon obnacTtu; B — 6okoBoe kpaHnodaumanbHoe n3obpaxeHne ¢ ClIyxoBbiM annapaTom,
yKa3bIBaIOLLMM Ha ABYCTOPOHHIOIO CEHCOPHYIO TYroyXoCTb; C — BHYTPUPOTOBOE U306paxeHne ¢
nedekTamum amanu n HakoniaeHnem 3y6Horo HaneTa; D — n3obpaxeHne KNCTN ¢ pyOLIOBbIMU U3MEHEHUAMM
1 guctpodunen Hortemn; E — nsobpaxeHune CTomMbl C TMNepPKepaToTUYECKUMN MOPaXEHUIMN, yKa3bIBAIOLLUMU
Ha ny3bipeobpas3oBaHne BCNeACTBUE TPEHUS; F — MaHOPaMHasa peHTreHorpaMmmMa, 4EMOHCTPUpPYoLLas
otcyTcTBMe 3y60B N235 1 N245, npeAnonoXnTenbHO BCAeACTBNE BbIPAXEHHOIO KAPMO3HOIO MOpaXeHns

dHdodoHmus
—————TLT
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in similar cases to assess hereditary risk and guide
family planning.

Accurate subclassification of EB is crucial and is
typically determined through family history, clinical fin-
dings, and laboratory investigations [1]. The role of the
dental professional in EB diagnosis and management is
essential, as intraoral examination can provide valuable
diagnostic clues. Given the fragility of the oral mucosa
in EB, dental treatment protocols should be adapted to
minimize trauma and prevent blister formation.

Dental management in EB should prioritize preserv-
ing oral health while minimizing mechanical trauma.
Preventive strategies should include topical fluoride
application, chlorhexidine rinses, and fluoride mouth-
washes, particularly in cases where soft tissue sensitiv-

D
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ity hinders conventional oral hygiene practices. A soft,
sugar-free diet should be encouraged to reduce me-
chanical irritation and caries risk. When dental treat-
ment is required, lubricating agents such as petroleum-
based gels or moisturizing creams should be applied to
the lips and oral mucosa to reduce friction and prevent
bullae formation [14].

To further mitigate complications, local anesthesia
should be administered slowly and deeply to avoid un-
necessary tissue trauma. In cases where bullae rupture
occurs, oral antiseptics and topical antibiotics should
be applied to reduce the risk of secondary infections.
Comprehensive dental procedures may necessitate
general anesthesia, particularly when extensive resto-
rative or surgical interventions are required [14].

Fig. 4. Case 4: A — frontal craniofacial image, showing perioral erosions and scarring; B — lateral craniofacial
image, displaying additional scarring along the cheek and jawline; C — foot image, highlighting multiple erosions
and hyperkeratotic lesions; D — hand image, demonstrating scarring and dystrophic changes; E — intraoral image,
showing dental plaque accumulation and Nasmyth’s membrane, especially on the posterior teeth; F — panoramic

radiograph, with suboptimal image quality

Puc. 4. MNaumneHT 4: A — dpoHTanbHOE KpaHnodaumanbHOe N306paxeHne ¢ apo3nsamm n pybueBaHnem

B nepuopanbHoii obnacTtu; B — 6okoBoe kpaHnodaumvanbHoe n3obpaxeHme ¢ AONOJHUTENIbHbIMU PYyOLLIOBLIMMA
M3MeEHEeHNAMN B 061aCTU LLLEKU N HUXKHEN YentocTu; C — n3obpaxkeHne cTornbl C MHOXECTBEHHbLIMMU

3PO3UAMU U TUNepKepaToTUIECKMMN NopaxXeHnaMu; D — naobpaxeHue KUCTU ¢ pyBLLIOBbIMU M3MEHEHUSMU

M AUCTPOPUHECKUMN HAPYLLEHUAMN; E — BHYTPMPOTOBOE M3006paxkeHne C BbipaXeHHbIM HaKOMIeHNEM
3y6HOro HaneTa u Hanmimem membpaHbl HacmuTa, 0cO6EHHO Ha XeBaTesbHbIX 3ybax; F — naHopaMHas
pEeHTreHorpamMmma ¢ HeOCTaTOYHbIM KQ4€CTBOM N306pakeHns
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c D

Fig. 4. Case 5: A — frontal craniofacial image; B — hand image, displaying previous blistering and mild nail
abnormalities; C — foot image, illustrating hyperkeratotic lesions and a healing blister; D — perioral image, showing

residual scarring and bullous formations

Puc. 4. MaumeHT 4: A — dpoHTanbHOe KpaHnodaumnanbHoe n3obpaxeHune; B — naobpaxeHne KNCTu

C NpU3HaKaMu paHee NepeHeCceHHbIX OyN1e3HbIX MOPaXeHNn 1 HE3HAYUTENIbHBIMU aHOMaIMSIMN HOTTEN;

C — n3obpaxeHune CTomnbl C r’mnepkepaToTUYECKUMIN NOPaXeHUsaIMU 1 3aXXnBaloLLIMM Ny3bipeM; D — naobpaxeHue
nepunopasnbHon 06nacTn ¢ OCTaTOYHbIMU PYOLLOBLIMU M3MEHEHUAMUN 1 BYNNE3HLIMM 0O6Pa30BaAHNSAMMN

Given the multisystem involvement of EB, a mul-
tidisciplinary approach is critical for optimal patient
management. Collaboration between dentists (pe-
diatric dentistry, orthodontics, oral surgery), derma-
tologists, geneticists, and other medical specialists is
essential to ensure a comprehensive treatment plan.
Additionally, family education and continuous patient
monitoring are crucial components in the long-term
management of EB.

CONCLUSION

Medical professionals and dentists play a crucial
role in enhancing the quality of life for patients with
epidermolysis bullosa (EB). Comprehensive intraoral
examinations performed by dentists may contribute to
identifying EB subtypes, aiding in more accurate diag-
nosis and management.
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