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VILDAGLIPTIN- INDUCED BULLOUS PEMPHIGOID

ANDREEA-ROXANA FURTUNESCU*,**, OANA-LAURA TORKASHVAN**, RAZVAN CORNIA**,
VASILE BENEA**, SIMONA-ROXANA GEORGESCU*,**

Rezumat

Pemfigoidul bulos (PB) este cea mai frecventd
dermatozd buloasd, afectind cu precidere persoanele
vidrstnice. Boala are o etiologie multifactoriald, mecanismele
patogenice implicate in aparitia ei fiind incomplet elucidate.
Incidenta si prevalenta PB au crescut semnificativ in
ultimii ani, cel mai probabil din cauza Tmbdtranirii
populatiei, a cresterii prevalentei altor afectiuni asociate cu
PB, mai ales cele din sfera neurologicd, a folosirii mai
frecvente a unor medicamente asociate cu aparitia PB, dar
si a unei acuratefi mai mari in stabilirea diagnosticului.
Mai multe medicamente au fost asociate cu aparitia PB, cel
mai frecvent fiind implicate gliptinele, inhibitorii de PD-
1/PD-L1, diureticele de ansd, alte medicamente cardio-
vasculare, penicilina si derivati ai acesteia.

Prezentdm cazul unui pacient in virstd de 68 de ani,
diagnosticat cu diabet zaharat tip II, care s-a prezentat in
clinica noastrd pentru o eruptie alcatuitd din plici
eritematoase, bule in tensiune si eroziuni. Pacientul
incepuse un tratament cu metformin in combinatie cu
vildagliptind in wrmd cu 5 luni. Pe baza manifestdrilor
clinice si a istoricului s-a formulat diagnosticul de PB
indus de tratamentul cu inhibitori de dipeptilpeptidazi-4.
S-a sistat administrarea vildagliptinei si s-a initiat trata-
mentul cu corticosteroizi sistemici si topici in combinatie cu
doxiciclind, cu o evolutie favorabild sub tratament.
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Summary

Bullous pemphigoid (BP) is the most commonly
occurring autoimmune blistering disorder affecting the
elderly. It is a multifactorial polygenic disease and the exact
pathogeny is yet to be elucidated.

BP incidence and prevalence have increased in recent
years, probably because of population ageing, the increased
prevalence of diseases associated with BP, especially
neurological, the more frequent use of certain medications
that may induce BP, as well as to more accurate diagnosis.

Many drugs have been implicated in the induction of
BP, most frequently gliptins, PD-1/PD-L1 inhibitors, loop
diuretics and other cardiovascular medication, penicillin
and derivatives.

We hereby report the case of a 68-year-old patient who
presented to our dermatology clinic for a highly pruritic
generalized cutaneous eruption with erythematous plaques,
tense bullae and erosions. The patient’s history was
significant for type II diabetes mellitus and he was started
on a combination of metformin and vildagliptin 5 months
before.

The patient was diagnosed with DPP-4 inhibitor-
induced BP and was started on systemic and topical
corticosteroids, as well as doxycycline. Vildagliptin treat-
ment was withdrawn. The patient has a good initial
evolution under treatment, but was later lost to follow-up.
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Introducere

Pemfigoidul bulos (PB) este cea mai frecventa
maladie buloasd autoimuni. PB afecteazd cu
precddere varstnicii, avand o prevalenta de 189,5
cazuri la un milion de locuitori si o incidenta de
12,1 la un milion de locuitori pe an. Femeile sunt
afectate ceva mai frecvent decat barbatii, cu un
raport F:B de 1,44. Varsta medie de debut este de
75 de ani, iar prevalenta bolii creste odatd cu
varsta [1, 2]. Cele mai afectate sunt populatiile
Americii de Nord si Europei [3].

Din cate am putut identifica, existd un singur
studiu publicat despre prevalenta si incidenta
maladiilor buloase autoimune in Romania, care a
analizat doar date despre regiunea de nord-vest a
tarii. In mod surprinzitor, in acest studiu
pemfigusul vulgar (PV) a avut o prevalenta mai
mare decat PB, reprezentand 47,4% din toate
cazurile de dermatoze buloase, in timp ce
cazurile de PB au reprezentat doar 34,5%. Autorii
au atribuit aceastd particularitate profilului
genetic al populatiei, dar si altor factori, cum ar fi
stilul de viatd, dieta, fumatul si o sperantd de
viatd mai mica fatd de Europa de Vest. Incidenta
calculatd pentru PB a fost de 2,5 cazuri la un
milion de locuitori, iar prevalenta de 14,6 la un
milion de locuitori. Femeile au fost afectate mai
frecvent, cu un raport intre numarul cazurilor la
femei si la barbati de 1,5. Varsta de debut a fost
cuprinsd intre 45 si 87 de ani, cu o valoare medie
de 73 + 1,77 ani [4].

PB este asociat cu o morbiditate si mortalitate
semnificative, iar povara bolii pare sa fie In
crestere. Multe tdri au raportat incidente
semnificativ mai mari ale PB in ultimii ani. In
Franta, incidenta estimata a PB in 2005 a fost de
3 ori mai mare decat cea Inregistratd cu 15 ani
inainte [5], In timp ce in Regatul Unit se esti-
meazd cd incidenta a crescut cu 17% pe an [6].
Cresterea incidentei PB poate fi atribuita imba-
tranirii populatiei, cresterii incidentei altor boli
asociate cu PB, mai ales a afectiunilor neurologice
(dementd, scleroza multipld, boala Parkinson
etc.), folosirii mai frecvente a unor medicamente
care ar putea induce PB (diuretice, inhibitori de
dipeptidil peptidaza 4, inhibitori de checkpoint
etc.), precum si cresterii acuratetii diagnosticului,
ca urmare a unei mai bune recunoasteri a
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Introduction

Bullous pemphigoid (BP) is the most com-
monly occurring autoimmune blistering disorder
affecting the elderly, with a prevalence of 189.5
cases per million people, and an incidence of 12.1
per million per year. Females are affected slightly
more than men, with a female to male ratio of
1.44. The average age of onset of the disease is of
75 years old and the prevalence increases with
older age [1, 2]. The most affected regions are
North America and Europe [3].

To the best of our knowledge, a single study
has been published so far about the incidence and
prevalence of autoimmune blistering diseases in
Romania, only analysing data available for the
Northwestern region of the country. Surprisingly,
in this study, PV was more prevalent than BP,
representing 47.4% of the total cases of blistering
diseases, while BP only 34.5%. The authors
attributed this finding to the specificities of the
genetic profile of the population, stating that
other factors, such as lifestyle, diet, smoking and
a lower life expectancy compared to Western
Europe may also be involved. The calculated
incidence for BP was of 2.5 per million and the
prevalence of 14.6 per million. Women were more
affected, with a female to male ratio of 1.5. The
age of onset ranged from 45 to 87 years old, with
a mean of 73 + 1.77 years [4].

BP is associated with significant morbidity
and mortality and the burden of the disease
seems to be increasing, with many countries
reporting significantly higher incidence rates of
BP in the recent years. In France the estimated
incidence of BP in 2005 was three times higher
than the one recorded 15 years prior [5], while in
the UK the incidence was estimated to increase
by 17% each year [6]. The increase in BP incidence
has been attributed to population ageing, the
increased prevalence of diseases associated with
BP, especially neurological (dementia, multiple
sclerosis, Parkinson), the more frequent use of
certain medications that may induce BP
(diuretics, dipeptidyl dipeptidase, checkpoint
inhibitors, etc.), as well as to more accurate
diagnosis, due to the better recognition of non-
bullous forms of the disease and to the
improvement of laboratory tests [2, 7, 8].




formelor pre-buloase de boald si a imbunatatirii
metodelor paraclinice de diagnostic [2, 7, 8].

Diagnosticul de PB pare sa creasca riscul de
deces de pand la 3 ori In primii 2 ani dupa
diagnostic [6, 7, 9].

PB este o boala multifactoriala poligenicd, iar
patogenia sa exactd nu a fost inca elucidata. For-
marea de anticorpi Impotriva proteinelor hemi-
desmozomale BP180 si BP230 duce la pierderea
adeziunii la nivelul jonctiunii dermo-epidermice
si la formarea de bule subepidermice in tensiune.
Bulele apar adesea pe zone eritematoase sau pe
pléci urticariene. Leziunile sunt intens prurigi-
noase. In cazul unora dintre pacienti existd un
stadiu pre-bulos, caracterizat prin aparitia unui
prurit intens si a unor leziuni nespecifice ecze-
matoase sau papulare, care preceda aparitia
manifestdrilor clasice. Spre deosebire de PV, in PB
mucoasele sunt in general crutate.

Au fost descrisi mai multi factori care pot
induce sau exacerba leziunile de PB, cum ar fi
infectiile, traumatismele locale, interventiile
chirurgicale, radiatiile ultraviolete, radioterapia,
unele medicamente etc. [10].

Prezentare de caz

In cele ce urmeazs, raportim cazul unui
pacient In varsta de 68 de ani, care s-a prezentat
in clinica noastrd pentru o eruptie debutata de
aproximativ 2 sdptdmani si care s-a extins apoi
rapid. La momentul prezentdrii, s-au putut
observa pldci eritematoase, bule in tensiune si
eroziuni, iar leziunile erau intens pruriginoase.
De asemenea, la nivelul picioarelor erau prezente
bule de mari dimensiuni, care se spargeau,
evoluand spre eroziuni intens dureroase. Mucoa-
sele nu erau afectate, iar pacientul era apiretic.

Din istoricul pacientului retinem cd avea
diabet zaharat tip II, hipertensiune arteriald,
boala renald cronicd si o operatie pentru plasarea
unei proteze de sold in 2018. Pacientul urma
tratament de fond cu indapamida, metoprolol,
enalapril si o combinatie de metformin si vildag-
liptind, care fusese introdusd de medicul diabe-
tolog cu 5 luni Inainte.

La momentul internarii probele de laborator
au evidentiat leucocitozad de 14.000 de celule/mL,
cu eozinofilie marcatd, de 5.100 de celule/mL, un
sindrom inflamator usor, cu o valoare a proteinei
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Being diagnosed with BP seems to increase
the risk of death up to three-fold in the first 2
years following the diagnosis [6, 7, 9].

BP is a multifactorial polygenic disease and
the exact pathogeny is yet to be elucidated.
Autoantibody formation against the BP180 and
BP230 hemidesmosomal proteins leads to a loss
of adhesion at the level of the dermo-epidermal
junction, with the formation of tense, sub-
epidermal bullae. The bullae often arise on
erythematous areas or on urticarial plaques.
Lesions are highly pruritic and, in some patients
a pre-bullous stage of the disease exists, in which
intense pruritus and non-specific eczematous or
papular lesions occur before the apparition of the
characteristic blisters. Unlike pemphigus vulgaris
(PV), the mucous membranes are usually spared
in BP.

Many triggers that can induce or exacerbate
BP lesions have been reported, such as infection,
local trauma, surgery, ultraviolet radiation,
radiotherapy, certain medications, etc. [10].

Case presentation

We hereby report the case of a 68-year-old
patient who presented to our dermatology clinic
for a generalized cutaneous eruption that first
appeared 2 weeks prior and extended rapidly.
The patient presented with erythematous
plaques, tense bullae and erosions. The lesions
were highly pruritic. He also had large bullae on
his feet, that broke and evolved into intensely
painful erosions. The mucous membranes were
spared and the patient was apyretic.

The patient’s history was significant for type
II diabetes mellitus, hypertension, chronic kidney
disease and hip joint replacement in 2018. He was
under chronic treatment with indapamide,
metoprolol, enalapril and a combination of
metformin and vildagliptin that had been
introduced 5 months before.

Upon admission, the laboratory findings
showed leucocytosis of 14 000 cells/mL with
marked eosinophilia of 5 100 cells/mL, a slight
inflammatory syndrome with C-reactive protein
levels of 0.43 mg/dL, elevated creatinine with a
glomerular filtration rate of 54 mL/min and
slight hyperglycaemia of 128 mg/dL.
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Figura 1. Plici eritematoase cu bule in tensiune si eroziuni
pe suprafatd.
Figure 1. Erythematous plaques with tense blisters and
erosions on their surface.

Figura 2. Bule de mari dimensiuni la nivelul picioarelor.
Figure 2. Large-size bullae on the feet.

Figura 3. Buli subepidermicd in tensiune si pldci eritematoase.
Figure 3. Tense epidermal blister and erythematous plaques.
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C reactive de 0,43 mg/dL, o creatinind crescutd,
cu o valoare a ratei de filtrare glomerulare de 54
mL/min si hiperglicemie usoard, de 128 mg/dL.

Pe baza manifestarilor clinice, a istoricului
pacientului si a probelor de laborator, s-a for-
mulat diagnosticul de pemfigoid bulos indus de
inhibitori de dipeptidil peptidazd-4 (DPP-4).

S-a prelevat si o biopsie cutanatd, iar rezul-
tatele, care au fost disponibile 2 sdptdmani mai
tarziu, au aratat prezenta unei bule subepider-
mice, umplute cu un lichid seros si numeroase
neutrofile si eozinofile. Un infiltrat inflamator
dens, perivascular si difuz, bogat in eozinofile era
prezent in dermul subiacent. Aceste elemente
erau compatibile cu diagnosticul de PB.

S-a initiat tratament cu 200 mg de hidrocorti-
zon i.v. pe zi, 100 mg de doxiciclinad la 12 ore si
betametazona topicd. Medicatia pentru diabet a
fost schimbatd cu 1000 mg de metformin de 2 ori
pe zi, cu un bun control al glicemiei pe durata
spitalizdrii. Eruptia s-a imbunatdtit semnificativ
sub tratament si dupd 2 sdptdmani nu au mai
apdrut leziuni noi. De asemenea, dupa 2 sapta-
mani valorile leucocitelor, eozinofilelor si pro-
teinei C reactive se normalizasera. Pacientul a
fost externat, cu recomandarea de a urma la
domiciliu un tratament cu 40 mg de prednison pe
zi, doxiciclind si betametazond topic; doza de
prednison a fost mai apoi redusa treptat. Evolutia
pacientului era favorabild la urmétoarea vizitd de
control dupd Inca 2 sdptdmani, insd, din pacate,
acesta nu s-a mai prezentat la vizitele ulterioare.

Discutii

Mai multe medicamente au fost implicate in
declansarea PB. Primul caz descris de PB asociat
cu administrarea de medicamente a fost publicat
in 1970. Era vorba despre un baiat in varsta de 11
ani, care urma un tratament cu sulfasalazind
pentru rectocolitd ulcero-hemoragica [11]. De
atunci, multe alte medicamente au fost incri-
minate cd ar induce PB, mai ales diuretice si
neuroleptice. Cu toate acestea, In multe situatii, o
legatura cauzald sigurd este greu de dovedit.

PB asociat cu administrarea de medicamente
rdspunde in general la tratamentul cu cortico-
steroizi topici sau sistemici. Se poate prezenta ca
o afectiune acutd, care se remite dupd oprirea
administrarii medicamentului responsabil, sau
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A diagnosis of DPP-4 inhibitor-induced BP
was formulated based on the clinical mani-
festations, the patient’s history and the laboratory
findings.

A skin biopsy was taken. The results came
back a two weeks later, showing a subepidermal
blister, filled with a serous liquid and numerous
neutrophils and eosinophils. A dense peri-
vascular and diffuse eosinophil infiltrate was
seen in the underlying dermis. These findings
were consistent with the diagnosis of BP.

The treatment was started on 200 mg of
intravenous hydrocortisone per day, 100 mg doxy-
cycline every 12 hours and topical betametha-
sone. The diabetes medication was changed to
metformin 1000 mg twice daily, with good
glycaemic control during the hospitalisation. The
eruption was significantly improved and after 2
weeks no more new lesions appeared. The
leucocyte and eosinophil count and C-reactive
protein levels were normal on the 2-week follow-
up. The patient was discharged from hospital on
a dose of 40 mg of prednisone/day, that was later
slowly tapered, doxycycline and topical beta-
methasone. His evolution was favourable at the
follow-up visit 2 weeks later, but, unfortunately,
he did not present to his next appointments.

Discussions

Several medications have been implicated in
the onset of BP. The first case of drug-associated
bullous pemphigoid (DABP) was published in
1970, in an 11-year-old boy who was under sulfa-
salazine treatment for ulcerative colitis [10]. Since
then, many drugs have been potentially incri-
minated for the induction of BP. However, in
many cases, a definite causal relationship re-
mains difficult to prove.

DABP usually responds to treatment with
topical or systemic corticosteroids. It can present
as an acute disease that remits after the
withdrawal of the offending drug, or in a chronic
form, in which the disease remains active even
after the withdrawal of the implicated drug and
prolonged treatment is needed [11,12].

There are different pathogenic mechanisms
that have been postulated for the induction of
drug-associated BP. In individuals with a genetic
predisposition, certain medications can either
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intr-o forméa cronicd, in care boald continud sa
evolueze chiar si dupa retragerea medicamen-
tului incriminat si adesea este necesar un trata-
ment prelungit [12, 13].

Au fost postulate mai multe mecanisme
fiziopatogenice care s explice aparitia PB asociat
cu administrarea de medicamente. La persoanele
cu o predispozitie geneticd, anumite medica-
mente pot stimula rdspunsul imun sau pot
modifica proprietdtile antigenice ale membranei
bazale. Medicamentele se pot lega de lamina
lucida si pot induce formarea de anticorpi,
actionand ca haptene. Ele mai pot stimula
raspunsul imun prin inducerea de modificari
structurale in anumite molecule, care duc la
descoperirea anumitor epitopi ce erau inainte
inaccesibili sistemului imunitar. De asemenea, a
fost propusd si o teorie ,,in doi pasi”, in care boala
poate fi declansata de actiunea a doud medica-
mente diferite administrate aceluiasi pacient. S-a
mai sugerat cd unele medicamente ar inhiba
limfocitele supresoare CD8+, ceea ce duce la o
formare crescutd de anticorpi [12, 13].

Factorii genetici care predispun la aparitia PB
nu au fost incd evaluati in multe studii. La
populatiile europene boala pare s fie asociata cu
HLA DQB1*0301. Au mai fost identificate si alte
alele care par sa fie implicate in PB, iar alelele
asociate cu aparitia bolii in populatia japoneza
par sa fie diferite. HLA DQB1*0301 a fost de
asemenea implicat in aparitia PB asociat cu
administrarea de medicamente. Aceste alele HLA
faciliteazd prezentarea antigenelor din zona
membranei bazale cidtre celulele T, ducand la
initierea autoimunitatii [1, 13].

Medicamentele cel mai frecvent implicate in
inducerea PB sunt gliptinele, inhibitorii de PD-
1/PD-L1, diureticele de ansd si alte medica-
mente cardio-vasculare, penicilina si derivatii sdi
(Tabelul 1) [13].

Gliptinele, numite si inhibitori de dipeptidil
petidaza 4 (DPP-4), sunt agenti hipoglicemianti
orali, care, din 2006, se folosesc pentru trata-
mentul diabetului zaharat tip II. Ele pot fi
administrate In monoterapie sau in combinatii,
frecvent impreuna cu metformin. Ele au fost
asociate cu un risc crescut de aparitie a PB,
independent de folosirea de metformin. Multe
mecanisme au fost propuse pentru aparitia PB
asociat cu administrarea de gliptine, dar niciunul
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boost the immune response or modify the
antigenic properties of the basal membrane zone.
Drugs can bind to molecules of the lamina lucida
and induce the formation of antibodies, acting as
haptens. They can also stimulate the immune
response by inducing structural changes in
certain molecules and uncovering of previously
hidden epitopes. Also, a “two-step” theory has
been proposed, in which two separate drugs may
induce the disease. It has also been suggested
that certain drugs inhibit CD8 suppressor
lymphocytes, which leads to increased antibody
production. [11,12]

The predisposing genetic factors for BP have
not yet been assessed by many studies. However,
the disease seems to be associated with the HLA
DQB1*0301 in European populations. Other
alleles have been identified that may be
responsible for BP, and different alleles seem to be
implicated in the population of Japan. HLA
DQB1*0301 has been reported to be implicated in
drug-induced BP. These HLA alleles facilitate
antigen presentation of basement zone antigens
to T cells, initiating autoimmunity [1,12].

The drugs most frequently implicated in the
induction of pemphigoid are gliptins, PD-1/PD-
L1 inhibitors, loop diuretics and other cardio-
vascular medication, penicillin and derivatives
(Table I) [13].

Gliptins, or dipeptidyl peptidase 4 (DPP-4)
inhibitors, are oral hypoglycemic agents that
have been used for the treatment of diabetes
mellitus type 2 since 2006. They can be
administered in  monotherapy or in
combinations, most often with metformin. They
have been found to increase the risk of
developing BP, independent on metformin use.
Many mechanisms have been proposed for the
development of gliptin-associated BP, although
none have been formally proven. In the Japanese,
an association with HLA-QB1*03:01 has been
reported. [12]

DPP-4 is a plasminogen receptor expressed
on the cell surface. It is implicated in the
activation of plasminogen to plasmin. Plasmin
normally cleaves BP-180 in the immunodominant
NC-16A domain. The lower rate of plasmin
formation with DPP-4 inhibitor use may lead to
altered BP-180 cleavage and induce antibody
formation. DPP-4 is also expressed on the surface




Tabelul I. Medicamente asociate cu PB
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Table I. Medications associated with BP

Sistemice
Diuretice Bumetanida
Furosemid
Spironolactond
Medicamente Amlodipina
antihipertensive Captopril
Enalapril
Nifedipina
Inhibitori de DPP-4 Linagliptina
Vildagliptina
Inhibitori de Durvalumab
checkpoint Ipilimumab
Nivolumab
Pembrolizumab
Antibiotice Ampicilina
Cefalexin
Ciprofloxacin
Metronidazol
Penicilina
Sulfapiridina
AINS Aspirina
Ibuprofen
Salicilati Sulfasalazina
Agenti chelatori Penicilamina
Antidepresive Benzodiazepine
Doxepin
Escitalopram
Fluoxetina
Sertralina
Antipsihotice Haloperidol
Melperona
Periciazina
Fenotiazina
Quetiapind
Risperidona
Anticonvulsivante Carbamazepina
Biologice Adalimumab
Etanercept
Ustekinmab
Anti-Parkinsoniene Biperiden
Levodopa
Tratamentul Memantina
dementei
Topice 5-fluorouracil

Anthralind
Benzoat de benzil
Diclofenac

Systemic
Diuretics Bumetanide
Furosemide
Spironolactone
Antihypertensive ~ Amlodipine
drugs Captopril
Enalapril
Nifedipine
DPP-4 inhibitors ~ Linagliptin
Vildagliptin
Checkpoint Durvalumab
inhibitors Ipilimumab
Nivolumab
Pembrolizumab
Antibiotics Ampicillin
Cephalexin
Ciprofloxacin
Metronidazol
Penicillin
Sulfapyridine*
NSAIDs Aspirin
Ibuprofen
Salicylates Sulphasalazine
Chelating agents  Penicillamine
Antidepressants Benzodiazepines
Doxepin
Escitalopram
Fluoxetine
Sertraline
Antipsychotics Haloperidol
Melperone
Periciazine
Phenothiazine
Quetiapine
Risperidone
Anticonvulsants Carbamazepine
Biologics Adalimumab
Etanercept
Ustekinmab
Anti-Parkinsonians Biperiden
Levodopa
Dementia Memantine
medication
Topical 5-fluorouracil

Anthraline
Benzyl benzoate
Diclofenac
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nu a fost clar demonstrat. In populatia japoneza
s-a raportat o asociere cu HLA-QB1*03:01 [13].

DPP-4 este un receptor de plasminogen care
este exteriorizat pe suprafata celulard. El este
implicat in activarea plasminogenului in
plasmind. Plasmina cliveazd in mod normal
BP180 la nivelul domeniului imunodominant
NC-16A. Atunci cand sunt folositi inhibitorii de
DPP-4 se formeaza o cantitate mai micd de
plasmind, ceea ce poate duce la o alterare a
clivarii BP180 si poate induce formarea de
anticorpi. DPP-4 este exprimatd si pe suprafata
keratinocitelor. Inhibarea ei poate duce la
atragerea si activarea eozinofilelor, ducand la
formarea de bule [14-17].

Riscul de a dezvolta PB este de 2-3 ori mai
mare pentru pacientii care urmeazd tratament cu
gliptine. Gliptinele induc PB independent de
folosirea de metformin. Intervalul de la intro-
ducerea tratamentului pana la aparitia leziunilor
cutanate este variabil, cu o latentd mediana
cuprinsd intre 6 si 26,4 luni in diferite studii.
Astfel, posibilitatea ca PB sd fie indus de
tratamentul cu gliptine nu trebuie neglijata chiar
dacd pacientii au urmat acest tratament o
perioadd indelungatd. S-au raportat si cazuri de
PB care au apdrut dupd numai 8 zile de la
introducerea inhibitorilor de DPP-4 [14, 18, 19].

In ceea ce priveste manifestarile clinice, PB
indus de inhibitorii de DPP-4 pare sd asocieze
mai frecvent afectarea mucoaselor, si aiba leziuni
mai putin inflamatorii si sa fie asociat cu nivele
mai scazute ale eozinofilelor in sdngele periferic
si la nivelul leziunilor. Severitatea bolii pare Insa
similard cu cea a formei idiopatice. Rezultatele
tratamentului sunt mai bune la pacientii la care se
intrerupe administrarea de gliptine. S-au raportat
recidive de PB dupa reintroducerea inhibitorului
de DPP-4 incriminat [14, 18, 20, 21].

Concluzii

Cazul pacientului nostru este unul tipic de
pemfigoid bulos asociat cu administrarea de
medicamente. Dintre inhibitorii de DPP-4,
vildagliptina a fost asociata cu cel mai mare risc
de dezvoltare a PB. Acest risc este de 10 ori mai
mare decat la pacientii care nu au tratament cu
gliptine. Linagliptina este urmdtoarea moleculd
din aceasta clasd asociatd cu un risc crescut de PB.
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of keratinocytes. Its inhibition may lead to
increased eosinophil chemotaxis and activation,
leading to blister formation. [13-16]

The risk of developing BP is 2-3 times higher
for patients under gliptin treatment. Gliptin use
induces BP independent of metformin use. The
interval from treatment introduction to the
appearance of skin lesions varies among studies,
with a median latency of 6-26.4 months. Thus, the
possibility of drug induced BP should not be
overlooked even if patients have been taking
DPP-4 inhibitors for a long time. BP cases have
been reported as early as 8 days after the
introduction of DPP-4 inhibitors as well
[13,17,18].

As for the clinical manifestations, DPP-4-
induced BP seems to more frequently exhibit
mucous involvement, to have less inflammatory
lesions and to be associated with lower
peripheral blood and lesional eosinophil levels.
However, the severity of the disease seems to be
similar to that of idiopathic BP. The treatment
outcomes are better in patients in which gliptin
treatment is discontinued. There have been
reports of BP relapse upon rechallenge with the
incriminated DPP-4 inhibitor [13,17,19,20].

Conclusions

The presentation of our patient is typical for a
case of drug-associated bullous pemphigoid.
Among DPP-4 inhibitors, vildagliptin showed
the highest risk of BP development, which was
almost 10 times higher than in patients that were
not taking gliptins, followed by linagliptin. The
association was by far stronger in men (odds ratio
21.38 for men and 4.12 for women) [13,17,18]. It
is important to conduct a good interview of the
patient in order to establish the temporal
relationship between the disease onset of the
administration of medications. This can be
difficult, especially considering that many of the
elderly patients take many different medications
at the same time. Rechallenge tests are often not
performed for patient safety concerns. Previous
reports from the literature can help support the
causal hypothesis.

Other studies from the literature reported less
inflammatory lesions and lower eosinophil
counts in DPP-4 inhibitor-induced BP, as well as
mucous membrane involvement. Our patient,




Asocierea a fost mai puternicd in cazul barbatilor
(odds ratio 21.38 pentru barbati si 4,12 pentru
femei) [14, 18, 19]. Anamneza este foarte impor-
tantd pentru a stabili relatia temporala dintre
debutul bolii si administrarea de medicamente.
Aceasta poate fi adesea dificild, mai ales avand in
vedere cd multi pacienti varstnici urmeaza multe
tratamente diferite simultan. Reintroducerea
medicamentelor incriminate nu este in general
practicatd, din motive de siguranta a pacientului.
Ipoteza cauzala poate fi sustinutd de alte cazuri
raportate din literatura.

Desi alte studii din literaturd au descris
leziuni mai putin inflamatorii, un numadar mai
scdzut al eozinofilelor si afectarea mai frecventa a
mucoaselor in PB indus de inhibitorii de DPP-4,
pacientul nostru a avut o prezentare clasica de
PB, cu pldci eritematoase peste care erau supra-
puse leziunile buloase, eozinofilie marcatd si
afectare strict cutanatd. Remiterea leziunilor s-a
realizat relativ repede dupd introducerea trata-
mentului cu corticosteroizi si oprirea tratamen-
tului cu vildagliptina. Din pacate, pacientul a fost
pierdut din evidenta.

PB asociat cu administrarea de medicamente
poate sa apard dupd numai cateva zile de la
introducerea unui nou tratament, dar cel mai
adesea este necesard o perioadd de latenta de
cateva luni inaintea aparitiei manifestarilor
cutanate. In cazul pacientului nostru, mani-
festdrile de PB au aparut la 5 luni dupa intro-
ducerea vildagliptinei. Clinicienii trebuie sa
cunoascd faptul ca unele medicamente frecvent
prescrise pot induce PB si trebuie sd conducd o
amanezd atentd pentru a identifica potentialele
tratamente responsabile, mai ales avand in
vedere ca oprirea medicamentelor implicate este
o parte importanta din managementul PB.
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however, had a classical presentation with
erythematous plaques underlying the bullous
lesions, marked eosinophilia and strictly cuta-
neous involvement. The resolution of skin
manifestations occurred relatively rapidly after
corticosteroid  initiation and vildagliptin
withdrawal. Unfortunately, the patient was lost
to follow-up.

DABP can occur a few days after the intro-
duction of a certain medicine, but most often
there is a latency period of a few months before
the apparition of the cutaneous manifestations. In
the case of our patient, the BP manifestations
occurred 5 months after the introduction of
vildagliptin. Clinicians should be aware of the
possibility that certain commonly used medi-
cations may induce BP and conduct a thorough
medical history in order to identify the potential
culprits, since withdrawal of the responsible drug
is part of DABP management.
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