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Rezumat

Pustuloza palmo-plantard (PPP) este o patologie
cronicd inflamatorie rard ce se caracterizeazd prin aparitia
recurentd de pustule sterile. PPP este una dintre
manifestdrile cutanate care poate apdrea la pacientii cu
sindrom SAPHO (sinovitd, acnee, pustulozd, hiperostozd,
osteitd), o patologie rard caracterizatd prin asocierea de
diverse forme de artropatie si afectiuni cutanate
neutrofilice. In aceastd lucrare prezentdm cazul unei
paciente cu  pustulozd palmo-plantard si  durere
osteoarticulard la nivelul hemitoracelui sting si a
articulatiei sterno-costale stdngi care au ridicat suspiciunea
de sindrom SAPHO.
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Summary

Palmoplantar pustulosis (PPP) is a rare chronic
inflammatory disease, characterized by the recurrent
appearance of sterile pustules. PPP is one of the skin
manifestations that can occur in patients with SAPHO
syndrome (synovitis, acne, pustulosis, hyperostosis,
osteitis), a rare syndrome, characterized by the association
of various forms of arthropathy and neutrophilic skin
conditions. In this paper, we present the case of a patient
with palmoplantar pustulosis and osteoarticular pain in the
left hemithorax and left sternocostal joint that raised the
suspicion of SAPHO syndrome.
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Introducere

Pustuloza palmo-plantarda (PPP) este o
patologie cronicd inflamatorie rard ce se
caracterizeazd prin aparitia recurenta de pustule
sterile de pand la 10 mm, asociate cu eritem,
hiperkeratozd, descuamare si fisuri dureroase,
localizate la nivel palmar si/sau plantar.
Distributia este in general bilaterald, iar
simptomatologia prezinta frecvent prurit si
senzatie de arsurd.

PPP este una dintre manifestarile cutanate
care poate apdrea la pacientii cu sindrom SAPHO
(sinovitd, acnee, pustulozd, hiperostozd, osteitd),
o patologie rara caracterizata prin asocierea de
diverse forme de artropatie si afectiuni cutanate
neutrofilice. Artropatia sindromului SAPHO
implicd in general peretele toracic anterior, cu
durere, sensibilitate si edem la nivelul sternului si
al articulatiilor sale.

In aceasta lucrare prezentdim cazul unei
paciente cu pustuloza palmo-plantard si durere
osteoarticulara la nivelul hemitoracelui stang si a
articulatiei sterno-costale stangi care au ridicat
suspiciunea de sindrom SAPHO.

Prezentare de caz

Pacientd In varstd de 53 de ani, fumatoare,
care se prezintd in clinica noastrd In decembrie
2021 pentru aparitia de leziuni pustuloase
asociate cu dureri osteoarticulare la nivelul
hemitoracelui stdng si a articulatiei sterno-costale
stangi, cu debut de aproximativ 2 luni.

Examenul obiectiv general la internare este in
limite fiziologice. La examenul cutanat local se
deceleazd plici si placarde eritemato-scuamoase,
papule, pustule si eroziuni dureroase la nivel
palmar si plantar bilateral (Fig. 1, 2).

Asocierea pustulozei palmo-plantara cu
durerea osteoarticulard la nivelul hemitoracelui
stang si a articulatiei sterno-costale stangi au
ridicat suspiciunea de sindrom SAPHO. In cadrul
investigatiilor paraclinice, se efectueazd punch-
biopsie 4mm de la nivel palmar stang, care
confirma diagnosticul de pustuloza palmo-
plantara (Fig. 4). Ecografia sanului sting
deceleazd o formatiune tumorald hipoecogena de
aproxi-mativ 1/0.08 cm si adenopatie axilard bine
vascularizatd. Ecografia tesuturilor moi si radio-
grafia toracicdi nu deceleaza modificari pato-
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Introduction

Palmoplantar pustulosis (PPP) is a rare
chronic inflammatory disease, characterized by
the recurrent appearance of sterile pustules up to
10 mm, associated with erythema, hyper-
keratosis, scaling, and painful erosions, located
on the palms and soles. The distribution is
generally bilateral, and the symptoms include
pruritus and burning sensation.

PPP is one of the skin manifestations that can
occur in patients with SAPHO syndrome
(synovitis, acne, pustulosis, hyperostosis,
osteitis), a rare syndrome, characterized by the
association of various forms of arthropathy and
neutrophilic skin conditions. SAPHO syndrome
arthropathy usually involves the anterior chest
wall, with pain, tenderness, and edema in the
sternum and regional joints.

In this paper, we present the case of a patient
with palmoplantar pustulosis and osteoarticular
pain in the left hemithorax and left sternocostal
joint that raised the suspicion of SAPHO
syndrome.

Case presentation

A 53-year-old female, an active smoker, came
to our clinic for the onset of numerous small
pustules on erythematous background on her
palms and feet, associated with osteoarticular
pain in the left hemithorax and left sternocostal
joint.

The clinical examination at admission was
within physiological limits. At the local
cutaneous examination, bilaterally detected
erythematous-squamous plaques, placards,
papules, pustules, and painful erosions on the
palms and plants (Fig. 1 and 2).

The association of palmoplantar pustulosis
with osteoarticular pain in the left hemithorax
and left sternocostal joint has raised suspicion of
SAPHO syndrome. During the paraclinical
investigations, a 4 mm punch biopsy was
performed on the left palm, which confirmed the
diagnosis of palmoplantar pustulosis (Fig. 4).
Ultra-sound of the left breast revealed a
hypoechoic tumoral mass of 1/0.08 cm and
vascularized axillary adenopathy. Soft tissue
ultrasound and chest radiography showed no
pathological changes. Tumor markers were




Figura 1. Papule, pustule, cruste, scuame si eroziuni
dureroase pe fond eritematos, la nivel palmar sting.
Figure 1. Pustules, papules, crusts, and scaling on an
erythematous background, on the left palm.

logice. Markerii tumorali au fost in limite
normale. Tomografia computerizata deceleaza o
densificare imprecis delimitatd a tesutului
glandular din cadranul supero-extern al sanului
stdng. Se decide efectuarea unui consult onco-
logic, chirurgical si a investigatiilor senologice,
care exclud diagnosticul de neoplasm mamar.
Investigatii imagistice nu au decelat modificari
evocatoare de sindrom SAPHO, precum osteitd
sau hiperostozd la nivelul toracelui anterior.

Tratament

Pana la obtinerea rezultatului examenului
histopatologic, se administreaza doxiciclind
100 mg la 12 ore, tratament topic cu dermato-
corticosteroizi si 10 sedinte de fototerapie UVB -
NB. Evolutia leziunilor cutanate sub tratament a
fost favorabild, cu persistenta durerilor osteo-
articulare. La externare, s-a decis initierea
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Figura 2. Pustule si eroziuni pe fond eritematos, la nivel
plantar drept.
Figure 2. Painful pustules and erosions on erythematous
background, on the right foot.

within normal limits. Computed tomography
revealed poorly demarcated increased density of
the glandular tissue in the superior-external
quadrant of the left breast. We recommended an
oncological and surgical consultation, with
further imaging investigations, which excluded
the diagnosis of breast cancer. Imaging
investigations did not reveal any changes
suggestive of SAPHO syndrome, such as osteitis
or hyperostosis in the anterior thorax.

Treatment

Until we received the result of the histo-
pathological examination, we administered
doxycycline 100 mg every 12 hours, topical
treatment with dermatocorticosteroids, and 10
UVB - NB phototherapy sessions. The evolution
of the skin lesions under treatment was favorable,
with the persistence of osteoarticular pain. Upon
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Figura 3. Evolutia leziunilor sub 6 luni de tratament cu
Acitretin 20 mg/zi.
Figure 3. Lesion evolution at the 6-month follow-up, after
treatment with Acitretin 20 mg/day.

tratamentului cu Acitretin 20 mg/zi si efectuarea
de sedinte de recuperare medicald pentru
durerea osteoarticulard. La reevaluarea clinico-
biologicd, leziunile s-au ameliorat si s-a decis
continuarea tratamentului cu Acitretin (Figura 3).

Discutii

Principala discutie a acestui caz are in vedere
asocierea eruptiei pustuloase palmo-plantare cu
simptomatologia osteoarticulard care ridica
suspiciunea de sindrom SAPHO. Sindromul
SAPHO descrie un grup de afectiuni cu localizare
osteoarticulard similard (osteitd care afecteaza in
principal peretele toracic anterior) asociate cu
diverse manifestdri dermatologice [2]. Prevalenta
anuald este estimatd la mai putin de 1 la 10.000 in
populatia caucaziand si de 0,00144 la 100.000 in
populatia japoneza [1].
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Figura 4. Din punct de vedere histopatologic, epidermul
prezintd acantozd relativ uniformd. Veziculd subcornoasd cu
monocite si neutrofile. Minim si focal moderat infiltrat
inflamator limfocitar perivascular in dermul superficial cu
rare neutrofile in dermul perilezional. Acest aspect este
compatibil cu diagnosticul de pustulozd palmo-plantard.
Figure 4. The histopathologic examination shows an
epidermis with relatively uniform acanthosis; a subcorneal
vesicle with monocytes and neutrophils. Minimal and
moderate focal perivascular lymphocytic inflammatory
infiltration in the superficial dermis with rare neutrophils in
the perilesional dermis. This aspect is compatible with the
diagnosis of palmoplantar pustulosis.

discharge, we decided to start the treatment with
Acitretin 20 mg/day and physical therapy for the
osteoarticular pain. At the 6-month follow-up,
the lesions improved, and we decided to
continue treatment with Acitretin (Figure 3).

Discussions

The main discussion of this case is the
association of the palmoplantar pustular
eruption and osteoarticular symptoms that raised
the suspicion of SAPHO syndrome. SAPHO
syndrome describes a group of conditions with
similar osteoarticular location (osteitis that
mainly affects the anterior thoracic wall)
associated with various dermatological mani-
festations [2]. The annual prevalence is estimated
at less than 1 in 10,000 in the Caucasian
population and 0.00144 in 100,000 in the Japanese
population [1].




Etiopatogenia sindromului SAPHO ramane
neclard, desi au fost propuse cateva ipoteze care
implica factori imunologici, infectiosi si genetici
[1]. Patogeneza autoinflamatoare a bolii a fost
sustinutd de prezenta valorilor crescute ale
citokinelor proinflamatorii, precum factorul de
necrozd tumorald (TNF)-a si a interleukinelor
(IL)-1, IL-8, IL-17 si IL-18 [2]. Teoria reactiei
autoinflamatorii este sustinutd si de rdspunsul
observatla administrarea terapiilor biologice anti-
TNF-0,, IL-1 si axa IL-17-IL-23 [2,7]. Teoria
etiopatogenezei infectioase se bazeazd pe
identificarea Cutibacterium acnes, Staphylococcus
aureus, Haemophilus parainfluenzae si de actino-
micete In leziunile de osteitda SAPHO, C. acnes
fiind microorganismul cel mai frecvent raportat
[2,8]. Desi a fost raportatd agregarea in familie a
sindromului SAPHO, bazele genetice ale sindro-
mului SAPHO rdaman In mare parte necunoscute
[2].

Manifestarile osteoarticulare caracteristice
acestui sindrom sunt: sinovitd, osteitd, hiper-
ostozd evidenta de obicei mai tarziu in cursul
bolii, afectare tip spondiloartritd axiald [3]. Cea
mai frecventd localizare este peretele toracic
anterior, cu precadere articulatia sternocostald si
sternoclaviculard precum si ligamentul costo-
clavicular [6]. Alte localizari intalnite sunt man-
dibula, articulatia sacroiliacd, coloana vertebrala.
Articulatiile periferice sunt afectate in proportie
de 30% [6].

Manifestarile cutanate in sindromul SAPHO
includ dermatoze acneiforme si neutrofilice
precum acneea nodulo-chisticd, hidradenita
supurativa, dermatoza subcorneald pustulara,
cea mai frecvent intalnita fiind pustuloza palmo-
plantarad [9].

Diagnosticul sindromului SAPHO se bazeaza
pe istoric si investigatii imagistice precum
radiografia, scintigrafia, tomografie compu-
terizata, imagisticd cu rezonantd magnetica, PET-
CT, ecografie.

Diagnosticul de SAPHO este luat in consi-
derare la pacientii cu:

a) Boala osteoarticulard asociatd cu pustu-
loza palmoplantara - sinovita inflamatorie sau
artritd pseudosepticd; hiperostoza cu sau fara
osteitd care implicd peretele toracic anterior sau
alt loc; sau sacroileita, spondilita si/sau spondilo-
discita [2].
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The etiopathogenesis of SAPHO syndrome
remains unclear, although several hypotheses
have been proposed involving immunological,
infectious, and genetic factors [1]. The auto-
inflammatory pathogenesis of the disease was
supported by the presence of elevated values of
proinflammatory cytokines, such as tumor
necrosis factor (TNF)-o and interleukins (IL)-1,
IL-8, IL-17, and IL-18 [2]. The theory of the auto-
inflammatory reaction is also supported by the
response observed to the administration of
biological therapies against anti-TNF-a., IL-1, and
the IL-17 — IL-23 axis [2,7]. The theory of
infectious etiopathogenesis is based on the
identification of Cutibacterium acnes, Staphylo-
coccus aureus, Haemophilus parainfluenzae, and
actinomycetes in SAPHO osteitis lesions, C.
acnes being the most frequently reported micro-
organism [2,8]. Although family aggregation of
SAPHO syndrome has been reported, the
genetic basis of SAPHO syndrome remains
largely unknown [2].

Osteoarticular manifestations characteristic
of this syndrome are synovitis, osteitis,
hyperostosis usually evident later in the course of
the disease, and axial spondyloarthritis-like [3].
The most common location is the anterior
thoracic wall, especially the sternocostal and
sternoclavicular joints as well as the costo-
clavicular ligament [6]. Other locations include
the mandible, the sacroiliac joint, and the spine.
Peripheral joints are affected in 30% of cases [6].

Cutaneous manifestations in SAPHO syn-
drome include acneiform and neutrophilic der-
matoses such as nodulocystic acne, hidradenitis
suppurativa, pustular subcorneal dermatosis,
and palmoplantar pustulosis [9].

The diagnosis of SAPHO syndrome is based
on history and imaging investigations such as
radiography, scintigraphy, computed tomo-
graphy, magnetic resonance imaging, PET-CT,
and ultrasound.

The diagnosis of SAPHO is considered in
patients with:

a) Osteoarticular disease associated with
palmoplantar pustulosis - inflammatory synovitis
or pseudoseptic arthritis; hyperostosis/ osteitis
involving the anterior thoracic wall or another
site; or sacroiliitis, spondylitis, and /or spondylo-
discitis [2].
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b) Boala osteoarticulard asociatd cu acnee
severd sau hidradenitd supurativd - sinovitd
inflamatorie, sau hiperostoza/osteita peretelui
toracic anterior; hiperostoza si osteitd; sau
sacroilieita, spondilita si/sau spondilodiscita [2].

c¢) Hiperostozad/osteitd sterila izolata -
hiperostoza sternocostoclaviculard sau alte
hiperostoze ale peretelui toracic anterior sau
osteitd sterild. Leziunile cutanate pot fi sau nu
prezente [2].

Arsenalul terapeutic in sindromul SAPHO
cuprinde antiinflamatoare non-steroidiene,
metotrexat, tetracicline, inhibitori anti-TNF,
retinoizi orali, precum si alte terapii mai rar
utilizate (bifosfonati, dapsond. colchicing,
sulfasalazing, terapii anti-IL-12/23 sau anti-IL-17,
corticoterapie sistemicd, tofacitinib, etc.) [11].

Evolutia sindromului SAPHO este variabila,
cu perioade de remisie si episoade recidivante;
complicatiile invalidante sunt rare, desi artrita
perifericd poate fi erozivd. Sexul feminin,
afectarea peretelui toracic anterior, artrita
perifericd, afectarea pielii si valorile ridicate ale
markeri-lor inflamatori la prezentarea initiala au
fost asociate cu evolutia cronicd a bolii [10].

Concluzie

Asocierea eruptiei pustuloase palmo-plantare
cu simptomatologia osteoarticulard ridicd sus-
piciunea de sindrom SAPHO. Rezultatul exa-
menului histopatologic este compatibil, cu
diagnosticul de pustuloza palmo-plantara.
Investigatiile imagistice efectuate au exclus
diagnosticul de sindrom SAPHO, dar pacienta
rdmane In observatie pentru simptomatologia
cutanatd si articulard, cu reevaluare periodica:
Acest caz aduce In atentia noastrd posibilitatea
asocierii afectiunilor neutrofilice cu diverse
forme de artropatie, sub umbrela sindromului
SAPHO.
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The association of palmoplantar pustulosis
and osteoarticular symptoms raised the suspicion
of SAPHO syndrome. The result of the histo-
pathological examination is compatible, with the
diagnosis of palmo-plantar pustulosis. Imaging
investigations ruled out the diagnosis of SAPHO
syndrome, but the patient remains under
observation for skin and joint symptoms, with
regular evaluation. This case brings to our
attention the possibility of neutrophilic diseases
linkage with various forms of arthropathy, under
the umbrella of SAPHO syndrome.
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