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ABSTRACT

SAPHO syndrome (acronym for synovitis, acne, pustulosis, hyperostosis, osteitis) is a rare dermato-rheumatic entity
usually observed in young adults. The clinical manifestations are proteinaceous and without specificity at the origin
of inflammatory diseases of the intestine. Our clinical case is that of a ten-year-old girl who presented with chronic
and recurrent osteomyelitis of the pelvic limbs on a febrile background, followed by persistent and recurrent pustular
lesions. During the same period, because of an acute abdominal pain syndrome accompanied by fever, a biological
inflammatory syndrome, and predominantly neutrophilic hyperleukocytosis, laparotomy was performed and no lesions
were found. She subsequently presented with intermittent and recurrent spasmodic abdominal pain. In view of these
various symptoms, a multidisciplinary consultation concluded that the patient had SAPHO syndrome associated with a
digestive disorder, possibly Crohn’s disease. Our clinical case illustrates the diagnostic difficulties of SAPHO syndrome.
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INTRODUCTION

invasive explorations and inappropriate and harmful
SAPHO syndrome (acronym for synovitis, acne,  therapies [1,2,5].
pustulosis, hyperostosis, osteitis) is an auto-inflammatory
disease characterized by neutrophilic damage, which ~ SAPHO syndrome may be associated with other
may affect the skin, bones, and joints [1,2]. Having a inflammatory diseases, including cryptogenetic
low incidence (1-4/10.000 individuals), it 1s usually inflammatory bowel disease (IBD) [5'7]- .Here.in, we
observed in young adults. Rheumatologic involvement ~ Te¢portacase of SAPHO syndrome 3350913ted with dlgCShYC
is most often axial and the most frequently reported involvement, possibly Crohn.’s d1sea§e, maten.—year—old girl
dermatological manifestations are palmoplantar after almost three years of diagnostic wandering,

pustulosis and severe acne [1-4].

CASE REPORT

These very diverse and nonspecific clinical
manifestations often lead to diagnostic delays  Aten-year-old girl was referred to us for the management
and sometimes expose patients to numerous  of pustular, painful, and itchy skin lesions that had been
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progressing for two years with attenuation periods.
A cytobacteriological examination of the pus from the
skin lesions allowed us to isolate initially Staphylococcus
aureus and then Staphylococcus lugdunensis, which
motivated an antibiotic therapy adapted to the
antibiogram, yet without success.

During the interrogation, it was noted that suppurative
arthritis of the left ankle, treated with several antibiotics
and resulting in a slight improvement, occurred eight
months before the appearance of the pustules. This
episode was followed two weeks later by an acute
abdominal pain syndrome on a febrile background.
Paraclinical workup at that time revealed a biological
inflammatory syndrome with C-reactive protein (CRP)
at 56 mg/L, an accelerated erythrocyte sedimentation
rate (ESR) at 53 mm, and hyperleukocytosis at 10.8 g/L;
a Widal test confirmed a previous anti-typhoid
vaccination. The patient underwent exploratory
laparotomy, which returned inconclusive.

The evolution was marked by several episodes of
febrile osteomyelitis of the pelvic limbs chronically
evolving with moderate functional impotence. X-rays
and bone scans of the lower limbs revealed foci
of pandiaphyseal osteo-condensation (Fig. 1); an
angioscan of the same region returned normal. Bone
biopsy was not performed. Repeated treatment with
antibiotics and anti-inflammatory drugs resulted in a
slight improvement between episodes.

A physical examination of the patient revealed a slightly
altered general state, no fever, and signs of moderate
acute malnutrition (BMI = 14.79 kg/m?). The left
anterior thoracic wall and the posterior faces of the
thighs and legs were the sites of grossly oval ulcerations
(n = 4), some of which were budding, with a flesh-red
or fibrino-purulent base, with regular, unstuck edges
and insensitive to protected palpation (Figs. 2 and 3).
Erosive and crusted plaques were also found on the
anterior faces of both legs (Fig. 4). The folds, mucous
membranes, and skin adnexa were unharmed. On the
osteoarticular side, there was a static anomaly with a
limping gait, hyperostosis of the right leg (Fig. 5), and
a slight sensitivity to pressure of the long bones of the
right leg. There was no adenopathy. Examination of the
other systems was normal except for the laparotomy
scar.

The results of biological tests performed confirmed
the abnormalities observed in the clinical history. HIV
serology was negative.

© Our Dermatol Online 1.2022

Figure 1: X-ray of the two bones of the legs showing total pandiaphyseal
osteosclerosis of the shins on the right leg and the lower half on the
left leg (red arrows).

Figure 2: X-ray of the femur showing an extension of the osteosclerosis
to the lower third of the right femur (red arrows).

Figure 3: Oval, budding ulceration of the left anterolateral chest wall.

In view of the osteoarticular disorders, digestive
symptoms, and dermatological lesions, a multidisciplinary
consultation meeting was held and the diagnosis of
SAPHO associated with possible Crohn’s disease was
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Figure 4: Oval ulceration with a fibrino-purulent base on the posterior
surface of the right thigh and leg.

Figure 5: Crusty erosions on the anterior face of the legs and
hyperostosis of the right leg (red arrows).

retained. The planned digestive explorations could
not be performed due to lack of financial means.
A local treatment with povidone-iodine was initiated
in combination with colchicine at a dose of 1 mg/kg
per day. The subsequent evolution under treatment
could not be assessed because the patient discontinued
follow-up.

DISCUSSION

SAPHO syndrome is a rare and poorly known
dermato-rtheumatologic entity. It seems to be even rarer
in children and the average age at the time of the first
symptoms falls between 30 and 40 years of age [1,2,4]. Our
patient had her first symptoms at the age of eight years.

Bone manifestations are the cornerstone of the
diagnosis. They are axial in adults and peripheral
multifocal in children with classic CMRO (chronic
multifocal recurrent osteomyelitis) [4,8-11]. The
dermatologic component may precede the first
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signs of rtheumatism by years or, on the contrary,
may occur extremely late [3,4,12]. It may even be
absent throughout the course of the disease, yet this
does not prevent the diagnosis from being based on
purely rheumatologic arguments [1,12,13]. The most
commonly described skin disorders are palmoplantar
pustulosis in approx. 60% of cases and severe acne
in approx. 20% of cases; psoriasis, Verneuil’s disease,
pyoderma gangrenosum, and Sweet’s syndrome are
more rarely reported [1,3,4,12].

The non-specificity and great clinical diversity of
SAPHO syndrome led to the development of diagnostic
criteria by Benhamou, then Kahn. [12,14]. However,
it should be noted that these criteria have not been
validated by consensus as they still do not correspond
to clinical situations observed. The manifestations
of the disease vary considerably from one individual
to another. Moreover, these different signs do not
appear simultaneously [1,12]. This is often at the
origin of diagnostic error and sometimes at the origin
of inappropriate therapy. Zimmermann et al. reported
an average duration of nine years between the first
symptoms and diagnosis, while Roderick et al. found
an average of fifteen months between the onset of
symptoms and the time of diagnosis in children [1,10].
This was the case in our patient, who presented with
pustular lesions of the body and multifocal bone
involvement of the long bones and whose diagnosis was
reached two years and eight months from the first signs.

Another striking fact is that our patient had a suspicious
symptomatology of associated inflammatory bowel
disease (IBD). This association is described and
accounted for 5-10% of all cases of SAPHO [15-17]. The
evolution of the two pathologies could be independent:
SAPHO may precede or occur several years after IBD.
In only 10% of cases, the onset is simultanecous, as
in the case of our patient [5,7,8,12]. The abdominal
pain of the surgical type at the beginning, evolving
into an intermittent mode thereafter, the observed
undernutrition, and especially the absence of rectal
bleeding in our case suggest an association with Crohn’s
disease. In a meta-analysis by Juan et al., the association
of SAPHO with Crohn’s disease remains the most
frequent, 69% against 31% for ulcerative colitis [5,8].

The pathogenesis of these two diseases remains poorly
understood. Three theories have been suggested
regarding SAPHO syndrome: the genetic theory
suspected in view of the presence of familial forms, certain
HLA histocompatibility genes (HLA-A26, HLA-B27,
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HLA-B39, HLA-B61) and other predisposition genes
located on chromosomes 1 and 18 [1,2,9,12,18-20];
the infectious or post-infectious theory incriminating
Cutibacterium acnes found in 67% of bone biopsy
samples [14,19]; the immunologic theory based on
the evidence of a significant secretion of various
pro-inflammatory cytokines and TNF-alpha [1,2,4].

As for Crohn’s disease, the involvement of three factors
remains the pathogenic basis: genetic factors according to
Naves et al. [8]; environmental factors, especially tobacco
and appendectomy [21] and intestinal dysbiosis [22,23];a
common genetic ground linked to the HLAB27 group [24]
and intestinal dysbiosis [2] could, therefore, explain this
morbid association between SAPHO and IBD.

There is no codified treatment for SAPHO syndrome,
especially in association with IBD. Management must be
multidisciplinary (medical, surgical, and psychological).
The efficacy of anti-inflammatory drugs, sulfonamides,
analgesics, immunosuppressants, and antibiotics
previously used is inconsistent [1,4,25,26]. Therapeutic
perspectives aim at the use of bisphosphonates, especially
in children, and anti-I'NF biotherapies [9,11,27-29] with
apparent efficacy and good tolerance.

However, the prognosis is not life-threatening in
patients with SAPHO. In some cases, a severe functional
handicap in walking and a significant psychological
impact are observed [1,25,30].

CONCLUSION

SAPHO syndrome is rare, particularly in children, and
often manifests itself as a peripheral rheumatologic
disorder. Its diagnosis is always difficult because of the
nonspecific clinical manifestations. Skin involvement
is most often manifested by inflammatory dermatosis,
which is typically resistant to conventional treatment.

In rare cases, SAPHO syndrome may be associated with
cryptogenic inflammatory bowel disease. It also poses
a therapeutic challenge as its pathogenesis is currently
a puzzle with several pieces still missing. A better
knowledge of this pathogenesis remains the present
challenge and it is even greater in cases of association
with other auto-inflammatory diseases.
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