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Summary
Introduction: chronic non-bacterial osteomyelitis (CNO) is a non-infectious inflamma-
tory of unknown etiology. Case description: ABA, female, 16 years old, was admitted 
with a pain in her left thigh. At the time, it was suspected to be caused by a tumor, and 
a bone scintigraphy was requested, which evidenced a focal area of increased uptake 
in the distal metadiaphyseal area of the left femur. A bone biopsy was performed, and 
its result was compatible with chronic osteomyelitis. The patient started taking pamid-
ronate (withdrawn due to treatment failure) and methotrexate (subsequently suspended 
due to urticarial reaction). After some years of clinical stability, a new focal area of 
osteomyelitis appeared, in the distal right femur. The use of anti-TNF (infliximab) was 
chosen, resulting in an improvement of the algic state. Discussion: the diagnosis of 
CNO is made by process of elimination and is based on clinical, laboratorial, radio-
logical, bacteriological and histological data. Non-hormonal anti-inflammatory and 
bisphosphonate drugs are recommended as initial therapy. Disease-modifying drugs, 
steroids and anti-TNFα have been used in severe and recurring cases. Conclusion: 
the authors present a CNO case with good response to anti-TNFα after treatment 
failure with bisphosphonates.
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Uso de infliximab en paciente con osteomielitis 
crónica no bacteriana, reporte de caso

Resumen
Introducción: la osteomielitis crónica no bacteriana (OMNB) es una enfermedad in-
flamatoria no infecciosa de etiología desconocida. Descripción del caso: ABA, mujer, 
16 años, ingresó con dolor en muslo izquierdo. En ese momento, se sospechaba que 
era causado por un tumor, y se solicitó una gammagrafía ósea, que evidenció un área 
focal de captación aumentada en el área metadiafisaria distal del fémur izquierdo. Se 
realizó una biopsia de hueso, y su resultado fue compatible con osteomielitis crónica. 
El paciente comenzó a tomar pamidronato (retirado debido a una falla en el trata-
miento) y metotrexato (posteriormente suspendido debido a una reacción urticarial). 
Después de algunos años de estabilidad clínica, apareció una nueva área focal de 
osteomielitis en el fémur derecho distal. Se eligió el uso de anti-TNF (infliximab), lo que 
resultó en una mejora del estado álgico. Discusión: el diagnóstico de CNO se realiza 
por proceso de eliminación y se basa en datos clínicos, de laboratorio, radiológicos, 
bacteriológicos e histológicos. Se recomiendan los fármacos antiinflamatorios y bifos-
fonatos no hormonales como terapia inicial. Se han usado fármacos modificadores de 
la enfermedad, esteroides y anti-TNFα en casos graves y recurrentes. Conclusión: 
los autores presentan un caso de CNO con buena respuesta a anti-TNFα después 
del fracaso del tratamiento con bisfosfonatos.
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Introduction
Chronic non-bacterial osteomyelitis (CNO) 

is a non-infectious inflammatory of unknown 
etiology [1]. Its bone lesions can be unifocal of 
multifocal, initially osteolytic, and posteriorly 
sclerotic or hyperostotic [2]. The primary targets 
of the primary disease are children, in which it 
mainly attacks metaphyses of long bones, but 
may occur anywhere in the skeleton [1,3,4]. 
Skin, eyes and lungs may also be affected 
by inflammation [1,3]. Complications include 
vertebral fracture and severe bone lesions [2]. 
The first description of the disease was in 1972 
by Giedion et al., such as symmetrical multifo-
cal osseous lesions [5]. Subsequently, in new 
descriptions of the literature, the recurrent and 
chronic character of aseptic osteomyelitis was 
discovered. In the pathophysiology of the disea-
se there are data demonstrating an imbalance 

of pro-inflammatory and anti-inflammatory in-
terleukins, represented by IL-1β, IL-6, Anti-TNF 
and IL-10, respectively [5]. The discovery of 
the pathophysiology of the disease reinforces 
a hypothesis of possible autoinflammatory di-
sease [4]. Current evidence shows that chronic 
aseptic osteomyelitis has a relevant genetic 
component. Mutations in LPIN2, PSTPIP2 and 
FBL1M1 genes have been found in mice and 
human studies [6].

CNO remains a diagnosis of exclusion. The 
presence of bone pain associated with ede-
ma, local heat, fractures, cutaneous lesions 
(including palmoplantar pustulosis, psoriasis 
and acne), peripheral arthritis, and discrete 
elevations of evidence of inflammatory activity 
suggest the diagnosis [7].

The first-line treatment remains the use of 
non-steroidal anti-inflammatory drugs [1,3,4,7]. 
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For patients not responding to initial therapy, 
there are no comparative studies that provide 
a basis for a flowchart. The use of synthetic 
DMARDS such as methotrexate or sulfasalazi-
ne, use of anti-TNF or the use of bisphosphona-
tes appear in reports as drugs with potential for 
disease control, as reported by Taddio et.al. and 
other authors [4,6,7]. There are recent reports 
of IL-1 antagonists, with variable results [7]. The 
objective with this report is to present a case to 
the literature regarding the response to the use 
of anti-TNF (infliximab) after failure with the use 
of anti-inflammatory drugs, methotrexate and 
bisphosphonates.

Case description
ABA, female, 16 years old, presented pre-

existing bilateral hearing loss of unknown etio-
logy, and asthma. The patient was admitted for 
examination due to a pain in her left thigh. Fa-
cing the need to rule out a neoplasia diagnosis, 
a bone scintigraphy was requested, which evi-
denced a focal area of increased uptake in the 
distal metadiaphyseal area of the left femur, 
with a highly aggressive osteoblastic lesion 
(Figure 1). A bone biopsy was performed, and 
its result evidenced medullary fibrosis, chronic 
inflammation with multinucleated of giant cells 
and areas fusocellular proliferation, compa-
tible with chronic osteomyelitis. Cultivations 
of matter, serological investigation, autoanti-
bodies and metabolic alterations were nega-
tive. In face of the clinical picture, the CNO 
diagnosis was performed, and treatment was 
initiated with pamidronate and prednisone, 
with partial improvement. Bisphosphonate was 
administered for 22 months (withdrawn due 
to treatment failure), and then, methotrexate 
was administered for 6 months, when it was 
suspended due to urticarial reaction. In Ja-
nuary 2016, the patient presented a new pain 
episode, this time, in the right distal thigh and 
knee, which raised a suspicion of an additional 
focus of osteomyelitis during disease activity, 
which was confirmed by a new scintigraphy. 
In accordance with the reviewed literature 

and bearing in mind a refractory case to the 
usual therapy, it was decided to administer an 
anti-TNFα (infliximab), at a dose of 200mg per 
infusion (3.5 mg / kg), with applications every 
8 weeks, with important clinical improvement 
in 4 months of evaluation until this moment, 
with recovery from the pain, besides stan-
dardization of inflammatory activity tests and 
new scintigraphic improvement. It is important 
to highlight that during the applications the 
patient did not present any side effects to the 
medication use, nor did she present infectious 
pictures in the period.

Figure 1: Bone scintigraphy – focal area of increased 
heterogeneous uptake in the distal metadiaphyseal area 
of the left femur with a highly aggressive osteoblastic 
lesion. Source: Authors personal archives.
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Discussion
CNO is a rare inflammatory bone disease 

with intermittent course [8], characterized by 
recurring multifocal bone lesions [9]. The lite-
rature describes a female 5:1 predominance 
[5]. The most commonly affected age group 
is 8-12 years old, with peak incidence at 10 
years old [9]. The diagnosis of CNO is made by 
process of elimination and is based on clinical, 
laboratorial, radiological, bacteriological and 
histological data [1]. Evidence of inflammatory 
activity is heightened during phases of disease 
activity, with normalization in periods of clinic 
remission [8]. Bone biopsy shows nonspecific 
inflammation, fibrotic or hyperostotic rege-
neration, and cultures are negative [10]. The 
scintigraphy reveals increased uptake in the 
affected areas, and helps perform diagnosis, 
which is done by process of elimination [8]. 
There are descriptions of association with 
other inflammatory diseases, such as Crhon’s 
disease, palmoplantar pustulosis, psoriasis, 
Sweet’s syndrome, among others [9]. Nonste-
roidal anti-inflammatory and bisphosphonate 

drugs are recommended as initial treatment 
[1,3,7,10]. Bisphosphonates appear to be be-
neficial in reducing the expansion of the bone 
lesion due to the antiosteoclastic activity and its 
anti-inflammatory effect, which can contribute 
to pain control [9]. Disease-modifying drugs, 
steroids and anti-TNFα have been used in 
severe and recurring cases [1,3,7,10,11,12]. 
Despite reports of a variable response to the 
use of anti-TNF [11,12], in this case the clinical 
and laboratory response had been sustained 
to date, with about 4 months of use of the bio-
logical medication, corroborating the reports of 
clinical and image improvement with the use 
of anti-TNF.

Conclusion
The authors present a CNO case with good 

response to anti-TNFα after treatment failure 
with bisphosphonates and anti-inflammatory 
drugs.
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