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Cystic Echinococcosis of the Bone: A European Multicenter Study
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Abstract. Cystic echinococcosis (CE) is a zoonosis caused by the larval stage of the tapeworm Echinococcus
granulosus. In humans, the infection induces the formation of parasitic cystsmostly in the liver and lungs, but virtually any
organ can be affected. CE of the bone is one of the rarest forms of the disease, yet it is also extremely debilitating for
patients and hard to manage for clinicians. Unlike abdominal CE, there is currently no expert consensus on the man-
agement of boneCE. In this study, we conducted a survey of the clinical records of sevenEuropean referral centers for the
management of patients with CE and retrieved data on the clinical management of 32 patients with a diagnosis of bone
CE. Our survey confirmed that the patients endured chronic debilitating disease with a high rate of complications (84%).
We also found that diagnostic approaches were highly heterogeneous. Surgery was extensively used to treat these
patients, as well as albendazole, occasionally combined with praziquantel or nitaxozanide. Treatment was curative only
for twopatients,with one requiring amputation of the involvedbone.Our surveyhighlights theneed to conduct systematic
studies on bone CE, both retrospectively and prospectively.

INTRODUCTION

Cystic echinococcosis (CE), a zoonosis caused by the
larval stage (metacestode) of the tapeworm Echinococcus
granulosus sensu lato complex,1 is a chronic, complex, and
neglected parasitic disease, with a worldwide distribution.
It is highly endemic in livestock-raising areas.1,2 The adults
of E. granulosus reside in the small bowel of the definitive
hosts (dogs and other canids) and releases eggs in their
feces. After ingestion by the intermediate hosts (ungulates
such as sheep, goats, or swines), the larvae released from
the eggs penetrate the intestinal wall andmigrate to various
organs, especially the liver and lungs, where they develop
into cysts.1 When the definitive host ingests the infected
viscera of the intermediate host, the cycle is completed.
Humans may become dead-end intermediate hosts by
ingesting parasite eggs.1 Cysts can develop in any part of
the body, although the liver and lungs are most frequently
involved.3

Osseous CE is very rare; it is reported in the literature that
cysts develop in bones in < 1% to 4% of cases reaching
medical attention.4–9 Although uncommon, osseous CE is
severely disabling.6,10 The destructive growth causes a high
morbidity, similar to that of locally malignant bone
lesions.4,5,7,8,11–13 CE of the bone is less noted in the medical
community because of its rarity. To increase awareness of this
important disease we collected the clinical histories of

patients suffering from bone CE seen in several referral cen-
ters across Europe.

MATERIALS AND METHODS

Patients and centers. Physical or electronic archives of
eight centers in four European countries (Table 1) were
searched for clinical records of patients with bone CE from
the start of activity of each center toMay 2015 for most of the
patients. Nine patients, however, had data available until
2018. For each patient, demographic variables (gender, age
at last follow-up visit, and country of birth) and clinical vari-
ables were collected. Clinical variables included duration of
disease, calculated as the time span between the first di-
agnosis and the last follow-up visit; location of CE lesions;
diagnostic modality; pre- or postoperative etiological di-
agnosis; symptoms at diagnosis; and disease- and
treatment-related complications. The diagnosis was defined
as certain if it was histologically confirmed, or probable if it
was not histologically confirmed but based on the patient’s
history, clinical features and laboratory evaluation. The use
of albendazole (ABZ) or other anthelmintic drugs, continuous
or discontinuous administration of ABZ, medical or surgical
treatment, number of surgical interventions, use of poly-
methylmethacrylate for reconstruction, and use of scolicidal
agents to protect the operation field were also recorded. The
total number of months of ABZ treatment received by each
patient between the first diagnosis and the last follow-up visit
was calculated. Finally, the treatment outcome at the time of
the last follow-up visit was recorded and defined as “disease
persistence” in the case of stable presence of parasite ma-
terial as the result of an incomplete response of CE lesions to
medical treatment or persistence of parasite material after
surgical treatment; as “relapse” in the case of parasite
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reactivation with extension of CE lesions after surgical or
medical treatment; and as “freedom from disease” in the
absence of CE lesions after treatment.

RESULTS

Demographics. Data from 32 patients coming from 11 coun-
tries (one patient each from Afghanistan, Algeria, Bulgaria, and
United Kingdom; two patients each from Albania and Iraq; three
patients from Turkey; seven patients fromRomania; eight patients
from Italy; five patients fromMorocco) are presented in Table 2.
Symptoms at diagnosis and diagnostic modalities.

Presenting symptoms were pain (56%), neurological deficits
(motor or sensory) (37%), and swelling of the involved bone
segment (9%). Two (7%) patients were asymptomatic, and

lesions were found during examinations performed for other
reasons.
During the diagnostic process, 21 (66%) patients un-

derwent an ultrasound scan, 25 (78%) a CT scan, 26 (81%) a
magnetic resonance imaging (MRI) scan, and 26 (81%) a
plain X-ray examination; 15 (46%) patients underwent all
four types of radiological examinations. In two (7%) patients,
scintigraphy was carried out. Serological tests were used in
27 (84%) patients; however, the heterogeneity of the tests
used in different centers and throughout the investigated
period within centers prevented any data analysis. In nine
(28%) patients, bioptic samples were also examined.
Twenty-six (81%) patients had a histopathological di-

agnosis of bone CE. For three patients (10%), the diagnosis
was made by evaluation of bioptic samples obtained before
surgery, and in the remaining patients from pathological
analysis of surgical specimens. In eight patients (25%), CE
was mentioned as confirmed or possible etiology of the le-
sions before surgery. Twenty-six patients (81%) had a defi-
nite diagnosis of CE of the bone, whereas in all other patients
the diagnosis was classified as probable. The median dis-
ease duration was 17.5 years (range 0.5–57 years).
Bone CE topography in study patients. Patients in our

study had 46 CE lesions in bone. Most patients (n = 22;
69%) had CE at only one bony site; six (19%) had two dis-
tinct lesions; and four (13%) had three lesions. A total of
nine (28%) patients hadCE in the pelvic bones, seven (22%)
in the ribcage, five (19%) in the femur, and two (6%) in the
humerus. A total of 19 (59%) patients had lesions in the
spine, which was the most common location (Figure 1).
Finally, 20 (63%) patients showed involvement of adjacent
soft tissue.
In 12 patients (60%), the diagnosis of bone CE was made

after the diagnosis of visceral CE; in seven (35%) patients, it
was made before the patient was known to have visceral
CE. For one (5%) patient, clinical records were not clear
enough to clarify this aspect. A total of 20 (63%) had vis-
ceral CE, too.
Diseasecomplications, treatment, andoutcome.Twenty-

five (78%) patients developed complications. Neurological
symptoms due to nerve compression occurred in 15 (47%)
cases, either for the first time during follow-up or worsened
if already present at diagnosis. In 10 (31%) cases, CE in-
filtration was complicated by bacterial superinfection. Ten
(31%) patients developed pathological fractures. One (3%)
patient had a bleeding episode, one (3%) had deep vein

TABLE 1
Centers and number of patients per center involved in the study

Country Center City
Years of activity

(range)
Last bone CE patient visit
included in our cohort

Total number of patients with CE
observed during center activity

No. of patients
with osseous CE

Italy University of Pavia Pavia 31 (1988–2018) 2018 888* 9
Romania Carol Davila University Bucharest 24 (1995–2018) 2016 1,000* 6
Italy San Bortolo Hospital Vicenza 22 (1997–2018) 2018 50* 2
Italy Hospital Sacro Cuore Negrar (Verona) 31 (1988–2018) 2016 45* 1
Italy Careggi University Hospital Florence 19 (2000–2018) 2018 27* 2
Germany University Hospital

Heidelberg
Heidelberg 21 (1998–2018) 2016 800* 5

Germany University Hospital Düsseldorf 17 (1999–2016) 2016 106 3
United Kingdom Hospital for Tropical

Diseases
London 12 (2006–2018) 2016 155 4

CE = cystic echinococcosis.
* Estimated data.

TABLE 2
Demographic variables, signs and symptoms, and diagnostic mo-
dality of bone CE

n 32
Median age at last follow-up (range) 52.5 (17–84)
Male, n (%) 20 (63%)
Female, n (%) 12 (37%)
Signs and symptoms
Pain, n (%) 18 (56%)
Neurological deficit, n (%) 12 (37%)
Swelling of the involved segment, n (%) 3 (9%)

Diagnostic tools
Ultrasound, n (%) 21 (66%)
CT, n (%) 25 (78%)
MRI, n (%) 26 (81%)
Scintigraphy, n (%) 8 (25%)
X-ray, n (%) 26 (81%)
Serology, n (%) 26 (81%)
Biopsy, n (%) 12 (37%)
Presurgical anatomopathological
confirmation*

10 (31%)

Postsurgical anatomopathological
confirmation*

21 (66%)

No anatomopathological confirmation* 6 (18%)
Clinical features
Median age at diagnosis in years
(range)

30.5 (10–63)

Median disease duration in years
(range)

17.5 (6–62)

Patients with confirmed diagnosis 28 (88%)
Patients with disease persistence 28 (88%)
Patients with disease relapse 23 (71%)
Patients free from disease 2 (6%)
* The sumof histopathological investigations is higher than the number of patients having a

definitive histopathological confirmation as patients received both pre- and postsurgical
histopathological confirmation.
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thrombosis, and one (3%) underwent amputation of the right
arm. This last case was the only truly radical surgical procedure
described for the entire cohort.
Twenty-nine (90%) patients underwent surgery. Of these,

25 (86%) patients did so more than once, with eight (27%)
undergoing more than three surgical interventions. The total
number of operations identified in themedical recordsof these
patients was at least 66 (uncertainty arose from the records of
three patients reporting “multiple surgeries” without further
details). Scolicidal agents were used in six surgical interven-
tions (hypertonic saline in five cases and hydrogen peroxide in
one case). Polymethylmethacrylate was used in two (3.3%)
surgical interventions, whereas prosthetic devices were used
in three patients (10%), but had to be removed eventually
because of superinfection or involvement of the prosthesis by
the parasite. Eight (25%) patients also underwent percuta-
neous procedures, details of which could not be retrieved, for
cysts located in the thigh, psoas, or paraspinal muscles.
Albendazole was used in the postoperative management of

all patients andwas also administered to the two patients who
did not undergo surgery. Four (13%) patients were treated
with ABZ administered in cycles of various durations (1, 3, or
6 months) each year (on/off protocol) before moving to con-
tinuous administration. Fifteen (46%) patients were treated
only with an on/off protocol, and 12 (38%) patients were

treated with lifelong administration from the start of medical
treatment. Only one (3%) patient was treated with nitazox-
anide in association with ABZ. Four (13%) patients were
treatedwith praziquantel in combinationwithABZ.Data on the
duration of medical treatment were available for 27 patients
(84%). For these patients, the median cumulative duration was
72months (range 5–360months). Records were not clear in the
case of one (3%) patient.
Twenty-eight (88%) patients showed signs of disease per-

sistence after treatment, including the three patientsmanaged
solely by medical therapy. Four (9%) surgical patients were
initially declared disease-free. Overall, 23 (75%) patients de-
veloped relapses, including the four patients initially consid-
ered to be free from disease. Information concerning relapses
was lacking in the records of eight (27%) patients, which in-
cluded both cases treated with ABZ only. Relapses occurred
in 9 patients treated with lifelong administration of ABZ (9/
12, 75%) and in 13 patients treated with on/off protocols (13/
16, 81%). Four (12%) patients died during the follow-up
period, but from the available information it was not possible
to determine whether the patients died because of CE-related
complications or other, unrelated reasons. Of 32 patients, only
two (6%) could be considered disease-free after follow-up.

DISCUSSION

Previous studies report a varied distribution of cysts
within the skeleton: the most common sites are the spine
(35–50%), the pelvis (21%), and long bones, including the
femur (16%) and tibia (10%).6,11,13,14 Involvement of the
ribs, skull, scapula, humerus, and fibula appears less com-
mon (2–6%).6,13,14 The disease is usually diagnosed be-
tween the fifth and the sixth decade10,13 and is rarely
encountered in childhood.Growth of the parasite in the bone
tissue is a very slow process. The dynamics of bone in-
volvement in CE are poorly understood. Whether bone is a
site of primary parasite implantation or is always secondary
to infection in other organs remains unclear. However, not all
patients with bone CE also have cysts in other organs.6,12

While visceral CE cysts expand at a slow pace and grow
mostly concentrically, the rigid structure of the bone pre-
vents this pattern from becoming established here as the
cyst is not able to induce the development of an adventitial
layer as in the case of other organs,10,13 and the meta-
cestode development leads to the formation of exogenous
vesicles containing protoscoleces along bone canals, confer-
ring a branched, polycystic appearance to the lesion.10,13 Bone
destruction is likely the consequence of three factors: com-
pression exerted by the growing parasite on surrounding tis-
sues; ischemic damage due to compression of blood vessels;
and demineralization due to osteoclastic proliferation around
the compressed bone tissue.13 The localization of bone CE
in our series is similar to that reported in previous
publications.12,15 In our cohort, the spine was the most fre-
quent site, followed by the pelvis and ribcage, with the hu-
merus and femur being rarer locations. Most of our patients
were symptomatic (94%). Symptoms and imaging features of
bone CE are nonspecific, making CE an unlikely early con-
sideration. CE is unsuspected clinically due to its low regional
prevalence and an overall neglect of CE as a disease.16 Fur-
thermore, the absence of pathognomonic radiologic findings
in bone CE makes it less distinguished from neoplastic and

FIGURE 1. Distributionof bonecystic echinococcosis (CE) lesions in
our cohort of 32 patients. (A) Percentage of patients with bone in-
volvement of the indicated bone segments. (B) Percentage of each
bone segment involvement over the total number of bone lesions.
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inflammatory processes.13 For this reason, patients com-
monly undergo multiple radiological examinations, and a de-
finitive diagnosis is often reached only postoperatively5,13 as
shown in our cohort. Even in the case of clinical suspicion,
serology may be negative, although data on this subject are
scant.17–19 Unfortunately, the clinical records of our cohort
regarding serology were also generally unclear or lacking al-
together, so we can only provide information on the use of
serological tests but not a positivity rate. Furthermore, in-
terpretation of such information would be hampered by the
use of different tests across different centers and within cen-
ters over time, asoneof theproblems inCEserology is the lack
of standardized tests and diagnostic algorithms.20,21

Treatment options for bone CE have not been defined in a
systematic way and currently include surgery which is used
with or without administration of ABZ. In some cases, the
use of other drugs such as praziquantel or nitazoxanide in
combination with ABZ has also been reported in murine
studies and in human case reports,7,22,23 but their efficacy
remains unproven. Currently, no uniform protocol for the
use of ABZ has ever been implemented.24

Unfortunately, the retrospective nature of the study, the
small number of cases, and the many variables, including
different ABZ penetration in bone tissues do not allow us to
draw conclusions on the difference in treatment outcome,
when ABZ was given continuously or in interrupted cycles.
Some authors are even skeptical about the actual role of

medical treatment,4,11,12,25,26 supporting the opinion that
only radical surgery is able to cure the disease.13,26 In our
cohort, all patients received prolonged courses of ABZ,
which was not only longer than the current standard rec-
ognized by regulatory agencies (a maximum of three cy-
cles each of 28 days, with a pause of 14 days separating
each cycle), but also longer than what is usually done for
CE in other organs, where continuous administration of
ABZ for 3 to 6months is generally used.27 Overall, prolonged
administration was well tolerated and no patient had to stop
the administration of ABZ. Our results suggest that continuous
ABZ administrations should be implemented before and after
surgery in all patients able to tolerate the treatment, as it is
highly plausible that ABZ may halt the progression of the par-
asitic growth. This is supported by the fairly high survival rate
of patients in our study over a long period of time.
With regard to surgery, radical treatment has been ad-

vocated as the sole treatment option able to cure the
disease, but full removal of the parasitic tissue without
harming the patient can be impossible.6,8,12 Moreover, the
persistence of parasitic material because of partial re-
moval has a high potential for future reactivation of para-
sitic growth.4,7,8 In our cohort, 97% of the patients were
operated on, but a radical intervention was never possible
with the exception of one case where the whole upper arm
was amputated, and other cases where patients experi-
enced a high number of relapses. If not managed correctly,
bone CE has a very poor prognosis in terms of long-term
morbidity, comparable with that of cancer.4,5,7,8,11–13 In
fact, vertebral CE was called le cancer blanc by Devé.7,10,13

Cystic echinococcosis of the bone is a highly destructive
process, capable of spreading from bone segments to the
surrounding soft tissues and vice versa6–8: In our cohort,
27% of patients had more than one localization of bone CE
and soft tissue involvement was extremely common.

Overall, our results suggest that radical surgery should only
be attempted if there is a high degree of confidence in the
possibility of removing all parasitic material, and palliative sur-
gery should be attempted only in caseswhere a gooddegreeof
functionality can be restored. It should also be noted that the
use of prosthetics for reconstructive surgery has been discour-
aged, as theparasite is able to stablyattach to thematerials used
for their construction.8,10 Bone allograft has also been consid-
ered, but it is susceptible to parasite invasion if relapses
occur.7,10 Polymethylmethacrylate has been reported to be ef-
fective in the prevention of relapses,7,10,26 and irrigation of the
operational fieldwith hypertonic saline or other scolicidal agents
has been shown to reduce the rate of recurrence with a con-
centration and time-dependent effect.6,7 Traditional radiother-
apy has proven to be completely ineffective,6,12,24 although
other cutting-edge radioterapeutical approaches have not
been applied so far.

CONCLUSION

Bone CE is a challenge for clinicians and, given its relative
rarity, available data are scarce. International collaboration
helps to unveil previously unconsidered cases.
Our study is different from the majority of the current literature

on bone CE in that it is not a signle case report but rather a larger
cohort analysis that helps provide a spotlight for this neglected
disease to the international community. We also show that pa-
tients diagnosed with bone CE present serious, sometimes life-
threatening and often disabling, complications, in accordance
withpreviousanalysespresentedbyotherauthors.7,8Whereas for
liver CE a stage-specific approach has been at least partially
agreed on that allows a rational choice among different treatment
options,27 no such thingexists for boneCE.Asexemplifiedalso in
our study, the decision on the general management of patients
with bone CE is largely left to the individual physician.
The only possibility of true advancement in the knowledge of

this rare yet extremelydisabling formofCEwill necessarily come
only from broad, ideally prospective, multicentric studies, with
common protocols for the management of the disease. The in-
creased complexity of bone CE, in comparison to hepatic CE,
warrants the organization of a specific international database
able to capture its very peculiar clinical features. Such a data-
base would complement the existing ones (such as the Euro-
pean Registry of Cystic Echinococcosis) and provide a basis for
further research and thus better diagnosis and treatment.
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