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Abstract
Two cases of primary distal femur osteosarcoma with subsequent metastasis to the abdomen 
are presented. In both cases, the development of abdominal metastasis was quickly followed 
by patient decline and death. A review of the literature was performed, assessing the presen-
tation and survival of patients with osteosarcoma metastasized to the abdomen. As illustrat-
ed by the current cases and the literature review, abdominal metastasis in osteosarcoma is 
often a late manifestation and terminal prognostic indicator. Nonetheless, early detection and 
prompt intervention of this less common site of disease metastasis may improve patient care 
and palliative therapy. © 2021 The Author(s).

Published by S. Karger AG, Basel

Introduction

This report will add value to the literature by clearly describing the clinical course 2 
patients experienced with this metastatic pattern; in addition, the paper will provide practi-
tioners and future investigators a concise, clear, and thorough review of the literature. The 
result of presenting these data would be an adjustment in clinical practice, whereby medical 
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providers who manage osteosarcoma surveillance will be more attuned to abdominal mani-
festations of late metastasis, and they will be more prepared for the implications of that 
presentation on treatments and prognosis.

Primary osteosarcoma of bone is an aggressive malignancy with a metastatic pattern that 
favors the lungs primarily and the bones secondarily. Nonpulmonary, nonosseous metastases 
of osteosarcoma have been described in the literature, but the rare nature of this metastatic 
pattern has precluded the systematic study of these events. As presented, abdominal metas-
tasis of osteosarcoma is often a late manifestation and terminal prognostic indicator. None-
theless, early detection and prompt intervention of this less common site of disease may 
improve patient care and palliative therapy.

Osteosarcoma is the most common primary bone sarcoma, with an estimated annual inci-
dence of 800–900 patients per year in the United States [1–3]. While the historical 5-year 
survival rate of localized, nonmetastatic osteosarcoma at presentation improved from 15 to 
67% with the development and implementation of multiagent cytotoxic chemotherapy agents 
in the 1970s, this rate has plateaued despite ongoing efforts [4–7]. As with all sarcomas, the 
cause of death in patients with osteosarcoma is related to the development of metastatic 
disease. In osteosarcoma, the pattern of metastasis is well established, favoring the lungs in 
>90% of known metastatic cases, through an assumed hematogenous route [8, 9]. Nonpul-
monary sites of metastasis of osteosarcoma are also well described, with metastasis to bone 
being the most common nonpulmonary site, occurring in approximately 5–10% of cases [9]. 
Nonpulmonary, nonosseous sites of metastatic osteosarcoma are considered rare, and reports 
of these cases are scarce in the literature. However, autopsy studies indicate that the rates of 
nonpulmonary, nonosseous metastasis in osteosarcoma may be higher than realized in 
clinical practice [8, 10]. We present 2 cases of osteosarcoma metastasizing to the abdomen 
and a review of the literature.

Case Presentations

Case 1
A 10-year-old girl with no known medical issues presented to her primary care physician 

in October 2016 with complaints of left thigh and knee pain. The pain had been present for 1 
month and was slowly getting worse. A radiograph was taken and a lesion was noted in the 
distal femoral metaphysis. The radiographs of the femur were concerning for an osteo-
sarcoma, demonstrating a lytic lesion with an osseous matrix and an incomplete periosteal 
reaction. Immediate referral was made to an orthopedic oncologist, who saw her the next day. 
Magnetic resonance imagings (MRI) of the left femur was performed; the MRI correlated with 
the radiographs, corroborating aggressive features, including heterogeneous signal, contrast 
enhancement, soft tissue extension of the mass, and peritumoral edema. The patient was 
taken to the operating room for an open biopsy. Intraoperative pathologic assessment on 
frozen sections was consistent with osteosarcoma: pleomorphic spindle cells with nuclear 
atypia and associated osteoid. Staging was completed with computed tomography (CT) of the 
chest and a whole-body bone scan. The chest CT demonstrated two 1-mm nodules of indeter-
minate significance and the bone scan showed uptake only in the left femur. The final pathology 
confirmed the diagnosis of conventional osteosarcoma. The case was presented at the multi-
disciplinary sarcoma tumor board, and the patient began neoadjuvant chemotherapy 2 weeks 
after initial presentation. The multiagent cytotoxic treatment regimen proceeded according 
to the Children’s Oncology Group AOST 0331 protocol, including doxorubicin, cisplatin, and 
methotrexate. The patient completed the full neoadjuvant course and was restaged with an 
MRI of the femur, with and without contrast, and a CT of the chest. Restaging revealed stable 
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disease in the distal femur, albeit with a small pathologic fracture, and resolution of the two 
1-mm nodules in the lungs, without development of any new nodules. Seventeen weeks after 
starting chemotherapy, the patient underwent local control with wide surgical resection and 
endoprosthetic reconstruction with a metallic distal femur replacement. Surgical pathology 
revealed widely negative surgical margins with >2 cm of surrounding uninvolved tissue and 
90% necrosis. Chemotherapy was resumed per the AOST 0331 guidelines 3 weeks after 
surgery. The patient completed the course of chemotherapy 10 months after starting 
treatment, tolerating treatment with minimal interruptions. End-of-therapy scans were 
completed, revealing no observable disease on local imaging of the femur (radiographs), 
imaging of the lungs (CT), nor distant, nonpulmonary sites (positron emission tomography 
[PET]-CT).

The patient began surveillance every 3 months per the National Comprehensive Cancer 
Network guidelines for osteosarcoma [11]. Six months after completion of chemotherapy, 16 
months after initial presentation with knee pain, the patient presented to the medical oncol-
ogist with abdominal pain. The pain had started 2 months previously and had initially been 
minor, so it had been treated symptomatically at home. On CT of the chest, a portion of the 
abdomen could be seen, revealing fluid around the spleen and liver, as well as two enlarged 
pericardial lymph nodes and a 2-mm nodule in the lung. Given the abdominal pain and the CT 
chest findings, a contrasted CT of the abdomen and pelvis was obtained by her medical oncol-
ogist. The abdominal CT demonstrated a large left lower quadrant mass (13 × 11 × 10 cm) 
with mineralization, a smaller adjacent mass, multiple masses throughout the abdominal 
cavity, and ascites (Fig. 1). Four days later, a biopsy performed in the Interventional Radi-
ology suite confirmed the diagnosis of metastatic osteosarcoma to the abdomen. The institu-
tion’s Sarcoma Tumor Board decided that the burden of disease was too extensive for surgical 
intervention and considered palliative radiation and/or chemotherapy. However, the 
symptoms rapidly declined with suspected hemorrhage of the abdominal mass, resulting in 
hemodynamic instability. The patient was treated with supportive measures and entered 
hospice care. She died of disease 1 month after diagnosis of abdominal metastasis, 3 months 
after the onset of abdominal pain, 19 months after initial diagnosis of her disease.

Case 2
An otherwise healthy 45-year-old man sought orthopedic evaluation in December 2014 

after experiencing 2 years of worsening right thigh pain. MRI at that time displayed a large, 
heterogeneous, contrast-enhancing lesion involving the distal right femoral metadiaphysis 
extending through the cortex into the anterior compartment without skip lesions. The patient 
was referred to a comprehensive cancer center for evaluation by a dedicated, multidisci-
plinary sarcoma service. An open biopsy was then performed, providing a tissue diagnosis of 
fibroblastic osteosarcoma. A CT of the chest and a whole-body bone scan completed the 
staging. The chest CT revealed two 2-mm, indeterminate nodules in the lungs, and the bone 
scan demonstrated radionuclide absorption at the site of the distal femoral lesion alone. Two 
weeks after presentation to the cancer center, the patient began neoadjuvant chemotherapy 
with doxorubicin, cisplatin, and high-dose methotrexate. He completed the neoadjuvant 
chemotherapy regimen according to the AOST 0331 protocol and had restaging studies prior 
to planned local control with wide surgical resection and limb salvage. No new sites of disease 
were noted and the lung nodules were stable. Surgical resection and endoprosthetic recon-
struction with a compressive osteo-integrative device (Compress, Biomet) occurred 4 months 
after initial presentation. Pathologic assessment of the resected specimen revealed high-
grade fibroblastic osteosarcoma with 60% necrosis. Unfortunately, malignancy-positive 
surgical margins were identified, and the patient underwent revision resection 1 month later; 
the re-resected specimen was reported to be negative for residual tumor.
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On the first postoperative surveillance scans, 3 months after local control, chest CT 
revealed multiple new lesions throughout the lungs bilaterally, consistent with metastatic 
osteosarcoma. These nodules were <6 mm in dimension and were therefore not amenable to 
biopsy. In light of the poor necrosis rate and the patient’s poor tolerance of neoadjuvant 
chemotherapy but the development of pulmonary nodules, the potential benefit of continuing 
the AOST 0331 treatment was discussed. Alternatives were explored, including gemcitabine/
doxetaxol, ifosfamide/etoposide, or pazopanib. Despite the presence of concerning pulmonary 
nodules, the patient opted to hold on to additional medical treatments until demonstration of 
further progressive disease. At this same time, the patient experienced a twisting mechanism 
of injury to the operative extremity, resulting in failure of the connection between the 
compress endoprosthesis device and the host bone. This was addressed surgically with 
revision of the orthopedic construct, changing the Compress device to a cemented, stemmed 
prosthesis.

Eight months later, 15 months after initial presentation, the CT demonstrated enlarging 
nodules, now numbering 12 lesions measuring 1–2 cm, and new interstitial edema. Concur-
rently, a mass was noted at the distal femur surgical site, concerning for local recurrence. Both 
the thigh mass and the pulmonary masses were biopsied, and were histologically consistent 
with osteosarcoma. The patient began pazopanib treatment, having refused more aggressive 
medical regimens due to prior intolerance of the AOST 0331 protocol. He tolerated pazopanib 
well and, after 6 months of pazopanib therapy, patient underwent LLL and LUL pulmonary 
wedge resections without complication. Pulmonary metastatic disease continued to progress, 
and the patient underwent RLL and RUL wedge resections 5 months after the left. Amputation 
of the lower extremity had been discussed with the patient, but was delayed until the end of 
medical treatment in order to assess disease response. During consultation for the above 
knee amputation, now 27 months after presentation, the patient complained of abdominal 
pain. On detailed history and physical exam, it was noted that he had been having fever for 3 
days to 39°C, sharp abdominal pain, nausea, loose stools, decreased appetite, and insomnia. 

Fig. 1. Coronal (a) and axial (b) CT of the abdomen in a 10-year-old girl with a primary osteosarcoma of the 
distal femur. The abdominal mass presented 6 months after completion of chemotherapy. Subsequent bi-
opsy confirmed the diagnosis of osteosarcoma metastasis to the peritoneal cavity. CT, computed tomogra-
phy.
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He was admitted to the hospital and a CT of the abdomen was obtained. It revealed peritoneal 
thickening, ascites, small bowel obstruction, omental stippling, hepatic lesions, and bilateral 
adrenal nodules (Fig. 2a, b). A biopsy of the colon at the hepatic flexure showed malignant 
cells within the lamina propria with similar morphology to the original osteosarcoma 

Fig. 2. a, b Coronal (a) and axial (b) CT of the abdomen and pelvis in a 45-year-old man with metastatic os-
teosarcoma to the lungs, abdomen, and retroperitoneal space. Note the large volume of ascites, prominent 
enhancement of the peritoneal surfaces, and omental caking. Nodular lesions could be seen in the liver, ad-
renal gland, and pericolonic gutters. c The patient’s thigh resection specimen demonstrated a high-grade 
malignant osteoid-producing neoplasm, consistent with conventional osteosarcoma with both fibroblastic 
and osteoblastic features. H&E stain, ×20. d A biopsy of the colon at the hepatic flexure showed malignant 
cells within the lamina propria with similar morphology to the original specimen. H&E stain, ×20. There was 
no overlapping epithelial dysplasia or keratin expression within the cells, arguing against a new colorectal 
primary. Biopsy of an omental nodule showed similar histologic features. CT, computed tomography.
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specimen. There was no overlying epithelial dysplasia or keratin expression within the cells, 
arguing against a new colorectal primary tumor. Biopsy of an omental nodule demonstrated 
similar histologic features, confirming metastatic osteosarcoma. Abdominal symptoms were 
addressed with colonic stenting and palliative paracentesis, but the patient declined precipi-
tously and ultimately developed tachycardia, lactic acidosis, and leukocytosis, succumbing to 
sepsis 4 weeks after onset of abdominal pain, 28 months after initially presenting with thigh 
pain.

Literature Review

Methods
A literature review was performed to identify all papers reporting on patients with 

primary osteosarcoma of bone with documented metastasis to the abdomen. The PubMed 
database was queried for abdominal metastases under the “osteosarcoma” and “osteogenic 
sarcoma” medical subject heading, using the keywords “metastasis,” “extra-pulmonary,” 
“extra-skeletal,” “gastrointestinal,” “abdomen,” “peritoneum,” stomach,” “duodenum,” “liver,” 
“pancreas,” “jejunum,” “ileum,” “colon,” “omentum,” and “bowel.” Papers were included if 
they (1) reported on human patients with primary osteosarcoma of bone with metastatic 
disease documented to the abdomen, (2) had complete, discernible data from initial presen-
tation to advent of abdominal metastatic disease, and (3) were written in English. Papers with 
incomplete follow-up were included for assessment of presentations but excluded from the 
outcome/survival calculations. The exclusion criteria consisted of nonhuman subjects, 
patients with primary osteosarcoma of the abdomen or soft tissues, papers with incomplete 
data for presentation or follow-up; indiscernible data from patients with other cancers, and 
papers not written in English.

Two reviewers (R.S. and J.B.) read each paper for potential inclusion or exclusion. In cases 
of dispute, a tiebreaker (J.G.) determined the adequacy of the paper for the purposes of this 
review. The data from the included papers were collated on a spreadsheet, and descriptive 
statistics were then calculated for demographics, presentation, and outcomes.

Results

The PubMed search query returned a total of 118 papers that met consideration for 
review. After review, 38 papers met the inclusion criteria, reporting on a total of 40 patients 
(Table 1) [12–49]. Including the 2 patients from this series, 42 patients with primary osteo-
sarcoma of the bone with subsequent abdominal metastases were available for review. 

Table 1. Papers that met the inclusion criteria for reports of primary osteosarcoma of bone with metastases 
to the abdomen

Number of papers1 38

Year of publication 1963–2017
Total number of patients 40
Patients per paper n = 1 36

n = 2 2

1 Does not include the current publication.
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Descriptive statistics of the demographics, initial presentation and, outcomes of these 42 
patients are presented in Table 2.

Twenty-one males and 21 females are represented in this group, with a mean age of 22.1 
years (Table 2). Twenty-nine patients were 21 years or younger at the time of diagnosis 
(69%). The majority (78.5%) had primary osteosarcoma about the knee, with 52.4% in the 
distal femur and 26.2% in the proximal tibia. One patient did not receive neoadjuvant chemo-
therapy while the rest did. Original local control was completed with amputation in 12 cases, 
wide resection limb salvage alone in 27 cases, and radiation combined with limb salvage 

Table 2. Demographics and outcomes of patients with primary osteosarcoma of bone with metastases to the abdomen, as 
reported in the medical literature and the current series

All 
patients

Patients with 
metastatic disease 
on diagnosis

Patients without 
metastatic disease 
on diagnosis

Number of patients 42 6 36

Sex Male 21 2 19
Female 21 4 17

Age at diagnosis (years) Average 22
Range 8–64

Site of primary disease Humerus 2 0 2
Pelvis 1 0 1
Proximal femur 1 0 1
Distal femur 22 5 17
Proximal tibia 11 0 11
Distal tibia 0 0 0
Other 5 1 4

Site of first documented metastasis1 Lung 35 5 30
Bone 0 0 0
Peritoneum 9 1 8

Number of patients with metastasis to 
peritoneum only

7 1 6

Time to first metastasis after initial  
presentation (months)

Average NA 29.7
Range NA 6–108

Time from initial diagnosis to abdominal 
metastasis (months)

Average 45.1 29.2 47.7
Range 0–132 0–48 14–132

Time from diagnosis of abdominal metastasis  
to death (months)2

Average 7.3 6.5 7.5
Range 1–42 3–14 1–42

Two-year survival after diagnosis of abdominal 
metastasis

27.2%

Five-year survival after diagnosis of abdominal 
metastasis

10.9%

1 Numbers add up to 44 due to 2 patients having concurrent pulmonary and abdominal metastatic disease on follow-up. 
2 Time from diagnosis of abdominal disease to death excludes papers that do not provide a time to death. Four papers had a 
total of 4 patients who survived >2 years after abdominal metastasis (alive at 24, 31, 32, and 62 months), but these reports did 
not follow until time of death and are excluded from this assessment. However, all censured data are reflected in Kaplan-Meier 
curve calculations and the 2- and 5-year survival rates.
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surgery in 3 cases. When presenting with metastatic disease to the abdomen, 10 patients 
presented with intussusception (23.8%).

Incomplete data for survival after diagnosis of metastatic osteosarcoma to the abdomen 
were noted in 10 subjects, while 8 papers did not comment on the survival of their patients 
at all. One patient remained alive beyond 5 years at the time of publication (62 months) [38], 
while 3 others were alive at their last follow-up beyond 2 years (24, 31, and 32 months) [35, 
39, 44]. Of the 24 patients with known time to death, 18 died of disease within 6 months of 
abdominal metastases (75%), with 7 of those succumbing to disease within the month of 
onset of abdominal symptoms (29.2%). A Kaplan-Meier survival curve was made with the 
available data, demonstrating a 5-year survival of 10.9% after the diagnosis of metastatic 
osteosarcoma of the bone to the abdomen (Fig. 3).

Discussion

Primary osteosarcoma of bone is an aggressive malignancy with a metastatic pattern that 
favors the lungs primarily and the bones secondarily. Nonpulmonary, nonosseous metastases 
of osteosarcoma have been described in the literature, but the rare nature of this metastatic 
pattern has precluded the systematic study of these events. In our search of the literature, we 
found 38 case reports of osteosarcoma metastasis to the abdomen, of which 36 papers 
presented a single patient. Autopsy reports from early osteosarcoma research would, 
however, suggest that nonpulmonary, nonosseous metastasis of osteosarcoma is not as rare 
as the literature or clinical presentation may suggest [8–10]. In their report from 1975, Jeffree 

Fig. 3. Kaplan-Meier curve of survival after diagnosis of osteosarcoma metastatic to the abdomen, from the 
review of the literature and current cases.
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et al. [8] noted that the clinically evident incidence of extrapulmonary metastasis of osteo-
sarcoma was 33% in their series, while the rate of extrapulmonary metastasis on autopsy 
rose, in that same group, to 83%. While these percentages include osseous as well as nonos-
seous metastases, they do suggest a potential within the biology of osteosarcoma to spread 
outside of the lungs and bones. Indeed, the literature does not include a recent, large cohort 
of osteosarcoma patients in which the incidence of metastatic disease to nonpulmonary, 
nonosseous sites has been investigated.

The case reports and review of the literature described in this paper would suggest 
that the development of abdominal metastasis in osteosarcoma is a poor prognostic indi-
cator, with very limited survivability beyond 2–3 years. Twenty-four of the 42 patients 
found in the literature had known time to death after diagnosis of abdominal metastases. 
Eighteen of these patients died within 6 months of the diagnosis, with 7 of those succumbing 
to disease within 1 month of abdominal symptom onset. Only 1 patient survived and was 
followed beyond 5 years after developing abdominal metastases, while 3 others were alive 
at last follow-up after 2 years (alive at 24, 31, and 32 months). Caution must be used 
however when interpreting these findings. There may be differences in the character of 
the disease when it presents as acutely symptomatic in the abdomen, as it did in our cases, 
and disease that may be found in the asymptomatic patient on a dedicated surveillance 
regimen.

Given the small numbers of patients noted in the literature and the poor prognosis of 
patients with metastatic osteosarcoma to the abdomen, the optimal timing and extent of 
sarcoma surveillance screening for nonpulmonary, nonosseous osteosarcoma metastasis is 
not known. Currently, the National Comprehensive Cancer Network recommends that the 
practitioner “consider PET-CT and/or bone scan” during restaging and posttreatment surveil-
lance of osteosarcoma, which is in addition to imaging of the primary site and the lungs [11]. 
Due to our experience with 2 patients in 2 years presenting with osteosarcoma metastasizing 
to the abdomen, we suggest evaluating posttreatment osteosarcoma surveillance patients 
with an appropriate screening history and physical examination, and consideration of PET-CT, 
if warranted by that history or physical examination.

Conclusion

While the true incidence of nonpulmonary, nonosseous metastasis of osteosarcoma is 
not known, the scarcity of reports in the literature suggests that this is a rare event. As 
presented, abdominal metastasis of osteosarcoma is often a late manifestation and terminal 
prognostic indicator. Nonetheless, early detection and prompt intervention of this less 
common site of disease may improve patient care and palliative therapy.
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