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Introduction

Bone sarcomas are relatively rare tumors with a North Ameri-
can and European incidence of 0.75 to 2.0 cases per 100,000
people.1 Osteosarcoma is the most common bone sarcoma.1–3

Even though its rarity limits demographic studies, the age
distribution is bimodal,1,2 with a first peak in the second
decade of life and a second, smaller peak in older adults (30%
of osteosarcoma cases occur in individuals>40 years) and
related to secondary tumors (post-irradiation, Paget disease).
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Abstract Conventional osteosarcoma is a high-grade malignant tumor characterized by the
production of osteoid matrix by malignant osteoblasts. It typically affects the long bones
of children and adolescents. Treatment includes systemic chemotherapy and a local
surgical approach with wide resection. Recent advances in oncology concepts, imaging,
surgical planning, and cancer treatment protocols allow for improved survival and a higher
limb preservation rate. This paper addresses the current status regarding the incidence,
pathology, treatment, and prognosis of conventional high-grade osteosarcoma.
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Resumo O osteossarcoma convencional é um tumor de alto grau de malignidade caracterizado
pela produção de matriz osteóide pelos osteoblastos malignos. Tipicamente acomete
ossos longos de crianças e adolescentes e o tratamento inclui abordagem sistêmica
com quimioterapia e abordagem cirúrgica local com ressecção ampla. Avanços
recentes nos conceitos oncológicos, de imagem, planejamento cirúrgico e protocolos
de tratamento oncológico permitem uma melhora na sobrevida e maior taxa de
preservação de membros. Este artigo aborda o estado atual relativo a incidência,
patologia, tratamento e prognóstico do osteossarcoma convencional de alto grau.

received
July 26, 2022
accepted
March 27, 2023

DOI https://doi.org/
10.1055/s-0043-1771483.
ISSN 0102-3616.

© 2024. Sociedade Brasileira de Ortopedia e Traumatologia. All
rights reserved.
This is an open access article published by Thieme under the terms of the

Creative Commons Attribution-NonDerivative-NonCommercial-License,

permitting copying and reproduction so long as the original work is given

appropriate credit. Contents may not be used for commercial purposes, or

adapted, remixed, transformed or built upon. (https://creativecommons.org/

licenses/by-nc-nd/4.0/)

Thieme Revinter Publicações Ltda., Rua do Matoso 170, Rio de
Janeiro, RJ, CEP 20270-135, Brazil

THIEME

Update Article | Artigo de Atualização

Article published online: 2024-01-29

https://orcid.org/0000-0003-1276-5679
https://orcid.org/0000-0001-70137107
https://orcid.org/0000-0002-9195-2087
https://orcid.org/0000-0003-1658-3290
https://orcid.org/0000-0003-1872-2426
mailto:luizmteixeira@yahoo.com.br
https://doi.org/10.1055/s-0043-1771483
https://doi.org/10.1055/s-0043-1771483


A study recently described the incidence and survival
rates of 5,016 patients with osteosarcoma followed in the
United States between 1975 and 2017 using the Surveillance,
Epidemiology, and End Results (SEER) Program.3 The study
analyzed patients per age, race/ethnicity, histologic subtype,
stage, and tumor location. The authors observed a similar
incidence of primary osteosarcoma between genders and a
steadily increasing relative 5-year survival rate in children
aged 0 to 9. In Afro-Americans, the highest incidence
occurred among older people; this incidence increased
significantly over the study period. Overall, survival rates
have remained relatively unchanged over recent decades; it
is lower in older patients and those presenting metastatic
disease, axial skeleton tumors, and subsequent relapse. In
patients aged 0 to 24, the incidence of subsequent osteosar-
coma relapses has tripled since the 2000s.

There are few epidemiological studies on osteosarcoma in
Brazil.

An epidemiological, retrospective study of 184 cases4

treated between 1974 and 1994 showed a slight preference
for males (1.3/1.0), with an age range from 6 to 78 years old
(peak incidence, 10 to 19 years old [63.6% of cases, n¼117]),
an overall mean age of 18.7 years old, and no evidence of
a second peak in older subjects. The incidence was 68.5%
(n¼126) in blacks and browns and 31.5% (n¼58) in whites,
with a 2.2 ratio. Most cases originated in long bones (97.3%,
n¼179), especially the distal segments of the femur and
proximal portions of the tibia.

A study with patients treated between 1991 and 2002 at a
single Pediatric Oncology service in São Paulo, SP, Brazil,
evaluated 60 osteosarcoma cases in patients aged 5 to 16
(median age, 11 years old). Seventy percent of the patients
were older than 10; 61.7% were male, and 65% were non-
white. All patients presented involvement of the appendicu-
lar skeleton (51.7% in the distal segment of the femur, 23.2%
in the proximal region of the tibia, 10.0% in the proximal
humerus, 6.7% in the proximal femur, 5.0% in the middle
segment of the femur, 1.7% in the distal portion of the tibia,
and 1.7% in the distal fibula). A fourth of these patients had
pulmonary metastasis at diagnosis, including three subjects
with concomitant metastases elsewhere. Regarding the
histological subtype, 53.3% of the osteosarcomas were oste-
oblastic, 20.0% were chondroblastic, 8.3% were fibroblastic,
5.0% were telangiectatic, 1.7% were small cells, and 11.7%
were indeterminate.5

A retrospective study with osteosarcoma patients
treated in Teresina, PI, Brazil, from 2005 to 2010 identified
32 subjects aged 6 to 73 (median age, 15 years old),
predominantly male, black, and presenting conventional
osteosarcoma of the osteoblastic type (71.8 %) at an appen-
dicular location.6

Another Brazilian study analyzed the epidemiological
characteristics of adolescents (10 to 19 years old) with neo-
plasms treated between 2000 and 2006 at the Institute of
Pediatric Oncology of the Federal University of São Paulo.
From 2,362 patients admitted in this period with a cancer
diagnosis, 14.6% had osteosarcoma, second in frequency in
this casuistry.7

Pathology

The World Health Organization revised and published the
histological classification of osteosarcomas in 2020.2 The
most prevalent histological subtype is conventional or classic
osteosarcoma. Other subtypes are less aggressive, such as
low-grade central and parosteal osteosarcoma. Periosteal
osteosarcoma shows an intermediate grade, while conven-
tional primary, secondary, and high-grade superficial osteo-
sarcomas are aggressive. This paper focuses on conventional
or classic osteosarcoma.

Conventional Osteosarcoma
Conventional osteosarcoma is a high-grade intramedullary
sarcoma in which tumor cells produce bone (►Fig. 1). It has
three subtypes: conventional, telangiectatic, and small cell.
Conventional osteosarcoma commonly contains varying
amounts of cartilaginous and/or fibroblastic neoplastic
components. Per the predominant matrix, this subtype is
classified as osteoblastic (76-80%), chondroblastic (10-13%),
or fibroblastic (10%).2

Conventional osteosarcoma can affect any bone, but most
arise in the metaphysis of long bones (90%), often in the
distal segment of the femur (30%), followed by the proximal
tibia (15%) and proximal humerus (15%). These sites concen-
trate the most active epiphyseal plates in the growing
skeleton. In addition, conventional osteosarcomas are infre-
quent in the diaphysis (9%) and rare in the epiphysis.8–13 The
annual incidence of conventional osteosarcoma is 4.4 cases
per million in the age group from 0 to 24 years, 1.7 cases per
million from 25 to 59 years old, and 4.2 cases per million
people older than 60. The distribution of these neoplasms
shows a predominance for males (1.3:1).

Conventional osteosarcoma causes permeative bone
destruction and mineralization of the tumor matrix, giving a
mixed (lytic/sclerotic) appearancewith poorly defined, cotton-
wooled, immature tumor ossification. Non-expansive bone
destruction and periosteal detachment are frequent, resulting
in reactive new bone, typically oriented perpendicular to the

Fig. 1 Malignant osteoblasts producing osteoid matrix. Source:
Author’s personal file.
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tumor but also parallel (“onion skin”) or divergent (“sun-
beams”). Periosteal detachment can be interrupted in the
central portion of the lesion, leading to the formation of a
Codman’s triangle. An extraosseous extension is common,
often eccentric and mineralized (►Fig. 2).8–11 Bone scanning
reveals increased uptake at the lesion site, corresponding to
the osteoblastic areas of the tumor. Magnetic resonance imag-
ing (MRI) shows heterogeneous intermediate signals on
T1-weighted images and hyperintensity on fluid-sensitive
sequences, in addition to hyperintense hemorrhagic areas
and hypointense mineralized areas. Periosteal ossification
may form low-signal radiating wires; the outer portion of
the periosteum may form a capsule, often presenting with
focal rupture.10 The viable tumor presents enhancement after
contrast agent administration. Calcified areas remain hypoin-
tense, and chondroblastic areas may show nodular septal
enhancement.

Treatment

Surgical Treatment – Osteosarcoma
The standard surgical treatment of conventional osteosarco-
ma is wide resection since studies correlate positive margins
with reduced survival.12–16 The normal tissue around the
tumor must present 0.5 and 2 cm in thickness. However,
these values remain controversial. The longitudinal bone
margin must be 3 cm and have a layer of soft tissue around

the tumor. Nevertheless, recent literature does not demon-
strate aworse oncological outcome in resections with 1.5 cm
margins.17,18

He et al.15 reemphasized the basic principle of a specific
margin in a 2016 meta-analysis and the role of negative
margins in reducing local recurrence from osteosarcomas of
the extremities and pelvic region.15,16

Bone marrow margin assessment with frozen sections can
confirmnegativemargins orguide further resections.However,
later final pathological analyzes are essential to corroborate the
margins, determinetheresponse toneoadjuvantchemotherapy
(percentage of necrosis), and disclose other relevant
information.16

Immediately after osteotomy, tamponade of the medulla
close to the tumor with bone wax prevents tumor extrava-
sation and dissemination of neoplastic cells in the surgical
bed.

More than 85% of patients with osteosarcoma in the
extremitiesmay undergo limb-sparing surgeries. Indications
for these procedures include the potential achievement of
local control and proper limb function. Amputation is indi-
cated when limbs are not functional and free oncological
margins are not feasible.

Preoperative planning must consider neurovascular
involvement, the presence of pathological fractures, the
remaining potential for skeletal growth, and the patient’s
postoperative expectations.

Although associated with greater psychosocial satisfac-
tion and a higher Musculoskeletal Tumor Society Staging
System (MSTS) score, limb-sparing surgeries have more
complications and require more revision procedures.12

There is no prospective, randomized study comparing
patients undergoing amputation or limb-sparing surgery.
However, some retrospective studies show no statistical
difference in the overall survival of patients treated with
amputation versus limb preservation.12

Fractures and their relationship with local recurrence are
controversial. Ferguson et al. showed that a pathological
fracture did not prevent limb-sparing surgery or increase
local recurrence; however, these patients had worse overall
survival.14

If the fracture occurs before or during neoadjuvant treat-
ment, there is usually an attempt to achieve stabilization
with simple immobilization until the end of neoadjuvant
therapy. This is followed by restaging for surgical planning.

Limb-sparing surgery is often indicated when resection
with local control and adequate function is achievable. Once
sparing is possible, the surgery has three steps: resection
with proper margins, reconstruction, and reconstruction
coverage. Reconstruction must be long-lasting and restore
limb function.19

There is no consensus on the ideal sequence for assess-
ment during surgical planning. It has been suggested to
consider T1-weighted MRI with no fat suppression before
chemotherapy.13,16

Many tumors destroy the cortex, invade soft tissues, and
grow towards and adjacent to vascular and nervous bundles,
challenging tumor resection with free margins. Historically,

Fig. 2 Radiographic appearance of conventional osteosarcoma.
Source: Author’s personal file.
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amputation levels were high; this changed in 1990 when the
number of limb-sparing surgeries increased. However, this
increase did not result in survival gain.19

Options for reconstruction include endoprosthesis, graft
and prosthesis composition, free or vascularized graft,
arthrodesis, gyroplasty, or amputation. The surgical method
will depend on the tumor, the patient’s age, the functional
capacity of the limb, and the prognosis.

Surgical navigation helps to increase the precision of
osteotomies for pelvic and periarticular osteosarcomas.
Planning uses MRI and computed tomography (CT) and
may require creating a 3D model for the procedure, guides,
or wedges to assist osteotomies or customized endopros-
theses.13 However, the current limitation is the lack of
navigation allowing real-time visualization and any required
adjustments.13

Reconstructions with endoprostheses present satisfacto-
ry functional outcomes and early return of weight bearing.
Even though several options are available, implant-related
complications, aseptic loosening, and infection remain chal-
lenges that advanced technology tries to overcome (►Fig. 3).

Allografts can be used milled, structurally, or both
depending on the required reconstruction. The most com-
mon complications include pseudarthrosis, graft fracture,
and infection.

Aponte-Tiao et al.20 evaluated 193 patients with segmen-
tal allografts for 10 years and identified high rates of pseu-
darthrosis and fracture, in addition to a 14% infection rate. In
the end, allograft removal occurred in 40% of subjects, who
underwent prosthesis placement or amputation.

Autografts include free or vascularized grafts. There is
also the possibility of using bone autograft after tumor
devitalization by different methods, either heat, cooling, or
radiation.13

Current cryotherapy techniques with liquid nitrogen can
be performed either with a free segment or a pedicled graft,
maintaining the vascular bundle. A comparative study
showed that the pedicled graft consolidates faster.21

Systemic Treatment

Before the advent of chemotherapy, the only treatment for
conventional osteosarcoma was surgery. Despite the early
amputation strategy proposed by Gross, the overall 5-year
survival remained low, at 20%,22–24 and lung metastases
were observed after 6 to 12months, suggesting the presence
of micrometastases at diagnosis.

The introduction of multidrug chemotherapy reduced
the systemic spread of the disease and improved the 2-year
overall survival by 50%, as demonstrated by Eiber et al.25 In
1976, Rosen et al.26 introduced neoadjuvant chemotherapy
followed by conservative surgery, which proved safe and
allowed the analysis of surgical margins and histological
response to treatment. However, survival has not increased
over the past 30 years, despite the constant search for new
therapies.

Today, treatment consists of neoadjuvant multidrug ther-
apy, wide resection, and adjuvant multidrug therapy. The

main chemotherapy drugs include high-dose methotrexate,
cisplatin, and doxorubicin.27 Ifosfamide and etoposide are
additional active agents often used in high-risk and/or
relapsed patients.

Switching drugs based on histologic response to neoadju-
vant chemotherapy was assessed and failed to demonstrate a
survival improvement. Theprimaryobjectivesof theEuropean
and American Osteosarcoma Study Group (EURAMOS-1) clin-
ical trial were to determinewhether the addition of postoper-
ative ifosfamide and etoposide would improve outcomes in
cases of poor response to neoadjuvant chemotherapy and
whether the addition of 2-year maintenance treatment with
alpha-2 interferon would improve outcomes for good res-
ponders. Unfortunately, there was no significant difference
between the study arms.27

The disease recurs in approximately 30% of non-metastatic
patients, especially in the lungs. Salvage therapy for these
patients remains poor, with a 5-year survival expectancy of
only 25%.28 A treatment regimen using drugs such as gemci-
tabine and docetaxel is an option but with low response. The
associationof temozolamideandetoposidehasbeenevaluated
and shown potential benefits as rescue therapy.29

Long-termmetronomic chemotherapy in low doses acts on
endothelial cells of the neovessels formed in the tumormicro-
environment, inhibiting local angiogenesis. This method
showed little encouraging results in non-metastatic
patients.30 For metastatic patients, oral cyclophosphamide,

Fig. 3 Reconstruction with non-conventional distal femur endo-
prosthesis. Source: Author’s personal file.
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methotrexate, and etoposide provide better outcomes. Meta-
static disease at diagnosis, relapse, and multiple-drug resis-
tance (MDR) are the three major obstacles to a good clinical
course and better chances of cure.

Osteosarcoma is a relatively radioresistant tumor. Today,
only unresectable tumors and advanced diseases undergo
radiotherapy, especially for pain control.

Recent advances include inhaled chemotherapy, which
directly exposes the lung, a significantmetastasis site, to high
drug doses, with low systemic toxicity.31 In the future, this
treatment modality may allow administering the adminis-
tration of immunotherapies such as interleukin 2 (IL-2).32

The literature has some related preclinical studies, particu-
larly an open, phase I/II study using inhaled gemcitabine
from Gordon et al.33 that may be the first evidence of the
clinical efficacy of this treatment.

Histological and immunohistochemical assessment of the
primary tumor can produce useful prognostic markers and
help plan a more individualized treatment. Microscopic
vascular invasion, observed in some tumor specimens, may
be associated with a poor response to neoadjuvant chemo-
therapy, a high risk of metastases, and shorter survival. This
observation suggests that, in these cases, one could evaluate
the achievement of a wider tumor margin and discuss using
adjuvant treatment schemes with alternative agents.

Osteosarcoma is highly heterogeneous, both in histological
analysis and molecular classification. Recently, several state-
of-the-art sequencing studies have revealed significant signal-
ing pathways in osteosarcoma. Targeted therapy is likelymost
successful when the matching target is clear. Studies tried to
classify osteosarcomas based on frequent, validated genetic
alterations. A review article published in 2021 by Chen et al.34

classifiedosteosarcoma into tenmolecular subtypes, including
osteosarcomas with cyclin-dependent kinases/CDK, MYC,
MDM2, AURKB, and RTK amplification; RTK amplification;
P13K/AKT change; NF, BRCA, and ATRX deletions, and IGF
mutation. Drugs from the mTOR, MEK, EGF-1R, VEGFR, and
PARP inhibitor families are under study in preclinical trials.

In recent years, numerous clinical trials have been con-
ductedwith immunotherapies andhave received considerable
attention for their effectiveness in treating various tumors.
Preclinical trials of immunotherapies involving tumor vac-
cines, immunomodulators, genetically modified T cells, cyto-
kines, immunological checkpoint inhibitors, or combined
treatments are under study to treat osteosarcoma. A better
understanding of the immune response to osteosarcoma and
the development of biomarkers could increase the number of
patients who will benefit from immunotherapies.35

CAR-T cell therapy has been intensively studied in the last
few years, especially for treating hematologic malignancies.
Studies using it to treat solid tumors are ongoing. Although
access remains difficult, CAR-T cell therapy can be promising.
An open clinical trial investigates the treatment of positive
anti-GD2 sarcomas and neuroblastomas.36,37

Currently, the overall 5-year survival is around 65% in
studies from the United States. However, survival rates have
remained at a plateau since the 1970s. Factors for poor
prognosis include metastasis at diagnosis, female gender,

increased alkaline phosphatase level, secondary tumors,
expression ofmicroRNAs, andHuvos I and II index (►Table 1)

Final Considerations
Advances in systemic and local control therapies continue to
evolve. A better knowledge of the biology and dissemination
mechanisms is essential for a more effective therapeutic
approach, especially for patients with poor prognosis. The
near future brings patient stratification based on genetic
characteristics and the development of targeted therapies.

Financial Support
This study received no specific funding from public,
commercial, or not-for-profit sources.

Conflict of Interests
The authors declare no conflict of interests.

References
1 Flanagan AM, Blay JY, Bovée JVMG, et al. Bone tumours: Introduc-

tion. In: WHO Classification of Tumours Editorial Board. Soft
tissue and bone tumours. 5th ed. Lyon, France: International
Agency for Research on Cancer; 2020:340–444

2 Baumhoer D, Böhling TO, Cates JMM, et al. Osteosarcoma. In:
WHO Classification of Tumours Editorial Board. Soft tissue and
bone tumours. 5th ed. Lyon, France: International Agency for
Research on Cancer; 2020:403–409

3 Cole S, Gianferante DM, Zhu B, Mirabello L. Osteosarcoma: A
Surveillance, Epidemiology, and End Results program-based anal-
ysis from 1975 to 2017. Cancer 2022;128(11):2107–2118

4 Mansur SF, Barbosa CSP, Miranda D, et al. Sarcoma osteogênico -
Estudo retrospectivo epidemiológico de 184 casos diagnosticados
em Belo Horizonte, Minas Gerais. Rev Bras Ortop 1996;31(12):
995–1000

5 Castro HC, Ribeiro KCB, Bruniera P. Osteossarcoma: Experiência
do Serviço de Oncologia Pediátrica da Santa Casa de Misericórdia
de São Paulo. Rev Bras Ortop 2008;43(04):108–115

6 Jadão FRS, Lima LS, Lopes JAS, Ribeiro MB. Avaliação dos fatores
prognósticos e sobrevida de pacientes com Osteossarcoma aten-
didos em um Hospital Filantrópico de Teresina (PI), Brasil. Rev
Bras Ortop 2013;48(01):87–91

7 Presti PF, Macedo CRD, Caran EM, Rodrigues AHD, Petrilli AS.
Estudo epidemiológico de câncer na adolescência em centro de
referência. Rev Paul Pediatr 2012;30(02):210–216

8 Yoshida A, Bredella MA, Gambarotti M, Sumathi VP. Low-grade
central osteosarcoma. In: WHO Classification of Tumours Edito-
rial Board. Soft tissue and bone tumours, 5th ed. Lyon, France:
International Agency for Research on Cancer; 2020:400–402

9 Guedes A, OliveiraMBDR, Costa FM, deMelo AS. Updatingon bone
and soft tissue sarcomas staging. Rev Bras Ortop 2021;56(04):
411–418

Table 1 Tumor necrosis index and response to neoadjuvant
chemotherapy

RESPONSE HUVOS INDEX NECROSIS

GOOD RESPONDER IV 100%

GOOD RESPONDER III >90%

BAD RESPONDER II 50% TO 90%

BAD RESPONDER I UP TO 50%

Rev Bras Ortop © 2024. Sociedade Brasileira de Ortopedia e Traumatologia. All rights reserved.

Conventional Osteosarcoma Teixeira et al.



10 Guedes A, Oliveira MBR, Melo AS, Carmo CCM. Update in imaging
evaluationofboneandsoft tissuesarcomas. [Publishedonline:2021-
11-11]RevBrasOrtop.Availablefrom:https://www.thieme-connect.
com/products/ejournals/abstract/10.1055/s-0041-1736569

11 Wang J, Nord KH, O’Donnel PG, Yoshida A. Parosteal osteosarco-
ma. In:WHO Classification of Tumours Editorial Board. Soft tissue
and bone tumours, 5th ed. Lyon, France: International Agency for
Research on Cancer; 2020:410–413

12 Binitie O, Morris CD. Conventional Osteoblastic Osteosarcoma. In
Orthopaedic Knowledge Update Musculoskeletal Tumors 4. Rose-
mont: Illinois: American Academy of Orthoopaedic Surgeons;
2021:169–180

13 Brookes MJ, Chan CD, Baljer B, et al. Surgical Advances in Osteo-
sarcoma. Cancers (Basel) 2021;13(03):388

14 Ferguson PC, McLaughlin CE, Griffin AM, Bell RS, Deheshi BM,
Wunder JS. Clinical and functional outcomes of patients with a
pathologic fracture in high-grade osteosarcoma. J Surg Oncol
2010;102(02):120–124

15 He F, Zhang W, Shen Y, et al. Effects of resection margins on local
recurrence of osteosarcoma in extremity and pelvis: Systematic
review and meta-analysis. Int J Surg 2016;36(Pt A):283–292

16 Lawrenz JM, Mesko NW. General Principles of Wide Resection of
Bone Tumors. In Orthopaedic KnowledgeUpdateMusculoskeletal
Tumors 4. Rosemont: Illinois: American Academy of Orthopaedic
Surgeons; Wolters Kluwer; 2021:407–422

17 Loh AHP, Wu H, Bahrami A, et al. Influence of bony resection
margins and surgicopathological factors on outcomes in limb-
sparing surgery for extremity osteosarcoma. Pediatr Blood Cancer
2015;62(02):246–251

18 Malawer MM, Wittig JC, Bickels J, Wiesel SW. Operative Techni-
ques in Orthopaedic Surgical Oncology. 2nd ed. Philadelphia:
Wolters Kluwer; 2016

19 Ayerza MA, Farfalli GL, Aponte-Tinao L, Muscolo DL. Does in-
creased rate of limb-sparing surgery affect survival in osteosar-
coma? Clin Orthop Relat Res 2010;468(11):2854–2859

20 Aponte-Tinao LA, Ayerza MA, Albergo JI, Farfalli GL. Do Massive
Allograft Reconstructions for Tumors of the Femur and Tibia
Survive 10 or More Years after Implantation? Clin Orthop Relat
Res 2020;478(03):517–524

21 Hamed Kassem Abdelaal A, Yamamoto N, Hayashi K, Takeuchi A,
Miwa S, Tsuchiya H. Epiphyseal Sparing and Reconstruction by
Frozen Bone Autograft after Malignant Bone Tumor Resection in
Children. Sarcoma 2015;2015:892141

22 Gross SW. The Classic: sarcoma of the long bones: based upon a
study of one hundred and sixty-five cases. 1879. Clin Orthop Relat
Res 2005;438(438):9–14

23 Broström LA, Strander H, Nilsonne U. Survival in osteosarcoma in
relation to tumor size and location. Clin Orthop Relat Res 1982;
(167):250–254

24 Taylor WF, Ivins JC, Dahlin DC, Edmonson JH, Pritchard DJ. Trends
and variability in survival from osteosarcoma. Mayo Clin Proc
1978;53(11):695–700

25 Eilber F, Giuliano A, Eckardt J, Patterson K, Moseley S, Goodnight J.
Adjuvant chemotherapy for osteosarcoma: a randomized pro-
spective trial. J Clin Oncol 1987;5(01):21–26

26 Rosen G, Murphy ML, Huvos AG, Gutierrez M, Marcove RC.
Chemotherapy, en bloc resection, and prosthetic bone replace-
ment in the treatment of osteogenic sarcoma. Cancer 1976;37
(01):1–11

27 Bielack SS, Smeland S,Whelan JS, et al; EURAMOS-1 investigators.
Methotrexate, Doxorubicin, and Cisplatin (MAP) Plus Mainte-
nance Pegylated Interferon Alfa-2b Versus MAP Alone in Patients
With Resectable High-Grade Osteosarcoma and Good Histologic
Response to Preoperative MAP: First Results of the EURAMOS-1
Good Response Randomized Controlled Trial. [published correc-
tion appears in J Clin Oncol 2016;34(33):4059]J Clin Oncol 2015;
33(20):2279–2287

28 Ward WG, Mikaelian K, Dorey F, et al. Pulmonary metastases of
stage IIB extremity osteosarcoma and subsequent pulmonary
metastases. J Clin Oncol 1994;12(09):1849–1858

29 Akazawa R, Umeda K, Saida S, et al. Temozolomide and etoposide
combination for the treatment of relapsed osteosarcoma. Jpn J
Clin Oncol 2020;50(08):948–952

30 Senerchia AA, Macedo CR, Ferman S, et al. Results of a random-
ized, prospective clinical trial evaluatingmetronomic chemother-
apy in nonmetastatic patients with high-grade, operable
osteosarcomas of the extremities: A report from the Latin Ameri-
can Group of Osteosarcoma Treatment. Cancer 2017;123(06):
1003–1010

31 Sharma S, White D, Imondi AR, Placke ME, Vail DM, Kris MG.
Development of inhalational agents for oncologic use. [published
correction appears in J Clin Oncol 2001;19(9):2583]J Clin Oncol
2001;19(06):1839–1847

32 Kiany S, Gordon N. Aerosol Delivery of Interleukin-2 in Combina-
tion with Adoptive Transfer of Natural Killer Cells for the Treat-
ment of Lung Metastasis: Methodology and Effect. Methods Mol
Biol 2016;1441:285–295

33 Gordon N, Felix K, Daw NC. Aerosolized Chemotherapy for Osteo-
sarcoma. Adv Exp Med Biol 2020;1257:67–73

34 Chen Y, Liu R, Wang W, et al. Advances in targeted therapy for
osteosarcoma based on molecular classification. Pharmacol Res
2021;169:105684

35 Chen C, Xie L, Ren T, Huang Y, Xu J, Guo W. Immunotherapy for
osteosarcoma: Fundamental mechanism, rationale, and recent
breakthroughs. Cancer Lett 2021;500:1–10

36 Dobrenkov K, Ostrovnaya I, Gu J, Cheung IY, Cheung NK. Onco-
targets GD2 andGD3 arehighly expressed in sarcomas of children,
adolescents, and young adults. Pediatr Blood Cancer 2016;63(10):
1780–1785

37 Wang Y, Yu W, Zhu J, et al. Anti-CD166/4-1BB chimeric antigen
receptor T cell therapy for the treatment of osteosarcoma. J Exp
Clin Cancer Res 2019;38(01):168

Rev Bras Ortop © 2024. Sociedade Brasileira de Ortopedia e Traumatologia. All rights reserved.

Conventional Osteosarcoma Teixeira et al.

https://www.thieme-connect.com/products/ejournals/abstract/10.1055/s-0041-1736569
https://www.thieme-connect.com/products/ejournals/abstract/10.1055/s-0041-1736569

