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CASE REPORT

Secondary osteosarcoma arising after treatment for childhood
hematologic malignancies
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Abstract

Secondary osteosarcoma arising after the treatment of hematologic malignancies other than Hodgkin’s lymphoma is rare. We
report two cases of secondary osteosarcoma arising after treatment for childhood hematologic malignancies (non-Hodgkin’s
lymphoma and lymphoblastic leukemia). A 10-year-old boy, at the age of 3, was diagnosed with non-Hodgkin’s lymphoma. He
received chemotherapy, radiation, and bone-marrow transplantation and then was in complete remission. At 6 years, he
complained of increasing pain of the right thigh and was diagnosed with osteoblastic osteosarcoma. A 26-year-old man, at the
age of 6, was diagnosed as having acute lymphoblastic leukemia (ALL). He received chemotherapy, radiation, and peripheral
blood stem cell transplantation (PBSCT). At 11 years after PBSCT, he visited with the complaint of left lumbar swelling. He
was diagnosed with chondroblastic osteosarcoma. In both cases alkaline phosphatase (ALP) had already increased prior to the
onset of the symptom. We should rule out secondary osteosarcoma at the abnormal elevation of ALP during clinical follow-up

of patients after treatment of childhood hematologic malignancies.

Key words: Acute lymphoblastic leukemia, non-Hodgkin’s lymphoma, osteosarcoma, secondary cancer

Introduction

Osteosarcoma is one of the most common secondary
malignant neoplasias following childhood malignan-
cies (1). Ewing’s sarcoma, retinoblastoma, rhabdo-
myosarcoma, and Hodgkin’s lymphoma are the most
frequent primary malignancies causing secondary oste-
osarcoma (2,3). However, secondary osteosarcoma
arising after the treatment of hematologic malignancies
other than Hodgkin’s lymphoma is rare (4). We report
two cases of secondary osteosarcoma following treat-
ment of childhood hematologic malignancies.

While previous reports mostly focused on the pri-
mary malignancies during childhood followed by sec-
ondary osteosarcoma, or on the possible causing
agent related to this entity, there have been no reports
concerning early detection of secondary osteosar-
coma. Alkaline phosphatase (ALP) is considered to
be involved in calcification of the bone matrix and

protein synthesis associated with bone matrix produc-
tion (5). There is fairly positive correlation between
the activity of plasma total ALP and the osteoblastic
activity in primary osteosarcoma patients (6—8). The
clinical value of this marker in secondary osteosarco-
mas, however, has not been reported. In this study, we
examined the time course of serum ALP expression in
two patients with secondary osteosarcoma following
childhood hematologic malignancies.

Case report
Case 1

A 10-year old boy, at the age of 3, was diagnosed
with non-Hodgkin’s lymphoma (gamma/delta T cell
lymphoma). Chemotherapy was initiated accord-
ing to Tohoku Childhood Leukemia Protocol. This
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consisted of induction with vincristine, methotrexate,
and daunorubicin, followed by three courses of high-
dose methotrexate and high-dose cytarabine. After the
confirmation of remission by bone-marrow aspiration,
he underwent allogeneic bone-marrow transplanta-
tion from his (Human Leukocyte Antigen)-identical
brother. Since then he was in complete remission. At
6 years after the transplantation, the patient com-
plained of increasing pain of the right thigh. Laboratory
data showed that his ALP was 2802 IU/L (normal:
200-620). At 2 months prior to the onset of the
symptom, serum ALP level had already elevated to
an abnormally high level of 1604 IU/L. Plain radio-
grams of the proximal femur revealed a mixed sclerotic
and lytic intramedullary lesion with extensive perio-
steal reaction (Figure 1). Magnetic resonance imag-
ing (MRI) revealed an isointense lesion within the
quadriceps femoris muscle on T1-weighted images.

The lesion was enhanced heterogeneously on fat-
suppressed T1-weighted images after gadolinium
injection. T2-weighted images also showed a hetero-
geneous hyperintense lesion (Figure 2). Histological
appearance of the biopsied specimen demonstrated
spindle or polygonal cells with atypical nuclei, eosin-
ophilic amorphous osteoid, and matured bone tissue
(Figure 3). Histological diagnosis was osteoblastic
osteosarcoma. Chemotherapy with Rosen T-20 was
administered to the patient. After preoperative che-
motherapy, wide excision of the tumor was per-
formed. Postoperative chemotherapy was performed
uneventfully, but the patient developed local recur-
rence and lung metastasis 15 months after the oper-
ation. Despite the irradiation to the thigh and
chemotherapy, the recurrent tumor continued to grow.
The patient died of respiratory failure 24 months
after the operation.

Figure 1. Casel. Plain radiograms of the proximal femur revealed a mixed sclerotic and lytic intramedullary lesion with the periosteal
perpendicular spiculation with extensive periosteal reaction and “Codman’s triangle” reaction.
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Figure 2. Casel. (A) MRI revealed an isointense lesion within the quadriceps femoris muscle on T1-weighed images. (B) T2-weighed images
showed a heterogenous hyperintense lesion. (C) The lesion was enhanced heterogeneously on fat-suppressed T1-weighed images after
gadolinium injection.

Case 2 Childhood Leukemia 83B protocol consisting

of 6-mercaptopurine, methotrexate, adriamycin, vin-
A 26 year-old-male, at the age of 6, was diagnosed cristine, and cyclophosphamide. After 5 years of
as having acute lymphoblastic leukemia (ALL). chemotherapy, complete remission was achieved.
Chemotherapy was initiated according to Tohoku Ten months later, at the age of 12, he noticed that

Figure 3. Casel. Histological appearances of the biopsied specimen demonstrated spindle or polygonal cells with atypical nuclei, eosinophilic
amorphous osteoid and matured bone tissue.
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Figure 4. Case 2. Plain CT showed a lytic lesion in the posterior superior iliac spine (arrow).

his right testis was swollen. Biopsied specimen
showed leukemic infiltration. After chemotherapy
(prednisolone, vincristine, adriamycin, and asparagi-
nase) for 3 years, irradiation to bilateral testis (total
26 Gy), total body irradiation (total 12 Gy), and
peripheral blood stem cell transplantation (PBSCT),
complete remission was obtained. At 11 years after
PBSCT, he visited our department with the complaint
of left lumbar swelling. Laboratory data showed ALP
was 674 IU/L (normal: 112-330). At 3 months prior
to the onset of the symptom, serum ALP level
was already elevated to an abnormally high level of
559 IU/L. On plain computed tomography (CT), a
lytic lesion in the posterior superior iliac spine was
apparent (Figure 4). MRI showed a low-intensity
lesion around the left sacroiliac joint on T1-weighted
images. The lesion was enhanced on fat-suppressed
T1-weighted images. T2-weighted images confirmed
a heterogeneous hyperintense lesion (Figure 5).
Needle biopsy of the left iliac spine showed polygonal

cells with hyperchromatic nuclei. The stroma consisted
of chondroid and osteoid tissues. Pathological diag-
nosis was chondroblastic osteosarcoma (Figure 6). At
2 weeks after the biopsy, the patient felt left leg pain.
Abdominal CT showed loss of pooling of contrast
medium in the left inferior vena cava, which suggested
a thrombus. The patient died of pulmonary embolism
4 weeks after the biopsy.

Discussion

The occurrence of a secondary malignant neoplasm in
a child after or during treatment of a primary malig-
nancy is the most ominous effect of the treatment (4).
Osteosarcoma is one of the most common secondary
malignant neoplasms following cancer treatment (4).
An increased risk for developing osteosarcoma is
associated with prior tumors such as retinoblastomas
(9), Ewing’s sarcomas (9,10), rhabdomyosarcomas
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Figure 5. Case 2. (A) MRI showed a low-intense lesion around the left sacroiliac joint on T1-weighted images. (B) T2-weighed images
confirmed a heterogenous hyperintense lesion. (C) The lesion was enhanced on fat-suppressed T1-weighed images.

(2,11), and Hodgkin’s lymphomas (2,3,12). Osteo-
sarcomas following hematologic malignancies other
than Hodgkin’s lymphoma, on the other hand, are
rare (13-16). Newton et al. reported 52 cases of
secondary osteosarcoma, which included 5 cases of
Hodgkin’s lymphoma as a primary cancer. Other
malignancies were retinoblastomas (16 cases), Ewing’s
sarcoma (13 cases), rhabdomyosarcomas (5 cases),
Wilms tumors (4 cases), and others (7 cases) (3).

Le Vu et al. reported 32 cases of secondary osteo-
sarcoma including 2 cases of Hodgkin’s lymphoma
and 2 cases of non-Hodgkin’s lymphoma as pri-
mary malignancies. Others were Ewing’s sarcoma
(8 cases), rhabdomyosarcoma (6 cases), retinoblas-
toma (5 cases), neuroblastoma (2 cases), tumors of
central nerve systems (2 cases), and others (5 cases)
(2). Nygaard et al. reported that no osteosarcomas
were detected in a population-based series of 8 second

Figure 6. Case 2. Needle biopsy of the left iliac spine showed polygonal cells with hyperchromatic nuclei. The stroma consisted of chondroid

and osteoid tissues.
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malignancies in 895 childhood ALL (13). None were
detected among 43 second neoplasms in 9720 chil-
dren with ALL in a study by Children’s Cancer Study
Group, no osteosarcomas among 16 second malig-
nancies in 497 patients with non-Hodgkin’s lym-
phoma, and only 1 out of 52 second neoplasms
among 5006 ALL patients (14-16).

As for the treatment of secondary osteosarcoma,
numerous studies have demonstrated the increased
aggressiveness of, and the increased rate of mortality
associated with, post-irradiation osteosarcoma com-
pared with its naturally occurring counterpart (17).
Sim et al. reported that the average duration of
survival was 1.1 years after the diagnosis of post-
radiation bone sarcoma in 55 patients at the Mayo
Clinic. The poorer outcome for these patients may be
due to a delay in the diagnosis, because many symp-
toms are thought to be related to primary diseases or
radiation osteitis (18). Bechler et al. reported that of
nine cases of secondary osteosarcoma only one patient
had survived free of disease for 5 years. Most of the
secondary tumors developed in the axial skeleton,
were not amenable to complete operative excision,
and were associated with pulmonary metastasis. They
found that radiation and various chemotherapeutic
agents had only palliative effects and did not affect the
course of the disease appreciably (11). Our two cases
were characterized by a poor outcome. In Case 1,
despite chemotherapy and irradiation, the patient
developed local recurrence and lung metastasis and
died of respiratory failure. In Case 2, the patient died
of thrombosis suddenly, probably due to tumor
thrombus.

Several agents have been proposed as a cause for
many secondary cancers (19). The role of radiation
therapy in carcinogenesis of secondary malignant
neoplasm is well known (3,12,20-22). Le Vu et al.
reported that the risk of osteosarcoma was found
to be a linear function of the local dose of radia-
tion (2). Radiation-associated osteosarcoma has
historically been associated with a poor prognosis,
because they are typically locally invasive and high-
grade (23).

Several studies have found an association between
prior alkylating agent and anthracycline therapy and
osteosarcoma (2,3). However, a causal relationship
between chemotherapy alone and the development
of a second malignant neoplasm in children has
not been established (11). Bone-marrow transplan-
tation, which commonly combines treatment with
high-dose alkylating agents and total body irradia-
tion, may be associated with second malignant neo-
plasms. Asai et al. reported a case of osteosarcoma
3 years after allogeneic bone-marrow transplanta-
tion (24). Bielack et al. also reported four cases of

osteosarcoma following hematopoietic stem cell
transplantation (25).

Both of our two cases were treated with chemo-
therapy including either anthracycline (daunorubicin)
or alkylating agent (cyclophosphamide) and total
body irradiation ahead of stem cell transplantation.

Although prior reports mostly focused on the
primary malignancies during childhood associated
with secondary osteosarcoma, or on the possible
causing agents related to secondary osteosarcoma,
there have been no reports regarding the early detec-
tion of the secondary osteosarcoma. Previous studies
have shown that plasma total ALP activity raised to
an abnormal level at the time of recurrence or
metastasis in patients with osteosarcoma (6,26,27).
Liu et al. reported that plasma bone-specific ALP
levels of osteosarcoma patients at the time of recur-
rence were significantly higher than those of the
patients without recurrence (28). Bramer et al. com-
pared pre-chemotherapy ALP levels with those of
post-chemotherapy levels in 89 cases of non-
metastatic high-grade sarcoma and concluded that
a pre-chemotherapy ALP above twice the normal
level correlated with worse survival and that post-
chemotherapy ALP correlated with survival and
response to chemotherapy (29). Here in this report,
we found that the elevation of the plasma level of
ALP preceded the aggravation of the symptom. We
should rule out secondary osteosarcomas at the
elevation of ALP during clinical follow-up after
treatment of malignancies.

Declaration of interest: The authors report no
conflicts of interest. The authors alone are responsible
for the content and writing of the paper.

References

1. Olsen JH, Garwicz S, Hertz H, Jonmundsson G, Langmark F,
Lanning M, et al Second malignant neoplasms after cancer in
childhood or adolescence. Nordic Society of Paediatric Hae-
matology and Oncology Association of the Nordic Cancer
Registries. BMJ. 1993;307:1030-6.

2. Le Vu B, de Vathaire F, Shamsaldin A, Hawkins MM,
Grimaud E, Hardiman C, et al Radiation dose, chemotherapy
and risk of osteosarcoma after solid tumours during child-
hood. Int J Cancer. 1998;77:370-7.

3. Newton WA]J, Meadows AT, Shimada H, Bunin GR,
Vawter GF. Bone sarcomas as second malignant neoplasms
following childhood cancer. Cancer. 1991;67:193-201.

4. Karauzum SB, Hazar V, Acikbas I, Gelen T, Yessilipek MA,
Luleci G. Existence of acute lymphoblastic leukemia and
osteosarcoma in a child. J Pediatr Hematol Oncol.
2002;24:572-4.

5. van Straalen JP, Sanders E, Prummel MF, Sanders GT. Bone-
alkaline phosphatase as indicator of bone formation. Clin
Chim Acta. 1991;201:27-33.



10.

11.

12.

13.

14.

15.

16.

Secondary osteosarcoma after childhood hematologic malignancies

Bacci G, Picci P, Ferrari S, Orlandi M, Ruggieri P, Casadei R,
et al Prognostic significance of serum alkaline phosphatase
measurements in patients with osteosarcoma treated with adju-
vant or neoadjuvant chemotherapy. Cancer. 1993;71:1224-30.
Price CP. Multiple forms of human serum alkaline phospha-
tase: detection and quantitation. Ann Clin Biochem. 1993;
30:355-72.

Thorpe WP, Reilly J]J, Rosenberg SA. Prognostic significance
of alkaline phosphatase measurements in patients with oste-
ogenic sarcoma receiving chemotherapy. Cancer. 1979;
43:2178-81.

Smith LM, Donaldson SS. Incidence and management of
secondary malignancies in patients with retinoblastoma and
Ewing’s sarcoma. Oncology (Williston Park). 1991;5:135-41;
discussion 142, 147-8.

Smith LM, Cox RS, Donaldson SS. Second cancers in long-
term survivors of Ewing’s sarcoma. Clin Orthop Relat Res.
1992;275-81.

Bechler JR, Robertson WWJ, Meadows AT, Womer RB.
Osteosarcoma as a second malignant neoplasm in children.
] Bone Joint Surg Am. 1992;74:1079-83.

Hawkins MM, Draper GJ, Kingston JE. Incidence of second
primary tumours among childhood cancer survivors. Br ]
Cancer. 1987:;56:339-47.

Nygaard R, Garwicz S, Haldorsen T, Hertz H,
Jonmundsson GK, Lanning M, et al Second malignant
neoplasms in patients treated for childhood leukemia.
A population-based cohort study from the Nordic countries.
The Nordic Society of Pediatric Oncology and Hematology
(NOPHO). Acta Paediatr Scand. 1991;80:1220-8.

Leung W, Sandlund JT, Hudson MM, Zhou Y, Hancock ML,
Zhu Y, et al Second malignancy after treatment of childhood
non-Hodgkin lymphoma. Cancer. 2001;92:1959-66.
Loning L, Zimmermann M, Reiter A, Kaatsch P, Henze G,
Riehm H, et al Secondary neoplasms subsequent to Berlin-
Frankfurt-Munster therapy of acute lymphoblastic leukemia
in childhood: significantly lower risk without cranial radio-
therapy. Blood. 2000;95:2770-5.

Neglia JP, Meadows AT, Robison LL, Kim TH, Newton WA,
Ruymann FB, et al Second neoplasms after acute lym-
phoblastic leukemia in childhood. N Engl J Med. 1991;
325:1330-6.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

255

Young JW, Liebscher LA. Postirradiation osteogenic sarcoma
with unilateral metastatic spread within the field of irradiation.
Case report and review of the literature. Skeletal Radiol.
1982;8:279-83.

Sim FH, Cupps RE, Dahlin DC, Ivins JC. Postradiation
sarcoma of bone. J Bone Joint Surg Am. 1972;54:1479-89.

Moppett J, Oakhill A, Duncan AW. Second malignancies in
children: the usual suspects? Eur J Radiol. 2001;38:235-48.
Cahan WG, Woodard HQ, Higinbotham NL, Stewart FW,
Coley BL. Sarcoma arising in irradiated bone: report of eleven
cases. 1948. Cancer1998;82:8-34.

Meadows AT. Second tumours. Eur J Cancer. 2001;37:2074—
9; discussion 2079-81.

Tucker MA, D’Angio GJ, Boice JD Jr, Strong LC, Li FP,
Stovall M, et al Bone sarcomas linked to radiotherapy and
chemotherapy in children. N Engl J Med. 1987;317:588-93.
Koshy M, Paulino AC, Mai WY, Teh BS. Radiation-induced
osteosarcomas in the pediatric population. Int J Radiat Oncol
Biol Phys. 2005;63:1169-74.

Asai T, Myoui A, Fujimoto T, Hara ], Aozasa K,
Yoshikawa H. Osteosarcoma after bone marrow transplanta-
tion for acute lymphoblastic leukemia. Int J Clin Oncol.
2002;7:318-21.

Bielack SS, Rerin JS, Dickerhoff R, Dilloo D, Kremens B, von
Stackelberg A, et al Cooperative German-Austrian-Swiss
Osteosarcoma Study Group (COSS). Osteosarcoma after
allogeneic bone marrow transplantation. A report of four cases
from the Cooperative Osteosarcoma Study Group (COSS).
Bone Marrow Transplant. 2003;31:353-9.

Bacci G, Picci P, Orlandi M, Avella M, Manfrini M,
Pignatti G, et al Prognostic value of serum alkaline phospha-
tase in osteosarcoma. Tumori. 1987;73:331-6.

Mayne PD, Thakrar S, Rosalki SB, Foo AY, Parbhoo S.
Identification of bone and liver metastases from breast cancer
by measurement of plasma alkaline phosphatase isoenzyme
activity. J Clin Pathol. 1987;40:398-403.

Liu PP, Leung KS, Kumta SM, Lee KM, Fung KP. Bone-
specific alkaline phosphatase in plasma as tumour marker for
osteosarcoma. Oncology. 1996;53:275-80.

Bramer JA, van Linge JH, Grimer R], Scholten R]. Prognostic
factors in localized extremity osteosarcoma: A systematic
review. Eur J Surg Oncol. 2009 Feb 19 (Epub ahead of print).



