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Abstract: [Objective] To explore the maximum tolerated dose (MTD) of pegylated liposome doxorubicin (PLD)
when combined with cisplatin as a modified regimen for osteosarcoma.[Methods] A total of 14 patients with pathologically
confirmed metastatic or unresectable osteosarcoma received one cycle of PLD combined with cisplatin therapy. The study
used a traditional 3+3 design, with three PLD dose levels (40, 50, and 60 mg/ m*, day 1). It was designed to recruit three
patients initially at each dose level. Cisplatin was given at a dose of 100 mg/m® (administered within four days) for each pa-

tients. Patients received prophylactic granulocyte stimulating factor therapy 48 h after chemotherapy. Toxicities were docu-
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mented according to the the National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0 (NCI

CTCAE v4.0).[Results] Of the 14 patients, 9 were male and 5 female, with a median age of 20 years (range 14~43). Both

of the patients at dose level of 60 mg/m’ experienced dose—limiting toxicity (DLT) (grade 3 oral mucositis and grade 4 neu-

tropenic fever). Only 1 of the 9 patients at dose level of 50 mg/m”experienced DLT (grade 4 thrombocytopenia lasting for

more than 3 days) and thus the MTD was 50 mg/m®. Most common grade 3~4 adverse events across all cohorts included

neutropenia (12 cases, 12/14), thrombocytopenia (7 cases, 7/14), anemia (4 cases, 4/14) and oral mucositis (2 cases,

2/14). All the adverse events were relieved after symptomatic and supportive treatment. No treatment—related death was ob-

served. [ Conclusions] For advanced osteosarcoma, when combined with cisplatin, the MTD of PLD was 50 mg/m*. The

main DLT was oral mucositis and neutropenic fever. The adverse events can be relieved after symptomatic treatment.
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PLD: pegylated liposome doxorubicin; DLT: dose—limiting toxicity; MTD: maximum tolerated dose.
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Fig.1 Flow chart of the dose escalation of PLD and treatment dose received by the patients
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Table 1 Patients’ characteristics and the dose of pegylated liposome doxorubicin

[M(P ,~ Ps), n, n/N]

Charactoristios Level 1" Level 2 Level 3° MTD group®’ All
(n=3) (n=3) (n=2) (n=6) (n=14)

Age, years 28(16~32) 23(20~23) 21(20~22) 18(14~43) 20(14~43)
Sex

Male 3 2 0 4 9(9/14)

Female 0 1 2 2 5(5/14)
ECOG PS

0 0 0 1 2 3(3/14)

1 3 3 1 4 11(11/14)
Prior chemotherapy

Yes 2 1 1 4 8(8/14)

No 1 2 1 2 6(6/14)
Anatomical site of primary lesion

Lower limbs 2 1 1 5 9(9/14)

Upper limbs 0 0 1 0 1(1/14)

Trunk and skull 1 2 0 1 4(4/14)
Site of metastasis

Lung 2 2 2 5 11 (11/14)

Lymph nodes 1 1 0 1 3(3/14)

1) Pegylated liposome doxorubicin 40 mg/m*; 2) Pegylated liposome doxorubicin 50 mg/m?; 3) Pegylated liposome doxorubicin 60 mg/m?;

4) Pegylated liposome doxorubicin 50 mg/m2. MTD: maximum tolerated dose; ECOG PS: Eastern Cooperative Oncology Group performance status.
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Table 2 Treatment related adverse events of all the patients included in the dose escalating trial (n/N)
Adverse events Any grade Grade 3 ~ 4
Any 14 (14/14) 13 (13/14)
Leukopenia 13 (13/14) 10 (10/14)
Neutropenia 12 (12/14) 12 (12/14)
Anemia 12 (12/14) 4 (4/14)
Thrombocytopenia 8 (8/14) 7 (7/14)
Febrile neutropenia - 2 (2/14)
Mucositis 3(3/14) 2 (2/14)
Infusion reaction 1(1/14) 0(0/14)
Diarrhea 1(1/14) 0 (0/14)
Vomiting 4 (4/14) 0(0/14)
Sinus tachycardia 2 (2/14) 0(0/14)
Sinus bradycardia 2 (2/14) 0 (0/14)
Hypoproteinemia 4 (4/14) 0 (0/14)
Hyperbilirubinemia 1(1/14) 0(0/14)
Increased creatine kinase 1(1/14) 0(0/14)

The total number of patients is 14.
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