children

Case Report

Outcomes of Window Therapy with Carboplatin and
Ifosfamide for Pediatric Osteosarcoma: A Case Series

Hisaki Aiba 1*@©, Michi Kamei 2, Yasuhiko Ito 23, Risa Takeda 2, Satoshi Yamada 1, Hideki Okamoto !,
Katsuhiro Hayashi 400, Shinji Miwa "*(0, Yohei Kawaguchi !, Shiro Saito !, Takao Sakai !, Hideki Murakami !

and Hiroaki Kimura !

check for
updates

Citation: Aiba, H.; Kamei, M.; Ito, Y.;
Takeda, R.; Yamada, S.; Okamoto, H.;
Hayashi, K.; Miwa, S.; Kawaguchi, Y.;
Saito, S.; et al. Outcomes of Window
Therapy with Carboplatin and
Ifosfamide for Pediatric Osteosarcoma:
A Case Series. Children 2023, 10, 736.
https://doi.org/10.3390/
children10040736

Academic Editor: Martin Ebinger

Received: 22 February 2023
Revised: 11 April 2023
Accepted: 15 April 2023
Published: 17 April 2023

Copyright: © 2023 by the authors.
Licensee MDPI, Basel, Switzerland.
This article is an open access article
distributed under the terms and
conditions of the Creative Commons
Attribution (CC BY) license (https://
creativecommons.org/licenses /by /
4.0/).

Department of Orthopedic Surgery, Graduate School of Medical Sciences, Nagoya City University,
Nagoya 467-8601, Japan; hiroaki030301@gmail.com (H.K.)

Department of Pediatrics, Graduate School of Medical Sciences, Nagoya City University,

Nagoya 467-8601, Japan

Department of Pediatrics, Nagoya City University, West Medical Center, Nagoya 462-8508, Japan
Department of Orthopaedic Surgery, Kanazawa University, Kanazawa 920-8641, Japan

*  Correspondence: h-aiba@med.nagoya-cu.ac.jp; Tel.: +81-52-853-8236

Abstract: For the treatment of osteosarcoma, cisplatin (CDDP) can be substituted by carboplatin
(CBDCA) to reduce toxicity. We report a single institution experience of CBDCA-based regimen.
Two to three cycles of CBDCA + ifosfamide (IFO) therapy (window therapy) were administered as
neoadjuvant therapy for osteosarcoma. Depending on the response of window therapy, the subse-
quent protocols were determined; for good responders, surgery is performed, and postoperative
therapies with CBDCA + IFO, adriamycin (ADM) and high-dose methotrexate (MTX) were adminis-
tered; for stable disease, the postoperative regimens were advanced before surgery, and the remaining
amount of postoperative chemotherapy is deduced; for progressive disease, CBDCA-based regimen
is changed to CDDP-based regimen. From 2009 to 2019, seven patients were treated with this protocol.
During the window therapy, two patients (28.6%) were assessed as good responders and completed
the regimen as planned. Four patients (57.1%) had stable disease, and the chemotherapy schedules
were modified. One patient (14.2%) with progressive disease was shifted to the CDDP-based regimen.
At final follow-up, four patients showed no evidence of disease and three patients died of the disease.
Since the efficacy during window therapy was limited, a CBDCA-based regimen in the neoadjuvant
setting was considered insufficient for performing adequate surgery.
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1. Introduction

Osteosarcoma is the most frequently primary bone tumor in pediatric patients. Based
on the data from the Surveillance, Epidemiology, and End Results Program database, the
survival rates of localized osteosarcoma under 25 years old had increased from approxi-
mately 50% in the 1970s to 70% in the 1980-90s [1], and then reached a plateau of 70-80%
in the 2010s [2]. During follow-up of pediatric patients, it is essential to monitor both short-
and long-term toxicity associated with therapeutic agents, particularly cisplatin (CDDP),
which can cause secondary malignancies, renal impairment, and ototoxicity [3,4]. To reduce
the risk of cisplatin-induced nephrotoxicity, hydration, administration of diuretics or mag-
nesium, and renal function monitoring are important [5]. Additionally, cisplatin-induced
ototoxicity can lead to speech and language delays in children in a dose-dependent man-
ner [6]. It is important to provide timely support, guidance, and access to rehabilitation
services to mitigate the long-term effects of hearing loss, even if ototoxicity cannot be
prevented [6].

Carboplatin (CBDCA), a second-generation platinum agent, was originally synthe-
sized with the aim of reducing the toxicity of CDDP. Non-inferiority of CBDCA compared
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to CDDP has been proven in various cancers including non-small cell lung cancer and
ovarian cancer, but not in bladder cancer or germ cell tumors [7]. The role of CBDCA as
an alternative treatment for osteosarcoma has not yet been clarified. However, the OS-91
regimen was used at St. Jude Children’s Hospital with window therapy CBDCA and
ifosfamide (IFO), and reported comparable results to those of CDDP-based chemother-
apy [8,9]. In addition, IFO + CBDCA + etoposide therapy has been widely administered as
a second-line treatment [10].

At our institution, we assimilated the window therapy as a modified OS-91 regimen
(mOS-91) [8]. Herein, we report on the external validation of mOS-91 in a single institution.

2. Materials and Methods

This study was a retrospective analysis of Japanese patients treated between 2009 and
2019 at the Nagoya City University Hospital. During this period, all patients diagnosed
with pediatric osteosarcoma without a previous history of chemotherapy were treated with
the mOS-91 regimen. To confirm eligibility or safety for the administration of this regimen,
the following criteria had to be met, both at the start of the study and initiation of every
treatment session: performance status (PS) 0-2, renal function (creatine < 1.5 times the
upper normal limit [UNLY]), cardiac function (ejection fraction > 60%), and hepatic function
(total serum bilirubin, aspartate aminotransferase, alanine aminotransferase, <1.5 times the
UNL).

mOS-91 regimen: Two or three cycles of CBDCA (560 mg/m? for 1 day) and IFO
(2.65 g/m? for 3 days, with mesna) are performed before surgery (window therapy). At
6 weeks, the response to chemotherapy is assessed using computed tomography and
magnetic resonance imaging (MRI). Based on the response, the timing of surgery and
postoperative chemotherapy are determined as follows. For good responders, surgery is
performed after window therapy and as postoperative chemotherapy, an additional two
cycles of CBDCA + IFO therapy, adriamycin (ADM) (total of 5 courses at 75 mg/m? for 72-h
continuous infusion), and high-dose methotrexate (MTX, total of 9 courses at 12 g/ m? with
leucovorin rescue) are administered. For patients with stable disease, the postoperative
regimens are advanced (ADM/MTX front-load; 2 ADM courses and 3 high-dose MTX
courses) as preoperative chemotherapy and surgery are postponed. The remaining deduced
amount of chemotherapy (3 ADM courses and 6 high-dose MTX courses) is administered
postoperatively. In patients with progressive disease in window therapy, the CBDCA-based
regimen is ceased and a CDDP-based regimen is commenced with an alternative CDDP
therapy (100 mg/m?, cumulative = 400 mg/m?), ADM (cumulative dose = 375 mg/m?),
and high-dose MTX (cumulative = 108 g/m?). Granulocyte colony-stimulating factors are
appropriately used when the absolute neutrophil count is below 500/ uL or 1000/ uL with
fever. Fluid therapy (2500-3000 mL/m?/day) is administered from 6 h before the start of
chemotherapy until the end of chemotherapy. The protocol is shown in Figure 1.

Response evaluation: the pathological response was evaluated using a four-tier grad-
ing system as follows: complete response with total necrosis of tumor cells (grade 4);
>90% necrosis of the tumor cells (grade 3); 50-90% necrosis of the tumor cells (grade 2);
and minor response with under 50% necrosis of the tumor cells (grade 1). Pathological
responses were evaluated by certified pathologists in our department [11].

Preoperatively, the clinical response of the primary lesion was evaluated based on the
original articles of OS-91 [8,9]. Good responders were those who were pain-free without
analgesic administration and with a > 50% decrease in the sum of the products of the three
perpendicular tumor diameters. Patients with progressive disease had a > 25% increase in
the sum of the products of the three perpendicular tumor diameters or new lesions. The
remaining patients were considered to have stable diseases.

Toxicity: the toxicity of this protocol was evaluated based on the Common Terminology
Criteria for Adverse Events version 5. Short-term toxicity was counted separately during
each session. Pure-tone audiometry was evaluated before induction of chemotherapy and
at the end of chemotherapy, followed by annual routine check-ups. Leukoencephalopathy
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was evaluated using MRI at the end of chemotherapy. For short- or long-term toxicity
for kidney function, creatinine clearance via 24-hr urine collection and the levels of urine
protein, albumin, N-Acetyl-f-d-Glucosaminidase and serum cystatin C, creatinine were
evaluated [12]. In addition, cardiac function was routinely evaluated via echocardiography,
and assessment of serum levels of brain natriuretic peptide.
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Figure 1. Scheme of the modified OS-91 protocol. During the window therapy, two or three cycles of
CBDCA + IFO are performed before surgery. Good responders receive postoperative chemotherapy
with additional CBDCA + IFO, ADM and high-dose MTX. The cumulative doses of regimens are
as follows: ADM, cumulative dose = 375 mg/ m?Z; high-dose MTX, cumulative dose = 108 g/ mZ;
CBDCA, cumulative dose = 2.8 g/ m?; and IFO, cumulative dose = 39.75 g/ m?2. Patients with stable
disease receive an advanced postoperative regimen (ADM/MTX front-load), and after surgery, the
remaining deduced amount of chemotherapy is administered. In patients with progressive disease, a
CDDP-based regimen is commenced with CDDP, ADM, and high-dose MTX. ADM, Adriamycin;
CBDCA, carboplatin; CDDDP, cisplatin; IFO, ifosfamide; MTX, methotrexate; PD, progressive disease.

3. Results

During this period, seven patients received the mOS-91 protocol. The median age of
the patients at initial diagnosis was 12.9 years (range, 8.3-14.5). Six patients were male and
one was female. The locations of the tumors were as follows: the distal femur in four pa-
tients, proximal humerus in one patient, distal tibia in one patient, and pelvis in one patient.
In terms of subtype, five patients showed an osteoblastic subtype, one patient showed a
chondroblastic subtype, and one patient showed a telangiectatic subtype. The American
Joint Committee on Cancer/International Union Against Cancer (eighth edition) stage was
stage Ila in one patient, stage IIb in two patients, stage III in three patients, and stage IVb
in one patient. The median follow-up period was 28 months (range, 16-166 months). The
Table S1 provides the detailed information.

Regarding response during the window therapy, two patients (28.6%) were assessed
as good responders and completed the regimen as planned (Figure 2, patient No. 6).

Four patients (57.1%) were assessed as having a stable disease during this period
based on images; thus, they underwent ADM/MTX front-load therapy (Figure 3, patient
No. 2). Due to the progression of the primary lesion, one patient (14.2%) was changed to
the CDDP-based regimen.

Limbs were not able to be preserved in five patients (71.4%). Of the resected specimens,
two patients who completed the regimen on schedule showed a grade 3 response. In the
ADM/MTX front-load group, one patient showed a grade 1 response, two patients showed
a grade 2 response, and one patient showed a grade 3 response. The patient who was
shifted to the CDDP regimen showed a grade 3 response.

In terms of the oncological outcomes at final follow-up, four patients showed no
evidence of disease and three patients died of the disease. Local recurrence occurred in
one patient (patient No. 1) who subsequently underwent proton beam therapy.

The toxicity during the window therapy is shown in Table 1. Although severe hema-
tologic toxicity occurred frequently, it was resolved with granulocyte colony-stimulating
factor and blood transfusion. During this period, severe cardiac disorders, kidney disorders,
and hepatobiliary disorders did not occur. Regarding mid-term toxicity, the mean cardiac
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function (ejection fraction) changed from 65.4 & 5.7% (at the initiation of treatment) to
62.2% =£ 7.0 (at the end of treatment).

(a) (b)

Figure 2. Representative case 1. The patient (patient No. 6) presented with a lytic lesion and peritoneal
reaction at the distal tibia (a). Biopsy revealed conventional osteosarcoma, and the patient underwent
CBDCA + IFO chemotherapy. After the window therapy, the tumor shrunk (assessed as good
responder); however, due to the progression around the nerve-vessel bundles, amputation below the
knee joint was performed (b). After surgery, the patient completed the mOS-91 regimen, and there is
currently no evidence of disease. CBDCA, carboplatin; IFO, ifosfamide; mOS-91, modified OS-91.

(b)

Figure 3. Representative case 2. The patient (patient No. 2) was referred to our hospital due to
swelling of right shoulder. Based on the biopsy results, the patient was diagnosed with conventional
osteosarcoma. The radiography at the initial visit (a). After induction of window therapy with
CBDCA + IFO, the size of the tumor did not change (b). Thus, ADM/MTX was administered
before surgery (ADM/MTX front-load). After several additional cycles of chemotherapy, the tumor
responded to chemotherapy (c); however, an amputation was recommended due to the invasion of
the neurovascular bundles. After surgery, the patient completed the mOS-91 regimen, and there is
currently no evidence of disease. ADM, Adriamycin; CBDCA, carboplatin; IFO, ifosfamide; mOS-91,
modified OS-91; MTX, methotrexate.
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Table 1. Toxicity during window therapy with carboplatin and ifosfamide.

Grade 3/4 Toxicity (15 Cycles in 7 Patients) The Number of Events

Blood and lymphatic disorders

Neutropenia 13
Anemia 11
Thrombocytopenia
Febrile neutropenia

[eg)

Renal and urinary/metabolism disorders

Creatinine elevation
Electrolyte imbalance

Gastrointestinal disorders/hepatobiliary disorders Anorexia

Vomiting
Nausea

Alanine/aspartate
aminotransferase increased
Increased blood bilirubin level

Cardiac disorders Heart failure

OO O oo | oo N

4. Discussion

CBDCA is a synthesized-platinum compound containing bidentate dicarboxylate.
Compared with CDDP, CBDCA allegedly has fewer side effects, especially in renal dis-
orders [13] and hearing loss [14]. As the life-threatening late-onset side effects due to
anti-tumor chemotherapy are not negligible, clinicians should manage these problems from
a long-term perspective.

Originally, the OS-91 regimen was administered to 69 newly diagnosed patients with
osteosarcoma. The clinical and radiographic response rate in the window therapy was
67.7% and the grade 3—4 histological response rate was 56.3% [8]. Among the patients with
localized lesions, the 3-year survival rate was 76.4% [8]. In this study, we used a modified
version of the OS-91 regimen. As a merit of this version, based on responses during the
window therapy, the change of the protocol to ADM/MTX front-load or CDDP treatment
was properly permitted. We encountered several patients who responded poorly to win-
dow therapy but were eventually managed by a shift to ADM/MTX front-load and good
response (Figure 3). As it is widely reported that the histological response is one of the sig-
nificant factors contributing to oncological outcomes [15], the modifications of the regimen
with expectations of an improved response to chemotherapy were considered important.

EURAMOSG-1 trial analyzed 2260 patients who were diagnosed with resectable os-
teosarcoma, and poor responders (>10% viable tumor in resected specimens) were ran-
domly assigned to a MAP (MTX + ADM + CDDP) or MAP/IFO + etoposide regimen [16].
This trial revealed that the histological response to induction chemotherapy was an impor-
tant factor in relapse. Switching to IFO-based chemotherapy, however, did not improve the
outcomes, and increased toxicity [16]. Similarly, in Japan, the neoadjuvant chemotherapy
for osteosarcoma (NECO) study—a multi-institutional prospective phase II study—was
conducted from 1993 to 2001 [17]. This protocol was initiated by MAP therapy, followed by
CDDP and ADM. After one cycle of MAP, patients assessed as having a progressive disease
were converted to a high-dose IFO-based regimen. The rate of progressive disease after one
cycle of MAP was approximately 18%, and histologically good responders accounted for
approximately 42% of the group of patients. The 5-year survival rate was 77.9%, and there
was no significant difference between histologically good responders and poor responders,
probably due to the salvage of poor responders with an IFO-based regimen [17]. Currently,
a new study (JCOGO0905 trial) is underway to evaluate MAP regimens with and without
the addition of IFO for the Japanese population [18].

Similar to the current protocol, a study conducted in Thailand administered CB-
DCA + DOX-based neoadjuvant chemotherapy with eight cycles (four preoperative, four
postoperative) of CBDCA (400 mg/m?) + DOX (60 mg/m?) [19]. Unexpectedly, inade-
quate histological responses (less than 90% necrosis) occurred in the majority of patients.
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Three-year survival rate and disease-free survival rate were 47.1% and 20.2%, respectively.
The authors concluded that the oncologic outcomes were inferior to the widely accepted
regimen due to the insufficient effects of CBDCA and that refinement of the protocol should
be considered in future protocols [19].

As for side effects, kidney dysfunction is sometimes caused by CDDP or IFO-associated
glomerular dysfunction or tubular toxicity [20]. The sequelae require long-term electrolyte
supplementation to prevent irreversible renal failure [21]; an IFO dose of 45 g/m? is
considered to be a risk factor for kidney insufficiency. The previous protocols performed
with MAP treatments in the EURAMOS-1 trial revealed that the short-term renal toxicities
(grade 1-2) were 14%-18% and 1-2% (grade 3—4) [16]. On the other hand, in the OS-91
protocol, 5% of patients developed renal toxicity (grade 3—4), but no patients had permanent
sequelae [8]. A similar tendency was observed for the current regimen.

In addition, hearing loss is caused by irreversible damage to the hearing cells due to
CDDP or less frequently due to CBDCA (equivalent to one-quarter CDDP) [22]. Averting
high peak CDDP concentration via the arrangement of the schedule is important for reduc-
ing the risk of inner ear damage [22]. This problem might interrupt patients” understanding
due to the deterioration of speaking or listening skills. To minimize hearing deterioration
and disability, routine check-ups of hearing skills are important [23]. In the current study,
we did not observe any deterioration in hearing loss. This tendency was identical to that of
the original OS-91 regimen [8].

There were some limitations associated with the protocol used in this study. First,
some patients did not respond to chemotherapy or exhibited tumor progression during the
window therapy. Compared with the original OS-91 regimen, the response to chemother-
apy during the window therapy was inferior in the current series (28.5% [current] vs.
67.7% [original]). This might be partially due to the difficulty in precise evaluation of the
effectiveness of preoperative chemotherapy in osteosarcoma. Second, we administered
7.95 g/m? of IFO per protocol and 39.75 g/m? as a total dose. This accumulation is below
that reported by the EURAMOS-1 study (total 60 g/m? for poor responders) [21] and
the JCOG0905 study (15 g/m? per protocol, total 90 g/m? for poor responders) [18]. In
addition, the dose of CBDCA was not adjusted according to kidney function or the area
under the curve, which is in accordance with the original OS-91 regimen, resulting in a lack
of adjustment of the accurate dose of CBDCA. This may have led to insufficient efficacy
during CBDCA + IFO window therapy:.

5. Conclusions

We performed preoperative chemotherapy with window therapy of CBDCA + IFO
therapy. Due to the insufficient efficacy during the window therapy, treatment strategies
were changed to alternative schedules or regimens in some cases. Chemotherapy efficacy
in the neoadjuvant setting is important for performing adequate surgery aimed at limb-
sparing; thus, chemotherapy with window therapy of CBDCA + IFO therapy may be
less useful.

Supplementary Materials: The following are available online at https:/ /www.mdpi.com/article/10
.3390/children10040736/s1, Table S1: Patients’ characteristics.

Author Contributions: Conceptualization, H.A., M.K,, Y.I. and S.Y.; methodology, H.A., M.K. and Y.I;
software, H.A.; validation, H.A; formal analysis, H.A.; investigation, H.A., M.K. and R.T.; resources,
H.A,; data curation, H.A.; writing—original draft preparation, H.A.; writing—review and editing, all
authors; visualization, H.A.; supervision, S.Y., HM. and H.K.; project administration, H.A. and M.K.;
funding acquisition, not applicable. All authors have read and agreed to the published version of
the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki, and approved by the ethical committee of Nagoya City Universe Hospital (approval
number: 60-22-0042, 22 December 2022).


https://www.mdpi.com/article/10.3390/children10040736/s1
https://www.mdpi.com/article/10.3390/children10040736/s1

Children 2023, 10, 736 70f8

Informed Consent Statement: Written informed consent has been obtained from the patient(s) to
publish this paper.

Data Availability Statement: We provided details of data in the supplemental table.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Mirabello, L.; Troisi, R.J.; Savage, S.A. Osteosarcoma incidence and survival rates from 1973 to 2004. Cancer 2009, 115, 1531-1543.
[CrossRef]

Cole, S.; Gianferante, D.M.; Zhu, B.; Mirabello, L. Osteosarcoma: A Surveillance, Epidemiology, and End Results program-based
analysis from 1975 to 2017. Cancer 2022, 128, 2107-2118. [CrossRef] [PubMed]

Hrushesky, W.J.; Shimp, W.; Kennedy, B.J. Lack of age-dependent cisplatin nephrotoxicity. Am. ]. Med. 1984, 76, 579-584.
[CrossRef]

McHaney, V.A.; Thibadoux, G.; Hayes, F.A.; Green, A.A. Hearing loss in children receiving cisplatin chemotherapy. J. Pediatr.
1983, 102, 314-317. [CrossRef]

Zhang, ].; Ye, Z.W.; Tew, K.D.; Townsend, D.M. Cisplatin chemotherapy and renal function. Adv. Cancer Res. 2021, 152, 305-327.
[PubMed]

Mohindra, N.A. Preventing, Monitoring, and Managing Ototoxicity Related to Cisplatin: Proactive Rather Than Reactive
Approaches Are Needed. JCO Oncol. Pract. 2023. [CrossRef] [PubMed]

Lokich, J.; Anderson, N. Carboplatin versus cisplatin in solid tumors: An analysis of the literature. Ann. Oncol. 1998, 9, 13-21.
[CrossRef]

Meyer, W.H.; Pratt, C.B.; Poquette, C.A.; Rao, B.N.; Parham, D.M.; Marina, N.M.; Pappo, A.S.; Mahmoud, H.H.; Jenkins, J.J.;
Harper, J.; et al. Carboplatin/ifosfamide window therapy for osteosarcoma: Results of the St Jude Children’s Research Hospital
0S-91 trial. |. Clin. Oncol. 2001, 19, 171-182. [CrossRef]

Daw, N.C.; Neel, M.D.; Rao, B.N.; Billups, C.A.; Wu, J.; Jenkins, ].J.; Villarroel, M.; Luchtman-Jones, L.; Quintana, J.; Santana, V.M.
Frontline treatment of localized osteosarcoma without methotrexate: Results of the St. Jude Children’s Research Hospital OS99
trial. Cancer 2011, 117, 2770-2778. [CrossRef]

van Winkle, P.; Angiolillo, A.; Krailo, M.; Cheung, Y.-K.; Anderson, B.; Davenport, V.; Reaman, G.; Cairo, M.S. Ifosfamide,
carboplatin, and etoposide (ICE) reinduction chemotherapy in a large cohort of children and adolescents with recurrent/refractory
sarcoma: The Children’s Cancer Group (CCG) experience. Pediatr. Blood Cancer 2005, 44, 338-347. [CrossRef]

Bielack, S.S.; Kempf-Bielack, B.; Delling, G.; Exner, G.U.; Flege, S.; Helmke, K.; Kotz, R.; Salzer-Kuntschik, M.; Werner, M.;
Winkelmann, W.; et al. Prognostic factors in high-grade osteosarcoma of the extremities or trunk: An analysis of 1,702 patients
treated on neoadjuvant cooperative osteosarcoma study group protocols. J. Clin. Oncol. 2002, 20, 776-790. [CrossRef]

Horie, S.; Oya, M.; Nangaku, M.; Yasuda, Y.; Komatsu, Y.; Yanagita, M.; Kitagawa, Y.; Kuwano, H.; Nishiyama, H.; Ishioka, C.; et al.
Guidelines for treatment of renal injury during cancer chemotherapy 2016. Clin. Exp. Nephrol. 2018, 22, 210-244. [CrossRef]
[PubMed]

Sleijfer, D.T.; Smit, E.E,; Meijer, S.; Mulder, N.H.; Postmus, P.E. Acute and cumulative effects of carboplatin on renal function. Br. J.
Cancer 1989, 60, 116-120. [CrossRef]

van der Hulst, R.J.; Dreschler, W.A.; Urbanus, N.A. High frequency audiometry in prospective clinical research of ototoxicity due
to platinum derivatives. Ann. Otol. Rhinol. Laryngol. 1988, 97, 133-137. [CrossRef]

Hudson, M.; Jaffe, M.R; Jaffe, N.; Ayala, A.; Raymond, A K.; Carrasco, H.; Wallace, S.; Murray, J.; Robertson, R. Pediatric osteosar-
coma: Therapeutic strategies, results, and prognostic factors derived from a 10-year experience. J. Clin. Oncol. 1990, 8, 1988-1997.
[CrossRef]

Marina, N.M.; Smeland, S.; Bielack, S.S.; Bernstein, M.; Jovic, G.; Krailo, M.D.; Hook, ].M.; Arndt, C.; van den Berg, H.;
Brennan, B.; et al. Comparison of MAPIE versus MAP in patients with a poor response to preoperative chemotherapy for newly
diagnosed high-grade osteosarcoma (EURAMOS-1): An open-label, international, randomised controlled trial. Lancet Oncol. 2016,
17,1396-1408. [CrossRef] [PubMed]

Iwamoto, Y.,; Tanaka, K.; Isu, K.; Kawai, A.; Tatezaki, S.-I.; Ishii, T.; Kushida, K.; Beppu, Y.; Usui, M.; Tateishi, A.; et al.
Multiinstitutional phase II study of neoadjuvant chemotherapy for osteosarcoma (NECO study) in Japan: NECO-93] and
NECO-95]. J. Orthop. Sci. 2009, 14, 397-404. [CrossRef]

Hiraga, H.; Ozaki, T. Adjuvant and neoadjuvant chemotherapy for osteosarcoma: JCOG Bone and Soft Tissue Tumor Study
Group. Jpn. |. Clin. Oncol. 2021, 51, 1493-1497. [CrossRef] [PubMed]

Choeyprasert, W.; Natesirinilkul, R.; Charoenkwan, P,; Sittipreechacharn, S. Carboplatin and doxorubicin in treatment of
pediatric osteosarcoma: A 9-year single institute experience in the Northern Region of Thailand. Asian Pac. J. Cancer Prev. 2013,
14,1101-1106. [CrossRef]

Skinner, R. Late renal toxicity of treatment for childhood malignancy: Risk factors, long-term outcomes, and surveillance. Pediatr.
Nephrol. 2018, 33, 215-225. [CrossRef]


https://doi.org/10.1002/cncr.24121
https://doi.org/10.1002/cncr.34163
https://www.ncbi.nlm.nih.gov/pubmed/35226758
https://doi.org/10.1016/0002-9343(84)90280-8
https://doi.org/10.1016/S0022-3476(83)80551-4
https://www.ncbi.nlm.nih.gov/pubmed/34353441
https://doi.org/10.1200/OP.23.00116
https://www.ncbi.nlm.nih.gov/pubmed/37018651
https://doi.org/10.1023/A:1008215213739
https://doi.org/10.1200/JCO.2001.19.1.171
https://doi.org/10.1002/cncr.25715
https://doi.org/10.1002/pbc.20227
https://doi.org/10.1200/JCO.2002.20.3.776
https://doi.org/10.1007/s10157-017-1448-z
https://www.ncbi.nlm.nih.gov/pubmed/28856465
https://doi.org/10.1038/bjc.1989.233
https://doi.org/10.1177/000348948809700208
https://doi.org/10.1200/JCO.1990.8.12.1988
https://doi.org/10.1016/S1470-2045(16)30214-5
https://www.ncbi.nlm.nih.gov/pubmed/27569442
https://doi.org/10.1007/s00776-009-1347-6
https://doi.org/10.1093/jjco/hyab120
https://www.ncbi.nlm.nih.gov/pubmed/34322695
https://doi.org/10.7314/APJCP.2013.14.2.1101
https://doi.org/10.1007/s00467-017-3662-z

Children 2023, 10, 736 8of 8

21. Marina, N.M,; Poquette, C.A.; Cain, A.M,; Jones, D.; Pratt, C.B.; Meyer, W.H. Comparative renal tubular toxicity of chemotherapy
regimens including ifosfamide in patients with newly diagnosed sarcomas. J. Pediatr. Hematol. Oncol. 2000, 22, 112-118. [CrossRef]
[PubMed]

22. Hecker-Nolting, S.; Langer, T.; Blattmann, C.; Kager, L.; Bielack, S.S. Current insights into the management of late chemotherapy
toxicities in pediatric osteosarcoma patients. Cancer Manag. Res. 2021, 13, 8989-8998. [CrossRef] [PubMed]

23. Freyer, D.R; Brock, PR.; Chang, K.W.; Dupuis, L.; Epelman, S.; Knight, K.; Mills, D.; Phillips, R.; Potter, E.; Risby, D.; et al.
Prevention of cisplatin-induced ototoxicity in children and adolescents with cancer: A clinical practice guideline. Lancet Child
Adolesc. Health 2020, 4, 141-150. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1097/00043426-200003000-00007
https://www.ncbi.nlm.nih.gov/pubmed/10779023
https://doi.org/10.2147/CMAR.S287908
https://www.ncbi.nlm.nih.gov/pubmed/34880679
https://doi.org/10.1016/S2352-4642(19)30336-0
https://www.ncbi.nlm.nih.gov/pubmed/31866182

	Introduction 
	Materials and Methods 
	Results 
	Discussion 
	Conclusions 
	References

