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A B S T R A C T

Olaratumab (OLA), a monoclonal antibody against platelet-derived growth factor receptor alpha (PDGFRα), has
recently been used against soft-tissue sarcoma (STS) combined with doxorubicin (DOX), with limited efficacy.
The goal of the present study was to determine the efficacy of OLA in combination with DOX and ifosfamide
(IFO) on STS. Undifferentiated soft-tissue sarcoma (USTS) from a striated muscle of a patient was grown or-
thotopically in the right biceps femoris muscle of nude mice to establish USTS patient-derived orthotopic xe-
nograft (PDOX) model. USTS PDOX tumors were treated with OLA alone, DOX alone, DOX combined with IFO,
OLA combined with DOX or IFO, and OLA combined with DOX and IFO. Tumor size and body weight were
measured during the 14 days of treatment. Tumor growth was arrested by OLA combined with DOX and IFO.
Tumors treated with OLA combined with DOX and IFO had the most necrosis. The present study demonstrates
the power of the PDOX model to identify the novel effective treatment strategy of the combination of OLA, DOX
and IFO for soft-tissue sarcomas.

1. Introduction

High-grade soft-tissue sarcomas (STS) including undifferentiated
soft-tissue sarcoma (USTS) are recalcitrant neoplasms in need of novel
therapeutic strategies [1]. The American Cancer Society estimated that
approximately 13,000 new cases and about 5000 deaths from soft tissue
sarcoma (STS) will occur in the United States in 2018 [2]. The treat-
ment for STS is mostly dependent on the tumor grade, size, metastatic
sites and histological subtype [3,4]. Surgical resection is the only
curative treatment option for USTS because it is resistance to radio-
therapy and most chemotherapy [5]. Several chemotherapy drugs such
as aldoxorubicin, amrubicin, eribulin, trabectedin, tivozanib,

doxorubicin (DOX), ifosfamide (IFO) and gemcitabine (GEM) have been
in clinical trials for the treatment of STS [6–12]. STS is usually treated
with DOX-containing regimens as first-line therapy, but with limited
efficacy [1,13]. IFO in combination to DOX has been shown to more
effective against STS compared to DOX alone and in combination
chemotherapy for STS, but still with limited efficacy [1,14,15].

In STS, overexpression of platelet-derived growth factor receptor
alpha (PDGFRα) indicates poor prognosis [16–18]. Olaratumab (OLA)
is a recombinant human IgG1 monoclonal antibody that is directed
against the PDGFRα [4,19]. OLA inhibits the activation of PDGF-AA,
PDGF-BB and PDGF-CC receptors and downstream signaling [20,21].
OLA combined with DOX increased median overall survival compared
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to DOX alone in patients with STS [22].
Because of the heterogeneity and recalcitrance of USTS, precise

individualized therapy is needed. In this regard, we have developed the
patient-derived orthotopic xenograft (PDOX) mouse models of cancer
using the technique of surgical orthotopic implantation (SOI) [23–29].
We previously established a PDOX nude mouse model of DOX-resistant
USTS using SOI in the right biceps femoris muscle [29].

The aim of the present study was to identify more effective com-
binations with OLA for STS using the PDOX model of USTS.

2. Materials and methods

2.1. Mice

Athymic nu/nu nude mice (AntiCancer, Inc., San Diego, CA, USA),
4–6 weeks old, were used. Experimental procedures and data collection
were carried out as previously described [29]. To minimize any suf-
fering of the animals, anesthesia and analgesics were used for all sur-
gical experiments. The mouse investigations presented here were car-
ried out using an AntiCancer, Inc. Institutional Animal Care and Use
Committee (IACUC) protocol specifically approved for this study as
previously described [30] and as per as the principles and procedures
provided in the National Institute of Health (NIH) Guide for the Care
and Use of Animals under Assurance Number A3873-1 [30].

2.2. Patient-derived tumor

A 62-year-old female previously diagnosed, with undifferentiated
sarcoma not otherwise specified in her left upper arm, underwent sur-
gical resection at Department of Surgery, University of California, Los
Angeles (UCLA) [29]. The patient did not receive any chemotherapy or
radiotherapy prior to surgery. Written informed consent was obtained
from the patient as part of a UCLA Institutional Review Board approved
protocol (IRB#10–001857) [30].

2.3. Surgical orthotopic implantation (SOI) for establishment of a USTS
PDOX model

A schematic illustration of SOI for establishment of USTS PDOX
model is shown in Fig. 1A. The tumor was cut into small fragments and
initially implanted into nude mice subcutaneously [29]. After three
weeks, when subcutaneously-grown tumors reached 10mm in dia-
meter, they were harvested and cut into small fragments. A 5-mm skin
incision was made on the right thigh of nude mice. The biceps femoris
was split and a 3–4mm3 single tumor fragment was implanted ortho-
topically into the space to establish the USTS PDOX model [29]. The
wound was closed with a 6–0 nylon suture (UNIFY, AD Surgical, Sun-
nyvale, CA).

2.4. Treatment study design in the USTS PDOX model

The USTS PDOX mouse models were randomized into 7 groups of 8
mice each and treated with following drugs for 2 weeks (Fig. 1B): G1,
untreated control; G2, OLA (60 mg/kg, intraperitoneal injection [i.p.],
twice a week) alone; G3, DOX (3 mg/kg, i.p., once a week) alone; G4,
DOX + IFO (30 mg/kg, i.p., three consecutive days in a week); G5,
OLA + DOX; G6 OLA + IFO; G7, OLA + DOX + IFO. Treatment
started when all tumors reached 100 mm3. Tumor length, width and
mouse body weight were measured twice per week. Tumor volume was
calculated with the following formula: Tumor volume (mm3)= length
(mm)×width (mm)×width (mm)×1/2. Data are presented as
mean ± standard error of the mean (SEM).

2.5. Histological analysis

Fresh tumor samples were fixed in 10% formalin and embedded in

paraffin before sectioning and staining. Tissue sections were depar-
affinized in xylene and rehydrated in an ethanol series. Hematoxylin
and eosin (H&E) staining was performed according to standard pro-
tocol. Ki-67 immunohistochemical staining with anti-Ki-67 antibody
(Abcam Ltd., Cambridge, MA) in combination with diamino-benzidine
(DAB, Dako Japan Inc., Kyoto, Japan), staining and hematoxylin
counterstaining was performed according to manufacturer's protocols.
The Ki-67 labeling index, the percentage of tumor cell nuclei with po-
sitive immunostaining above the background level, was calculated
semi-quantitatively [31].

2.6. Statistical analysis

All statistical analyses were performed with statistical software EZR
(Saitama Medical Center, Jichi Medical University), which is a gra-
phical user interface for R (The R Foundation for Statistical Computing,
version 3. 4. 1.). It is a modified version of R commander (version 2.
4–0) including statistical functions for biostatistics. A normal distribu-
tion was assessed with the Shapiro-Wilk test. Bartlett's test was used to
verify the homogeneity of variances across groups. One-way ANOVA
with Tukey HSD for post-hoc analysis was used for the parametric test
for inter-group comparison. Kruskal-Wallis with Steel-Dwass for post-
hoc analysis was used for the non-parametric test for inter-group
comparison. The paired t-test was used for the parametric test to
compare the means between two related groups. All p-values were two
sided and p-values of 0.05 or less were considered statistically sig-
nificant.

3. Results

3.1. Efficacy of chemotherapy on USTS PDOX

OLA alone and DOX alone did not significantly inhibit USTS PDOX
growth compared with control (p = 0.85 and p = 0.1, respectively).
However, DOX + IFO (p < 0.001), OLA + DOX (p < 0.001),
OLA + IFO (p < 0.001), and OLA + DOX + IFO (p < 0.001) sig-
nificantly inhibited tumor growth compared with the control. Only
OLA + DOX + IFO had a significant increased efficacy compared to
DOX alone (p = 0.015) (Fig. 2A and B, 3). A waterfall plot indicating
the change in tumor volumes for the individual tumors is presented in
Fig. 2B, which showed the tumor volume at day 14 relative to the initial
tumor volume for each mouse.

3.2. Histology of the USTS PDOX

The tumor tissue of the control group mainly comprised viable
highly-dense spindle-shaped tumor cells (Fig. 4A). Tumors treated with
OLA (Fig. 4B) and DOX (Fig. 4C) alone comprised spindle-shaped viable
cells, but the cancer-cell density was lower than the control. Wide de-
generative scar change in the stroma and tumor necrosis with more
cancer cells with karyorrhexis, swollen nuclei, or vacuolar degeneration
were detected in the tumors treated with DOX + IFO, OLA + DOX,
OLA + IFO, and OLA + DOX + IFO (Fig. 4D–G). The cancer-cell
density was lowest and the degenerative scar change in the stroma was
widest in PDOX tumors treated with OLA + DOX + IFO (Fig. 4G). The
strong efficacy of the OLA + DOX + IFO combination on the USTS
PDOX tumor was thus also shown histologically (Fig. 4).

3.3. Ki-67 immunohistochemical staining

In order to evaluate the proliferative capacity of cancer cells after
treatment, immunohistochemcial staining with the Ki-67 proliferation
marker, which is present during all active phases of the cell cycle and is
absent in resting cells, was performed on tumor sections. We found that
tumors treated with DOX + IFO (mean Ki-67 labeling index, 10.8%,
p = 0.02), OLA + DOX (8.1%, p = 0.04), and OLA + DOX + IFO

T. Higuchi, et al. Cancer Letters 451 (2019) 122–127

123



(8.6%, p = 0.01) had a significantly lower Ki-67 labeling index com-
pared to the untreated control (39.3%). There was no significant dif-
ference in the Ki-67 labeling index of tumors treated with OLA (20.7%,
p = 0.3), DOX (21.4%, p = 0.3), and OLA + IFO (16.8%, p = 0.1)
compared with the control (Fig. 5).

3.4. Effect of treatment on body weight

Mouse body weight was measured pre-treatment and post-

treatment. Final body weight of mice in control (p < 0.001), OLA
(p = 0.025), and OLA + IFO (p < 0.001) increased compared with
initial body weight. There was no significant difference in body weight
among the other groups (Fig. 6). There were no observable other side
effects or animal deaths in any group.

4. Discussion

Several combination therapies have been in the clinical trials for the

Fig. 1. (A) A schematic illustration of SOI for establishment of USTS PDOX model (modified after [48]). (B) Treatment regime for USTS PDOX model.

Fig. 2. (A) Quantitative efficacy of chemotherapy on the USTS PDOX model. Line graphs indicate relative tumor volume (tumor volume at each time point/tumor
volume at onset of treatment) at each time point after the onset of treatment. Statistical analysis was performed with the one-way ANOVA with Tukey HSD for post-
hoc analysis. N = 8 mice/group. *p < 0.05; **p < 0.01. Error bars:± SEM. (B) Waterfall plot of tumor volume at day 14 relative to the initial tumor volume for
each mouse.
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treatment for STS such as GEM + sirolimus [12], IFO + sorafenib [32],
GEM + DOX plus bevacizumab [33,34]. However, so far, no effective
treatment regimens for USTS has been developed. In the present study,
we found that the OLA + DOX and IFO combination can arrest the
USTS PDOX model. This is the first study which shows that OLA + DOX
and IFO combination is active in USTS, in this case a tumor resistant to
both OLA and DOX alone.

OLA is first-in-class–selective PDGFRα inhibitor [35]. OLA was well
tolerated and showed antitumor activity in patients with advanced solid
tumors [36,37]. OLA was shown to reduce proliferation and progres-
sion of several cancer cell lines including sarcomas [20,38]. A recent
Phase II study showed a prolonged survival in advanced STS patients
when OLA was combined with DOX [22]. Jones et al. [39] character-
ized the exposure–response relationship of OLA for progression-free
survival, overall survival, and safety when combined with DOX in pa-
tients with advanced STS and found that OLA is efficacious and less
toxic. OLA plus DOX had an acceptable safety profile in Japanese pa-
tients with advanced STS [40]. DOX and IFO has been used for the
treatment of the patients with STS for more than 30 years and is their
most common chemotherapy regimen [1,13,14]. In the present study,
adding OLA to the DOX and IFO combination could arrest the tumor
growth in USTS PDOX. As far as we are aware, this is the first in vivo
study demonstrating the efficacy of the combination of OLA and DOX

plus IFO on STS. Further studies are needed to confirm the tolerability
of this combination in patients.

There is an ongoing Phase I clinical trial testing the efficacy of OLA
together with DOX and IFO in the treatment of patients with advanced
STS (NCT03283696) [41]. OLA alone or in combination with DOX was
used to block the growth of preclinical mouse models of PDGFRα-ex-
pressing pediatric osteosarcoma and malignant rhabdoid tumor models
[42]. A combination of OLA with DOX inhibited tumor growth com-
pared with DOX alone in xenograft models of human osteosarcoma
[43]. In a Phase II clinical trial, OLA had an acceptable safety profile in
patients with pretreated GIST [44]. Patients with PDGFRα-mutant GIST
treated with OLA had prolonged disease control, but no efficacy was
found in patients with GIST without PDGFRαmutations [44]. However,
Gerber et al. [45] found no efficacy of OLA combined with paclitaxel/
carboplatin or paclitaxel/carboplatin alone in previously untreated
advanced non-small cell lung cancer (NSCLC). Similarly, in a rando-
mized, open label Phase II study, OLA together with liposomal DOX was
compared with liposomal DOX alone in advanced ovarian cancer pa-
tients, but did not result in significant prolongation of progression-free
survival (PFS) or overall survival in platinum-refractory ovarian cancer
[46]. A recent Phase II study examined the efficacy and safety of a
combination of OLA, mitoxantrone and prednisone (M/P) compared to
M/P alone in patients with metastatic castration-resistant prostate

Fig. 3. Photographs of representative PDOX mouse models from each treatment group at day 14. Arrows indicate the margins of the tumors. (A) Untreated control.
(B) OLA treated. (C) DOX treated. (D) DOX + IFO treated. (E) OLA + DOX treated. (F) OLA + IFO treated. (G) OLA + DOX + IFO treated.

Fig. 4. Tumor histology. (A) Untreated control. (B) OLA. (C) DOX. (D) DOX + IFO. (E) OLA + DOX. (F) OLA + IFO. (G) OLA + DOX + IFO. Scale bars: 100 μm.
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cancer [47]. They found that OLA was safe but did not improve the
efficacy of M/P chemotherapy [47]. Further studies are needed to
confirm PDGFRα mutations and change in the phospho-PDGFRα posi-
tive rate after OLA treatment in the USTS tumor.

In conclusion, this study uniquely demonstrates the power of the
PDOX model to identify novel effective therapy using the OLA plus DOX
and IFO combination for USTS. The data presented here suggest that
combination of OLA plus DOX and IFO could be a promising novel
therapy for USTS.

Conflicts of interest

TH, KM, NS, HO, ZZ, SR, NY, KH, HK, SM, KI and RMH are or were
unsalaried associates of AntiCancer Inc. AntiCancer Inc. uses PDOX
models for contract research. The authors declare that they have no
competing interests.

References

[1] C.D. Fletcher, Undifferentiated sarcomas: what to do? And does it matter? A sur-
gical pathology perspective, Ultrastruct. Pathol. 32 (2) (2008) 31–36.

Fig. 5. Ki-67 immunochemical histology. (A)
Untreated control. (B) OLA. (C) DOX. (D)
DOX + IFO. (E) OLA + DOX. (F) OLA + IFO. (G)
OLA + DOX + IFO. Scale bars: 100 μm. (H) Ki-67
labeling index. Bar graphs show the percentage of
cancer cell nuclei with positive immunostaining.
Statistical analysis was performed with the Kruskal-
Wallis with Steel-Dwass for post-hoc analysis. N = 6
fields/group. *p < 0.05.

Fig. 6. Mouse body weight. Bar graphs show mouse body weight in each treatment or control group at pre- and post-treatment time. Statistical analysis was
performed with the paired-t test. **p < 0.01, N.S., not significant.

T. Higuchi, et al. Cancer Letters 451 (2019) 122–127

126

http://refhub.elsevier.com/S0304-3835(19)30146-6/sref1
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref1


[2] American Cancer Society, Cancer Facts and Figures 2018, American Cancer Society,
Atlanta, GA, 2018.

[3] R. Grimer, I. Judson, D. Peake, B. Seddon, Guidelines for the management of soft
tissue sarcomas, Sarcoma 2010 (2010) 506182.

[4] B. Vincenzi, G. Badalamenti, A. Napolitano,, et al., Olaratumab: PDGFR- inhibition
as a novel tool in the treatment of advanced soft tissue sarcomas, Crit. Rev. Oncol.
Hematol. 118 (2017) 1–6.

[5] A. Italiano, S. Mathoulin-Pelissier, A.L. Cesne,, et al., Trends in survival for patients
with metastatic soft-tissue sarcoma, Cancer 117 (5) (2011) 1049–1054.

[6] S.P. Chawla, Z. Papai, G. Mukhametshina, et al., First-line aldoxorubicin vs dox-
orubicin in metastatic or locally advanced unresectable soft-tissuesarcoma: a phase
2b randomized clinical trial, JAMA Oncol 1 (9) (2015) 1272–1280.

[7] S. Gupta, L. Gouw, J. Wright, et al., Phase II study of amrubicin (SM-5887), a
synthetic 9-aminoanthracycline, as first line treatment in patients with metastatic or
unresectable softtissue sarcoma: durable response in myxoid liposarcoma with TLS-
CHOP translocation, Investig. New Drugs 34 (2) (2016) 243–252.

[8] P. Schöffski, S. Chawla, R.G. Maki,, et al., Eribulin versus dacarbazine in previously
treated patients with advanced liposarcoma or leiomyosarcoma: a randomised,
open-label, multicentre, phase 3 trial, Lancet 387 (10028) (2016) 1629–1637.

[9] M. Takahashi, S. Takahashi, N. Araki, et al., Efficacy of trabectedin in patients with
advanced translocation-related sarcomas: pooled analysis of two phase II studies,
Oncol. 22 (8) (2017) 979–988.

[10] B. Seddon, S.J. Strauss, J. Whelan, et al., Gemcitabine and docetaxel versus dox-
orubicin as first-line treatment in previously untreated advanced unresectable or
metastatic soft-tissue sarcomas (GeDDiS): a randomised controlled phase 3 trial,
Lancet Oncol. 18 (10) (2017) 1397–1410.

[11] M. Agulnik, R.L.B. Costa, M. Milhem, et al., A phase II study of tivozanib in patients
with metastatic and nonresectable soft-tissue sarcomas, Ann. Oncol. 28 (1) (2017)
121–127.

[12] J. Martin-Liberal, E. Pérez, X. García Del Muro, Investigational therapies in phase II
clinical trials for the treatment of soft tissue sarcoma, Expert Opin. Investig. Drugs
28 (1) (2019) 39–50.

[13] I. Judson, J. Verweij, H. Gelderblom,, et al., Doxorubicin alone versus intensified
doxorubicin plus ifosfamide for first-line treatment of advanced or metastatic soft-
tissue sarcoma: a randomised controlled phase 3 trial, Lancet Oncol. 15 (4) (2014)
415–423.

[14] K. Tanaka, J. Mizusawa, H. Fukuda,, Perioperative chemotherapy with ifosfamide
and doxorubicin for high-grade soft tissue sarcomas in the extremities (JCOG0304),
Jpn. J. Clin. Oncol. 45 (6) (2015) 555–561.

[15] M. Linch, A.B. Miah, K. Thway, et al., Systemic treatment of soft-tissue sarcoma-
gold standard and novel therapies, Nat. Rev. Clin. Oncol. 11 (4) (2014) 187–202.

[16] J.B. Demoulin, A. Essaghir, PDGF receptor signaling networks in normal and cancer
cells, Cytokine Growth Factor Rev. 25 (3) (2014) 273–283.

[17] M. Ehnman, E. Missiaglia, E. Folestad, J. Selfe, C. Strell, K. Thway, et al., Distinct
effects of ligand-induced PDGFRα and PDGFRβ signaling in the human rhabdo-
myosarcoma tumor cell and stroma cell compartments, Cancer Res. 73 (7) (2013)
2139–2149.

[18] A.L. Ho, S.D. Vasudeva, M. Lae,, et al., PDGF receptor alpha is an alternative
mediator of rapamycin-induced Akt activation: implications for combination tar-
geted therapy of synovial sarcoma, Cancer Res. 72 (17) (2012) 4515–4525.

[19] G. Antoniou, A.T.J. Lee, P.H. Huang, R.L. Jones, Olaratumab in soft tissue sarcoma -
current status and future perspectives, Eur. J. Cancer 92 (2018) 33–39.

[20] N. Loizos, Y. Xu, J. Huber, et al., Targeting the platelet-derived growth factor re-
ceptor-α with a neutralizing human monoclonal antibody inhibits the growth of
tumor xenografts: implications as a potential therapeutic target, Mol. Canc.
Therapeut. 4 (3) (2005) 369–379.

[21] A. Tobias, M.P. O'brien, M. Agulnik, Olaratumab for advanced soft tissue sarcoma,
Expert Rev. Clin. Pharmacol. 10 (7) (2017) 699–705.

[22] W.D. Tap, R.L. Jones, B.A. Van Tine,, et al., Olaratumab and doxorubicin versus
doxorubicin alone for treatment of soft-tissue sarcoma: an open-label phase 1b and
randomised phase 2 trial, Lancet 388 (10043) (2016) 488–497.

[23] X. Fu, F. Guadagni, R.M. Hoffman, A metastatic nude-mouse model of human
pancreatic cancer constructed orthotopically with histologically intact patient
specimens, Proc. Natl. Acad. Sci. U.S.A. 89 (1992) 5645–5649.

[24] C.A. Metildi, S. Kaushal, G.A. Luiken, M.A. Talamini, R.M. Hoffman, M. Bouvet,
Fluorescently-labeled chimeric anti-CEA antibody improves detection and resection
of human colon cancer in a patient-derived orthotopic xenograft (PDOX) nude
mouse model, J. Surg. Oncol. 109 (2014) 451–458.

[25] K. Igarashi, K. Kawaguchi, S. Li,, et al., Recombinant methioninase in combination
with DOX overcomes first-line DOX resistance in a patient-derived orthotopic xe-
nograft nude-mouse model of undifferentiated spindle-cell sarcoma, Cancer Lett.
417 (2018) 168–173.

[26] R.M. Hoffman, Patient-derived orthotopic xenografts: better mimic of metastasis
than subcutaneous xenografts, Nat. Rev. Canc. 15 (2015) 451–452.

[27] T. Kiyuna, Y. Tome, T. Murakami,, et al., Trabectedin arrests a doxorubicin-resistant

PDGFRA-activated liposarcoma patient-derived orthotopic xenograft (PDOX) nude
mouse model, BMC Canc. 18 (1) (2018) 840.

[28] K. Kawaguchi, K. Miyake, Q. Han,, et al., Oral recombinant methioninase (o-
rMETase) is superior to injectable rMETase and overcomes acquired gemcitabine
resistance in pancreatic cancer, Cancer Lett. 432 (2018) 251–259.

[29] K. Igarashi, K. Kawaguchi, T. Kiyuna,, et al., Tumor-targeting Salmonella typhi-
murium A1-R is a highly effective general therapeutic for undifferentiated soft-
tissue sarcoma patient-derived orthotopic xenograft nude-mouse models, Biochem.
Biophys. Res. Commun. 497 (2018) 1055–1061.

[30] T. Higuchi, K. Kawaguchi, K. Miyake,, Oral recombinant methioninase combined
with caffeine and doxorubicin induced regression of a doxorubicin-resistant syno-
vial sarcoma in a PDOX mouse model, Anticancer Res. 38 (10) (2018) 5639–5644.

[31] A.I. Hida, K. Bando, A. Sugita,, et al., Visual assessment of Ki67 using a 5-grade
scale (Eye-5) is easy and practical to classify breast cancer subtypes with high re-
producibility, J. Clin. Pathol. 68 (5) (2015) 356–361.

[32] X. García Del Muro, J. Maurel, J. Martínez Trufero, et al., Phase II trial of ifosfamide
in combination with the VEGFR inhibitor sorafenib in advanced soft tissue sarcoma:
a Spanish Group for Research on Sarcomas (GEIS) study, Investig. New Drugs 36
(2018) 468–475.

[33] M.A. Dickson, D.R. D'Adamo, M.L. Keohan, et al., Phase II trial of gemcitabine and
docetaxel with bevacizumab in soft tissue sarcoma, Sarcoma 2015 (2015) 532478.

[34] M.L. Hensley, A. Miller, D.M. O'Malley, et al., Randomized phase III trial of gem-
citabine plus docetaxel plus bevacizumab or placebo as first-line treatment for
metastatic uterine leiomyosarcoma: an NRG Oncology/Gynecologic Oncology
Group study, J. Clin. Oncol. 33 (10) (2015) 1180–1185.

[35] G. Antoniou, A.T.J. Lee, P.H. Huang, R.L. Jones, Olaratumab in soft tissue sarcoma -
current status and future perspectives, Eur. J. Cancer 92 (2018) 33–39.

[36] E.G. Chiorean, C. Sweeney, H. Youssoufian, et al., A phase I study of olaratumab, an
anti-platelet-derived growth factor receptor alpha (PDGFRα) monoclonal antibody,
in patients with advanced solid tumors, Cancer Chemother. Pharmacol. 73 (3)
(2014) 595–604.

[37] T. Doi, Y. Ma, A. Dontabhaktuni, C. Nippgen, J. Nippgen, A. Ohtsu, Phase I study of
olaratumab in Japanese patients with advanced solid tumors, Cancer Sci. 105 (7)
(2014) 862–869.

[38] P. Stock, D. Monga, X. Tan, A. Micsenyi, N. Loizos, S.P. Monga, Platelet-derived
growth factor receptor-alpha: a novel therapeutic target in human hepatocellular
cancer, Mol. Canc. Therapeut. 6 (7) (2007) 1932–1941.

[39] R.L. Jones, G. Mo, J.R. Baldwin, P.M. Peterson, R.L. Ilaria Jr., I. Conti, D.M. Cronier,
W.D. Tap, Exposure-response relationship of olaratumab for survival outcomes and
safety when combined with doxorubicin in patients with soft tissue sarcoma, Cancer
Chemother. Pharmacol. 83 (1) (2018) 191–199.

[40] K. Yonemori, M. Kodaira, T. Satoh,, et al., Phase 1 study of olaratumab plus dox-
orubicin in Japanese patients with advanced soft-tissue sarcoma, Cancer Sci. 109
(12) (2018) 3962–3970.

[41] ClinicalTrialsgov, A Study of Olaratumab (LY3012207), Doxorubicin, and
Ifosfamide in Participants with Advanced or Metastatic Soft Tissue Sarcoma,
https://clinicaltrials.gov/ct2/show/NCT03283696?term=NCT03283696&recrs=
ab&rank=1.

[42] C.D. Lowery, W. Blosser, M. Dowless,, et al., Olaratumab exerts antitumor activity
in preclinical models of pediatric bone and soft tissue tumors through inhibition of
platelet-derived growth factor receptor α, Clin. Cancer Res. 24 (4) (2018) 847–857.

[43] D.S. Deevi, L. Lariccia, S. Wang,, et al., Inhibition of human osteosarcoma xenograft
growth by anti-Platelet derived growth factor receptor alpha antibody, IMC-3G3,
alone and in combination with chemotherapy, Can. Res. 66 (2006) 877–877.

[44] A.J. Wagner, H. Kindler, H. Gelderblom, et al., A phase II study of a human anti-
PDGFRα monoclonal antibody (olaratumab, IMC-3G3) in previously treated pa-
tients with metastatic gastrointestinal stromal tumors, Ann. Oncol. 28 (3) (2017)
541–546.

[45] D.E. Gerber, P. Swanson, A. Lopez-Chavez,, et al., Phase II study of olaratumab with
paclitaxel/carboplatin (P/C) or P/C alone in previously untreated advanced NSCLC,
Lung Canc. 111 (2017) 108–115.

[46] W.P. McGuire, R.T. Penson, M. Gore, A.C. Herraez, P. Peterson, A. Shahir, R. Ilaria
Jr., Randomized phase II study of the PDGFRα antibody olaratumab plus liposomal
doxorubicin versus liposomal doxorubicin alone in patients with platinum-re-
fractory or platinum-resistant advanced ovarian cancer, BMC Canc. 18 (1) (2018)
1292.

[47] O.W. Hakenberg, J.L. Perez-Gracia, D. Castellano,, et al., Randomised phase II study
of second-line olaratumab with mitoxantrone/prednisone versus mitoxantrone/
prednisone alone in metastatic castration-resistant prostate cancer, Eur. J. Cancer
107 (2019) 186–195.

[48] T. Higuchi, K. Kawaguchi, K. Miyake, et al., The combination of gemcitabine and
nab-paclitaxel as a novel effective treatment strategy for undifferentiated soft-tissue
sarcoma in a patient-derived orthotopic xenograft (PDOX) nude-mouse model,
Biomed, Pharmacother.111 (2019) 835–840.

T. Higuchi, et al. Cancer Letters 451 (2019) 122–127

127

http://refhub.elsevier.com/S0304-3835(19)30146-6/sref2
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref2
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref3
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref3
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref4
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref4
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref4
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref5
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref5
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref6
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref6
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref6
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref7
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref7
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref7
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref7
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref8
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref8
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref8
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref9
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref9
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref9
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref10
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref10
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref10
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref10
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref11
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref11
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref11
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref12
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref12
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref12
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref13
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref13
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref13
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref13
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref14
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref14
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref14
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref15
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref15
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref16
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref16
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref17
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref17
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref17
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref17
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref18
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref18
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref18
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref19
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref19
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref20
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref20
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref20
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref20
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref21
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref21
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref22
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref22
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref22
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref23
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref23
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref23
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref24
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref24
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref24
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref24
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref25
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref25
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref25
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref25
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref26
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref26
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref27
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref27
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref27
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref28
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref28
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref28
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref29
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref29
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref29
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref29
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref30
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref30
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref30
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref31
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref31
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref31
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref32
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref32
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref32
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref32
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref33
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref33
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref34
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref34
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref34
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref34
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref35
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref35
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref36
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref36
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref36
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref36
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref37
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref37
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref37
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref38
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref38
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref38
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref39
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref39
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref39
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref39
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref40
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref40
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref40
https://clinicaltrials.gov/ct2/show/NCT03283696?term=NCT03283696&recrs=ab&rank=1
https://clinicaltrials.gov/ct2/show/NCT03283696?term=NCT03283696&recrs=ab&rank=1
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref42
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref42
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref42
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref43
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref43
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref43
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref44
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref44
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref44
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref44
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref45
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref45
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref45
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref46
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref46
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref46
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref46
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref46
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref47
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref47
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref47
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref47
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref48
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref48
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref48
http://refhub.elsevier.com/S0304-3835(19)30146-6/sref48

	Olaratumab combined with doxorubicin and ifosfamide overcomes individual doxorubicin and olaratumab resistance of an undifferentiated soft-tissue sarcoma in a PDOX mouse model
	Introduction
	Materials and methods
	Mice
	Patient-derived tumor
	Surgical orthotopic implantation (SOI) for establishment of a USTS PDOX model
	Treatment study design in the USTS PDOX model
	Histological analysis
	Statistical analysis

	Results
	Efficacy of chemotherapy on USTS PDOX
	Histology of the USTS PDOX
	Ki-67 immunohistochemical staining
	Effect of treatment on body weight

	Discussion
	Conflicts of interest
	References




