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TNBCcells express high levels of NK1R

Figure 1. (A) NKIR expression as | [Diseussion DOX often causes

ﬁjgﬁfﬁ;d4b5y3‘f§;e:;§§$ig recurrence and chemoresistancein
’ TNBC[10, 11]. In addition, DOX has

Introduction

Triple negative breast cancer (TNBC), Is

characterized by aggressive clinical cells. ) _ 2
characteristics, poor prognosis, and high been known'to induce card!otOX|c§|de
mortality rate within first 5 years [1, 2]. A effects such as electrocardlographlc
oovoruin 009 ane Cispain 65, | e e e el e
formsthebaS|sof_chem_otherapyreglmens NK1R Antagonism Enhances Efficacy of DOXin TNBC Cells. threatening heart failuréoracute
for many cancers including TNBC [3-7]. o | _ _
However, both DOX and CIS often causes o 0z 259 it ® ave | COFONAry syndromesin some patients
ez BT T | s sl Do | estatinis high
severe side-effectsin TNBC. Novel E § 150y Trroorael SRR 2 ose osses £ % s + apooxro]_Ics0[Trmens]| 1 0 f fS 0, alt oufg C|Is_p atrl]n 's nignty
therapeutic combinations are urgently ggmﬂ s o7 o | 55 voof — om oo | O ectiveas first-line therapy in TNBC,
needed to increase the efficacy of DOX and £ o ST R :: g \ It can lead to chemoresistance and
CIS and at the sametimeablate or reduce  [ay | < L NMEEEEERE unwanted dire manifestations such as
toxicity and chemoresistancein TNBC. —— T peripheral neuropathy, inhibited
Substance P (SP), an 11-amino acid S g === immuneresponses to infections,
neuropeptideinvolved in pain o to@epon - ooex  [TICRITTeE %332 - %‘32 | = i - Sﬁver_e aney damhage, her?rmg Iosds,
transmission, acting viaits high affinity E § 150 Bl L M TE ST S 0.10 ’—I = 0.4 ’—‘ = ;: F—l allergic reac_tlngz ergorr ige’ljn
receptor, neurokininlreceptor (NK-1R), has z 3 HETG = s - gastrointestinal disorders 13, 14].
shown to be mitogenic for human cancer s £ 50'\< ; S oS S Our studies determined that
cellsin vitro [8]. NK1Ris over expressedin [C)| £ =, 3 7 5 = D) il Sl s combinations of NK1R antagonism
with either of the 2 chemotherapeutic

TNBCcells [9]. In vitro studies have shown

that SP prevents apoptosis of tumor cells Figure 2. NK1R Antagonism causes enhancement of DOX-induced loss of viability in TNBC cells. Loss of viability agents namely DOX or CISresulted in

. . . induced by DOX 1 the presence and absence of AP in MDA-MB 453, 468 & Sum 149 cells (A—C). ICs, levels of greater efficacy compared to the
and md_ucesf tumor cell m Igrqtlon [8]. We DOX in presence and absence of AP in TNBC cells (D-F) (*, T, §, p <0.05, ANOVA, n = 2). chemotherapeutic agents by
determined if NK1R antagonism can NK1R Antagonism Enhances Efficacy of CISin TNBC Cells th I In TNBC
increasethe efficacy of chemotherapy - = : emselvesin '
using human TNBC cell lines. R ToslDuse Fs ClValn — FostDuse 4 CIVale -
Method e w o e | CoOnclusions
e o s = 1:10 (APCIS) & 2:33 :g:g ;:Z;gz:gg; ;130 8;;1 g'jgjjg =) 1B APRCIS) e IC50 | 1.8590-005 10 0241 044980 Th ese stu d | es | m pl |Cate th at NK1R -

. _ p% : - AP+CIS (1:10) IC50[ 1.477e-008 ) : : < E% 1501 = CIS IC50 [ 1.870e-005 || 33 0334 0.40447 . . . .
ooy suiture buman THBC cel ines, MDA 493, 12 oo e (EEM) Rece[EBfteEer s 0n o | receptor antagonism in combination
468 and Sum 149, were a kind courtesy of Dr. Nato 2 5 1004t ——; 22 0 el B3 wo.%fw.\ 22 0354 034 H DOX of OIS bl

. =2 ' o Foi ~ 1.65 039 036445

Ueno, Translational Breast Cancer Research, 83 50'%\ o ows oces | £ 850 o [ e | W or Lismay possibly serve as
Department of Breast Medical Oncology, MD s U T € % 3 7 5 5 4 novel, more effl_caC|ous an d_ Sa_lfer
Anderson Cancer Center, Houston, TX. Sum 149 A) e Gl B) i s s therapeutic options than existing
was cultured in RPMI, while all other cells were [ Sum149 | ' MDA-MEB 468 therapiesfor TNBC.
cultured in DMEM- containing 10% heat-inactivated . — _o® Figure 3. NKIR Antagonism causes enhancement of CIS-
fetal bovine serum, antibiotics (streptomycin and g 10- | z: %nduced loss of Yiability in TNBC cells. Loss of viability References
penicillin), an antifungal agent (amphotericin B) and 3 - 2 o induced by CIS in MDA-MB 468, and Sum 149 cells (A-B). | 1.collignonJ, Lousberg L, Schroeder H, Jerusalem G:
were not passaged more than 4 wks continuously. <o D e ICs, levels of CIS in the presence and absence of aprepitant | BreastCancer(Dove Med Press) 2016, 8:93-107.
Viability Assay Cell viability was measured using C) ;;v?"" D) 5 in TNBC cells (C-D) (*, 1, 1, p <0.05, ANOVA, n =2). tzr'eZ?ﬁ:Seﬁfz%’ﬁafé’é?ffl\éii%%aﬂCancer researchand
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