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MASCC-0414

Randomized, double-blind, phase iii trial of palonosetron versus
granisetron in the triplet regimen for preventing chemotherapy-
induced nausea and vomiting (CINVY) after highly emetogenic
chemotherapy (HEC)

T. '!i’amanaka', T. Yanai:, Y. HDI]ITI.EI.E, K. Amtad, R. Matsuis, K.
Goto®, N. Yasumori’, W. Okamoto®, M. Takase”, K. Shibata'’, M.
Sano'', M. Haga'?, N. Seki", K. Suzuki®, N. Yamamoto'?

'Research Center for Innovative Oncology, National Cancer Center
Hospital East, Chiba, Japan, Division of Pharmacy, National Cancer
Center Hospital, Tokyo, Japan, *Division of Gastrointestinal Oncology,
Mational Cancer Center Hospital, Tokyo, Japan, ‘Department of
Pharmacy, Shizuoka Cancer Center, Shizuoka, Japan, 5szpan‘.mm'ﬂ. of
Pharmacy, National Cancer Center Hospital East, Chiba, Japan,
*Division of Thoracic Oncology, National Cancer Center Hospital
East, Chiba, Japan, 'Department of Pharmacy, National Kyushu
Cancer Center, Fukuoka, Japan, "Depamnent of Medical Oncology,
Kinki University Hospital, Osaka Japan, “Department of Pharmacy,
Kouseiren Takaoka Hospital, Toyama, Japan, '"Department of
Medical Oncology, Kouseiren Takaoka Hospital, Toyama, Japan,
"Department of Pharmacy Services, Saitama Medical University,
Saitama, Japan, '*Department of Digestive Tract and General
Surgery, Saitama Medical University, Saitama, Japan, "’ Division
of Medical Oncology, Teikyo University School of Medicine,
Tokyo, Japan, ""Division of Thoracic Oncology, Shizuoka Cancer
Center, Shizuoka, Japan

Introduction: Standard antiemetic care for preventing CINY due to
HEC is a combination of 5-HT; receptor antagonist (RA), dexameth-
asone, and NE; RA.

Objectives: To compare the efficacy of two 5-HT; drugs,
palonosetron and granisetron, within the toplet regimen for
preventing HEC.

Methods: Patients with a malignant solid tumor who were receiving
HEC contammg 50 n'lg.n‘l:]'l1 or more cisplatm were eligible. They
were randomly assigned to either Atm A (palonosetron (.75 mg,
iv.) or Arm B (granisetron 1 mg, i.v.), before chemotherapy on day
|, both arms with dexamethasone (9.9 mg on day | and 6.6 mg on
day 24, i.v.) and aprepitant (125 mg on day | and 80 mg on day 2—
3, po.). The primary endpoint was complete response (CR) at the
overall (0-120 h) phase. Secondary endpomts mmcluded CR at the
acute (24 h) and delayed (24120 h) phases, and complete control
(CC) and total control (TC). Planned sample size was 840. The exact
Cochran-Mantel-Haenszel (CMH) test was performed at a sigmfi-
cance level of 0.05.
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Results: Between July 2011 and June 2012, 842 patients were regis-
tered from 20 centers and 827 patients were evaluable. The median
CDDP dose was 76.] mg/m” in Arm A and 75.7 mg/m” in Arm B.
Baseline charactenstics were well-balanced. Efficacy results are sum-
marized in the Table.

Table
Arm A, Am B, 0Odds Ratio Pevalue
N=414 N=43] (95 % CI)
CR % Owverall 66 % 59 % 1350099, 1.82) 0.0539
Acute Q2 9 o2 % 100 (058, 1.71y  1.00
Delayed 67 % 59 % 1450107, 1.96) 00142
CC% Owerall 64 % 56 % 141 (105 190y 00234
Acute Q0 % o0 %G 101 (061, 1,65y 1.00
Delayed 65 % 56 % L5T 112, 204 00053
TC % Owerall 48 % 41 % 136 (1.01, 1.82) 00369
Acute Bl % Bl % 100 (0.69, 1.45y 1.00
Delayed 49 % 41 % 136 (1.02, 1.83) 00369

Conclusions: The primary endpoint was not met (P=0.0539). How-
ever, the overall study results have shown the clmical utility of
palonosetron in the riplet regimen. Palonosetron is a more preferable
5-HT; RA than granisetron for preventing CIN'V due to HEC
References: Regstered with UMIN-CTR (httpy/wwwoumin.ac.pletn’).
Study ID: UMINOOOOOB63
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1) Kenjiro Aogi & Hiroshi Sakai & Hirohisa Yoshizawa & Norikazu Masuda &
Nobuyuki Katakami & Yasuhiro Yanagita & Kenichi Inoue & Masaru Kuranami
& Mitsuhiro Mizutani & Noriyuki Masuda. A phase III open-label study to assess
safety and efficacy of palonosetron for preventing chemotherapy-induced nausea
and vomiting (CINV) in repeated cycles of emetogenic chemotherapy. Support
Care Cancer (2012) 20:1507-1514 DOI 10.1007/s00520-011-1239-0

2) Luigi Celio & Erminio Bonizzoni & Emilio Bajetta & Silvia Sebastiani & Tania
Perrone & Matti S. Aapro. Palonosetron plus single-dose dexamethasone for the
prevention of nausea and vomiting in women receiving anthracycline
/eyclophosphamide-containing chemotherapy:meta-analysis of individual patient
data examining the effect of age on outcome in two phase III trials. Support Care
Cancer (2013) 21:565—-573 DOI 10.1007/s00520-012-1558-9
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10.1007/s00520-011-1140-x

Guzin Gonullu & Sabri Demircan & Mustafa Kemal Demirag & Dilek Erdem &
Idris Yucel. Electrocardiographic findings of palonosetron in cancer patients.
Support Care Cancer (2012) 20:1435-1439 DOI 10.1007/s00520-011-1226-5
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Tania Perrone & Antonio Gnoni. Antiemetic efficacy of single-dose palonosetron
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[E4 ] Aprepitant plus granisetron and dexamethasone for prevention of

chemotherapy—induced nausea and vomiting in patients with gastric cancer

treated with S-1 plus cisplatin



TTT

@rial for antiemetic triplet therapy
AC g2 21T B AMEE 2552 & L 2L« Wit D PREICS T35 3 A OEF W5 D 5 5 5R

[#g##5] J Gastroenterol. 2013. [Epub ahead of print]

[ ] 0yama K (Department of Gastroenterological Surgery, Kanazawa University
BIRK 2 41)

[Z2H9] CDDP+S-I L FHRIEEZ T H2ENABEEZRGRE LT, 7L EX S b 7
F=kbrr, TRV RV EETHIMRE O B & 2 ik 3k [ I BT
) & BIERAF 2 CREAG L7z, CDDP (¥ 60mg/m® & L7z, fRAT I GEHI 53 B C EFF
Ml H O CRITAHIM 88. 7%, StEH] : 98. 1%, EFHH :88.7%Th o/, VAT
7 F U+ S OFRMEFRIE O R A FH <7 SPIRITS RER NG, 77 L E X R R
TG ENRWEEOMEE ET HED - EHERT 500 RSN D, A RIORR
T, 7 e s b EREICL D 2002 O CR R EF 2 N0 L7 S 4HE 70% %
RS BIFRFERTH - T,

ONAFERNCHT=T 7L e b CINIZHT 28RO L E 2 —

[RE4 ] Review of the efficacy of aprepitant for the prevention of
chemotherapy—-induced nausea and vomiting in a range of tumor types.

[#5#k55] Cancer Treat Rev. 2013;39(1):113-7.

[ ] Aapro MS (IMO Clinique de Genolier, Switzerland)

(ER] 77 L EX s hOWAE 3SHER 453 (FiE2R) 1220 T, 2RAAREL
LB a—& T o7, HEC B CIIWRasFe. HiLaE, iEonsht 77
LES Y ROBMRAICEY CREOFAZTRIET RO S, MEC Sl Tl T
CR S DIE TR RD HA A, LI, Wi, 2 O oIt 5 MR
BOLNIRNoTo, TOM, IWEFTIIT L EX > FOEHIC XY WIEIE
M F TORFMER RO bivic, NAFRI HUas AFIR] ORISR %2 Efi 4 5 35
T 20, ALFRIEOPEIZ—ATIEXT S L X R EEDIHIMEIEIC X
CINNDHEBLZF/NNRIZL EDDHILRTE, BABEOT T2 UET LI LN
AEETH D,

1) Hesketh PJ, Grunberg SM, Gralla RJ, et al. The oral neurokinin-1 antagonist
aprepitant for the prevention of chemotherapy—induced nausea and vomiting:
a multinational, randomized, double-blind, placebo-controlled trial in
patients receiving high—dose cisplatin—the aprepitant protocol 052 study
group. J Clin Oncol 2003;21:4112-9.

2) Poli-Bigelli S, Rodrigues—Pereira J, Carides AD, et al. Addition of the
neurokinin 1 receptor antagonist aprepitant to standard antiemetic therapy
improves control of chemotherapy—induced nausea and vomiting. Results from
a randomized, double-blind, placebo-controlled trial in Latin America.
Cancer 2003;97:3090-8.

3) Warr DG, Hesketh PJ, GrallaR]J, et al. Efficacy and tolerability of aprepitant
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for the prevention of chemotherapy—induced nausea and vomiting in patients
with breast cancer after moderately emetogenic chemotherapy. J Clin Oncol
2005;23:2822-30.

4) Rapoport BL, Jordan K, Boice JA, et al. Aprepitant for the prevention of
chemotherapy—induced nausea and vomiting associated with a broad range of
moderately emetogenic chemotherapies and tumor types: a randomized,

double-blind study. Support Care Cancer 2010;18:423-31.
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[HEY] m bR B2 Z T D ANARE R L LT, 3SAIPEAHIEL 2 2
VERAITL, TOMRICEEEEX DB TEMERRT D,
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®CBDCA % & Tp H1 %8 B M PR AL 2R IE B/ T IRF O L « MM )E 32 3 A OF vk
(Aprepitant+Granisetron 3mg+Dexamethasone) & 2 Fl{FFHEE (Palonosetron
0. 75mg+Dexamethasone) D Hj A X Open LL#ZERER (CAP study)

(hEs%] WM ERY % — R v 2 —

[B&kH] 201343 HT7H

[HM] VR 7T F 2 (CBDCA) & X— A & U 7= 4 B b AL SR I I B8 L il
HEEE LT, 77V EX NI = hardmg L TXHAX Y &2 HH
THIKIPEAREL . N 2k b 0.Tmg (7 FH A XY U A LT 2 FIPE
MO ELENEN TV DI NE TN ARG 12— 2 H THRIET 2,

olis NEHEIZ %95 Paclitaxel, Carboplatin {f LWL IS T D kA il it
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Aprepitant & Palonosetron D H MR L ONLZ M2 7 % Phase 111 R ER
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[H#] Paclitaxel, carboplatin ffHEEIZI T 5 H|H-Al Aprepitant 7>
Palonosetron O AR L L e MR T5 2 &,
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