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NERLYNX 40 mg/tab

BRZTITE B \ S | 7R s //

= B ERE (YR 2017 & FDA A8 /)

> FDA R 2017 2 ERRSAABRREERAFREE 2 (HER2)BERIR/MAZ
BHFBEAMARA - fFRES trastuzumab BB EAZ Z BRR(EEENMEE -

US FDA e e et
— B ET A BRAS R FEEIE
Extended Multicenter, Neratinib (N=1420) vs AR
adjuvant randomized, double- Placebo (N=1420) Neratinib
treatment of blind, placebo- Number of events/Total | 240mg QD
adult patients | controlled study, phase | N : 4.7% vs 7.5% HE—F -
ith earl
with early stage | 3 o iDFS at 24 months : 94.2
HER2- Neratinib vs Placebo

vs 91.9
Stratified HR : 0.66,
Lancet Oncol . 2016 p=0.008

overexpressed/d group
mplified breast
cancer, to follow

) Mar;17(3):367-377. Common grade 3/4 AE:
adjuvant
trastuzumab Diarrhoea ( <41% )
based therapy

*iDFS : invasive disease-free survival, the time between the date of
randomization to the first occurrence of invasive recurrence (local/regional,
ipsilateral, or contralateral breast cancer), distant
recurrence, or death from any cause, with 2 years and 28 days of follow-up.
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N B 5B ABSE—H Neratinib JAER - FER
M loperamide 1E& IERTEFTARE - WK
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B MR ESBEIEAIER
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ULN : upper limit of normal
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(minor); Note: Assignment of Major/Minor substrate status based on
clinically relevant drug interaction potential; Inhibits P-glycoprotein/ABCB1
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Neratinib is another oral, but irreversible TKI, known as a pan-inhibitor
because interacts with the catalytic domain of several EGFR family members
(EGFR, HER2 and HER4) and blocks their downstream signaling pathways
with proven efficacy in trastuzumab-treated and trastuzumab-naive patients
with HER2-positive metastatic breast cancer. The potent inhibition of HER2
downstream phosphorylation by neratinib could render this drug effective
despite development of trastuzumab resistance.

The activity of neratinib, in inhibiting cellular proliferation, is greatest in cell
lines which have high levels of HER-2 (BT474, SK-Br-3). However, even in cell
lines with HER-2 overexpression there will be varying sensitivity to neratinib;
which is postulated to relate to the presence of other HER receptors and
their ligands. Importantly, pathways downstream of the HER-2 receptor,
namely the mitogen-activated protein kinase (MAPK) and the
phosphatidylinositol-3 kinase/Akt, are also inhibited by neratinib. Further, in
BT474 cell lines, cyclin D1 downregulation and induction of p27 by neratinib
leads to disruption of cell-cycle regulation and cellular arrest
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Ref. Lancet Oncol . 2016 Mar;17(3):367-377. / Cancer Res . 2004 Jun 1;64(11):3958-65. / Am
J Cancer Res. 2015; 5(9): 2531-2561.
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