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» Response Rate : 33% vs 19% (Abraxane 260 mg/m2 vs Paclitaxel
Injection 175mg/m?2)

> ADR : >20%, alopecia, sensory neuropathy, fatigue, neutropenia,

arthralgia, myalgia, nausea, infection with unknown ANC, diarrhea.
Referance : J Clin Oncol. 2005 Nov 1,23(31):7794-803
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(2) ERESEES MR MBKETE (ANC) /€52 1,500 cells/mm3 BOEA - RFE
hfi A Nab-Paclitaxel - #5422k IF/ N ATER A - % Nab-Paclitaxel
BREPEEREBETHEMECE @HEDHE MK EEE R |
1% 500cells/mm3) - B /& & T2 2 Nab-Paclitaxel £
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8 2156 15 9E B IEP M4 B M3IKET B (ANC) [E#8%& 500cells/mm3 B ERIT
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> 1.5 % ULN B AST<10 f& ULN) - AZ:ZHF Nab-Paclitaxel - PEHE
ERINEAERA - tRBREIEERE D -

ZYRZEEA

» Substrate of CYP3A4 (major); Note: Assignment of Major/Minor
substrate status based on clinically relevant drug interaction potential;
Inhibits CYP2C8 (weak), CYP2D6 (moderate)
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Polymerization

Paclitaxel =] OQ ®)
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" 3
’_)/) C GDP-bound tubulin dimer

C GTP-bound tubulin dimer

Paclitaxel suppresses microtubule dynamic instability. GTP-bound tubulin dimers
are incorporated into the growing end of the microtubules, and are thought to
form a stabilizing cap of GTP-bound tubulin. Over time, GTP is hydrolyzed to GDP,
which leads to a conformational change in tubulin dimers and destabilization of
the microtubule lattice.

Loss of the GTP-tubulin cap results in microtubule depolymerization.
Nucleotide exchange primes released tubulin dimers for reincorporation
into a microtubule. Paclitaxel prevents microtubule depolymerization.
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nab-Paclitaxel

Albumin-bound %,
particle
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Cremophorsolvent
micelles © Paclitaxel | Albumin

Abraxane is a biologically interactive, nanometer-sized albumin-bound
paclitaxel particle initially developed to avoid the toxicities associated with
polyethylated castor oil. It is the first of a new class of anticancer agents that
incorporate albumin particle technology and exploit the unique properties of
albumin, a natural carrier of lipophilic molecules in humans.

Administered as a colloidal suspension of 130 nanometer particles, Abraxane
allows the safe infusion of significantly higher doses of paclitaxel than the
doses used with standard paclitaxel therapy, with shorter infusion schedules
(30 minutes v 3 hours, respectively) and no premedication.

In addition, the albumin-bound nanoparticle was designed to preferentially
deliver paclitaxel to tumors by biologically interacting with albumin receptors
that mediate drug transport; in vitro studies have demonstrated a 4.5-fold
increase in paclitaxel transport across endothelial cells for Abraxane

compared with standard paclitaxel.

Ref.

Neuropharmacology. 2014 Jan;76 Pt A:175-83.

Albumin in Medicine. Springer, Singapore, 2016. 101-119
J Clin Oncol. 2005 Nov 1;23(31):7794-803.
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1. EEREPM A MIKEEER 1,500 cells/mm3 KIEE - AolitA Nab-

Paclitaxel A% °

2. Nab-Paclitaxel A ZZEY BRI GIFR - B ERAEMEEY) - FEMRE
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(1) RErER  BE - BRE W - 8K/8% - EERE - I18KEF
(2) BE : ZMiP - WETRELSE - EREEEARERE - WO -
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8. BRARESR . R EMNHE ( BBMIBEEBIS—XAT - IE/ AR Ab
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