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Cabazitaxel

60 mg/1.5 ml
HEABR T

N

= BB ERE (YR 2017 & FDA A8 /)

> 2017 £ EmARERMRISIRE
3 #B—=® 20 mg/m2 ( £ prednisone B &FEA ) -

Y

Z

> ERHmKELEESERUNEAER G-CSFETYMRIRL ; FIEER 25
mg/m2 BIERZEEREZ B A G-CSF ET—ARTE -

> TS cabazitaxel A1 =230 HiEfaL A% .

A E AR ZE (10

diphenhydramine IV 25 mg si&E4) ) ~ RE#EEE ( 40 dexamethasone
8 mg IV ELEY ) M IVH2 FiE -
> RIBIEREERE  oFERLIETERAE ( ORIFIKES ) -

l:;y;[; Al B ER AT Al AR R RZEEIS
FDA: 2010, Randomised open- 377 pts mitoxantrone vs | 25 mg/m(2)
Prednisone plus | label trial 378 pts cabazitaxel) cabazitaxel iv over
cabazitaxel or Pts:755 mQOS 12:7 months vs 1 hevery 3 wks +

mitoxantrone for
metastatic
castration-
resistant
prostate cancer
progressing after
docetaxel
treatment

10 mg oral prednisone
daily, either 12
mg/m(2) mitoxantrone
12mg/m2 IV over 15-
30 min vs 25 mg/m(2)
cabazitaxel IV over 1 h

every 3 wks
Lancet

15-1 months

( cabazitaxel group,
p<0-0001).

mPFS 1-4 months vs 2-8
months (cabazitaxel
group p<0-0001).

AE : grade 3 or higher
neutropenia :

10 mg prednisone
qd
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2010 Oct 2,376(9747)1147- | mitoxantrone, 58% vs

i cabazitaxel 82%

Diarrhoea :<1% vs 6%

Febrile neutropenia :1%

vs 8% patients in the

cabazitaxel group
FDA:2017 Randomized, open- median OS: 15.1 cabazitaxel at a
combination of | label trial (PROSELICA) | months for the C20 (598 | dose of 20 mg/m2
cabazitaxel ata | of 1200 pts with 20 pts) vs 15.9 months for | g3 wk +
dose of 20 mg/m2 vs 25 mg/m2 | the C25 (602 pts) group | prednisolone
mg/m2 g3 wks | J Clin Oncoldoi: (HR 1.042) 10mg qd

10.1200/JC0O.2017.74.7931

and prednisone AE C20 group : 41.8%
for the treatment experienced grade =3

of patients with neutropenia compared
metastatic with 73.3% of patients in
castration- the C25 group.

resistant
prostate cancer
who previously
received a
docetaxel-
containing
regimen.

* mPFS: medium progression free survival; ORR: overall response rate;
median overall survival (mOS)
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2H1H’TE¢£E%’H?¢% - Cabazitaxel 2 —E@XLEITEMRIMENGE , CRUMEERA
AREAERMELIIFIMERNRR - HITMERREAR R - EHARE

HH]ITED%JTHEFHM_% ABREAEE - cabazitaxel ¥ZZW2% (MDR) ER /I
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MAE - AitEmMEEREREENM - IHMENERE  PEARB#HIE - &
s A e /R A RSt T -

Bt R EHESEE (A

>
>

Mottt EERL(A 10-30%M B A E LR -

HFEIMIkERRERE : B (98%-100% ; 3/4 4 : 10%- 14% ) ~ BIIIKE

D (80%-96% ; 3/4# : 29%-69% ) ~ BPMUIKED (67%-94%) ;

3/4 4% 1 42%-82% ) - M/ (35%-48%) ; 3/44k : 3%-4%) ~ &

PUIKB D EHEEE (2%-9% ; 3/4 /K 1 2% - 9% ) ~ HERIARNRRE D S5
R (3% -7T% ; 3/4#R : 2% - 6% ) - BEEP A MIKE DS EE 1A%

Té 4-17 RZM[E - MES 12 RKEZIRER -

AEFERERBEIEAAELERERHAprednisonels 28 4 89)

1.

ZYDTEIRBINIE | H4AAER - BIIS4A T2 EMIBMEEY R - 1EI b
R ATEEER - DAAREBREIRS - AT - Ri)gilff - IR . u;ll)i
g« 550 - X8 - 58S - IBTOUAHR  BHELENE %/\E
DEMEAERIER | DEARE (5%) - BMEE (5%) « RIBEKE (7% E 9%) -
PRt A AREITFA EE% (4% -8%) G858 (4% -8%)  BE (5%) -
BEMEAAEIER K (25%-37% ) ~ RIEHELREE (13% ; 3/4 4 :
<1% ) ~ KHEKE EEZ‘“F% (7%-11% ; 3/4 % : <1%)

BB EHERGRIER BB (6%-17%) B (16%) - E#

(18% ) - BRRNFE (13%-19% ) ~ 88 (31% -47% ) ~ IRE[=HE ( 7%-
11%) ~ B0 (25% - 34%) ~ &ML (15% - 22%) JB1EAR (10%) ~ % (5%
3/4 8% 0 <1% ) ZEYPRIFEEE - E Ol ERS A REARIE -

IR A FABIVER : 1% (6% -11% ) ~ WIREEE (5% - 12% ) EEHIRER
ARMEEBEZEZNIENHEE - FUBISHE -

N AFREIER BRK (5% ) ~ BERE (4%-9%)

i 2B (ER : FHESIALTHS (3/4 4 : <1% ) - FHEHIASTHS ( 3/4
M<1%) - MBRARAS (3/4848 :<1%) - ERRECBLIRZERBRN
(BB - REE= - ZZREREEZENR)  WESHEEA -
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9. NASREAFAER: BB (7%-11%) ~ E5 (15%-20%) - BiE
(11%-16% ) ~ TUEERE (5%- 7% ) ~ NIAKE (7% ) - BiRERE(B8%)

10. Bz mEIFH : BRIBAEIEEE (4%)

1. WIREEZRAEER: MR (14%-21% ) ~ IRESEE (7% -11%) ~ HERE
B (4%-7%)

12. REZMEIFR E% (3% £ 10%)

13. EMEI{ER : 88¥E (5% -12%)

g SEREEYETRIRERR - PMRENEIER - 8% ZEMASWEIER  RAERIIRER -
HEE NMIANEMZEYNOEEEIER - ZYEIFRANEREHEEREEMERHIEINE RSHE
# (Common Terminology Criteria for Adverse Events, CTCAE) - & 2B A B (EEBAEE -
FIR4EREsHNREENR - SHSBRBEHRELRFNERINE  DREM &) PREAK) &
BGA ) (4 MIILT (5 4) - SRE 3R LNEIEAR  BBENARERETHSRAE
FPIFEE  BRE 4 RER  AZBREERNABEERRE -

MERNHEEAEE:
A 0.22 oRTEZBIBR L 1 /NEHOES - AZFEHE polyurethane BIEI& z’%
174022 - TEXHAIE D 3 ﬁﬁi%ﬁﬁ‘ﬁﬁﬁﬁhzﬂﬁﬁ?ﬂ? - REREREA H2 B -
FEABBYEE (BRRE) - BEEALILEMTEDE ( ORSEOES ) -

> BX Ij] K = nYBJ = '\'H ?ﬁz

B CrCl215 mL/minute: fE/E:RZE S
B CrCl <15 mL/minute E2>RHB B hii = /) VO B R

> WINEEAZHISHE
B EARFSAERAST AL ER - B Mild impairment (total
bilirubin >1 to 1.5 times ULN or AST 21.5 times ULN): 20 mg/m2 /J\/ly
il
B Moderate impairment (total bilirubin >1.5 to <3 times ULN and any
AST): B8 Z 15 mg/m2 : /WO EE R
B Severe impairment (total bilirubin >3 times ULN): 2ZH
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FIETIE

25mg

IR
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F%E 205mg

I I

5 _PEEEP

ﬂ%

F¥E 15 mg

0 | b0 | b0

55 = F&EAP

ﬂ%

T3

= H

MF

S/ EREREAERERFHNEE

B BEHNE: neutrophil count £1500/mm3

MK AR ETEI<1,500/mm3 £
Cabazitaxel - TE—IEHG Rl fah - #8
1B 80% M= Cabazitaxel ;A EHE
ALIRT 3 A0 4 REDHEIR D -
B~ M/wWET - 5mAmkeED -
[E 48 MmEKED ~ BB T*I*EHHESZ/JEJZ’/'\
?"‘ ESRIRENILT - BLERETARE
—1@& 30 Rt HIREPHEED - B
J]]l » M/ AR N AD/s = B M EK AR e R

BlfER BRI
BRI  ARSHABERMIORDME @ ZEHMAAES 25 mg/m2 HER/Y
MAIET - KB EAMRAMMRETE - & WA - A G-CSF 1T MIKE 4]

RIERS - BIRE B S BERKEER

BA (Bl - EF - BSHEARRRE
BRIV EE - BERBEAEE
EETRIE - EERnE - B
BEGHIE) - BEER G-CSF#
1THRIER -

® BEP kAR ot SERE R
WA - HEER _ARFERMITAM
KERRET - BRI Hb <10

D PEIEREE 20 mg/m2 - AR

g/dL BEA - e REABRIAE
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mEEP A MIKE NMERRE - EF 27 - BHFEANEMARE

FEREPHIKE N 82 a5 AR P I IK(E 2 -

- FaEERaREIRENRIGE @ EBE4S JAMKERAS - BIEF

FE - £ ARERROIFEED MEBKAIRRRRIE 2 3 4RI5E >1H « i

MEEKORLMIE 5| RERY B2 IE LR - EAREEZ ANC >1,500/mm3 - 24
‘R ER—EMEE - RRESS
T BMERREFE M _&KIELS -

® [SohiEDkAlAERR I s G al S P MR
R5IERR | B S RE £ =/
ANC >1,500/mm3 - 2REAF T £ R
D—{EREAR - ESEE WBC £RE
+ _#k3akp -

BlfER BRI

BISEHEY : VA EHREL B
R - ERTAEREE - TSR
ARBREXGNBRCRS - e | © BH> 3 WERFRILERRA/
RO EIER, - S REEAIRER | ¢ BISAEE

wRAERE EEsnEpErng | © WRORREHER - 2E - 58
=7, RS - AR T MERANIER (i AFAIERM
NEBBATBEE (TR ) - gE | FAD) FER - BIEEE - o]
BBEGERROFA (B Eag | FEmETELARR/SEIDAR -
A ERHRE/ES A ESRs | © BEEREENEY)  RETER
BRE BB BB R RS 27t - EIEMAR 23 R
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BRI IE

BAZRH - WERRYEE - LHES
—RMB RGN ; REDJEEED
EANRE BERBHBEHNE  AE
BH -

a{ER EIE
BERIE : BEEB~EZ -« AN &M
BRI mE L - ¥ cabazitaxel A
B4 polysorbate 80 BEEBHER WRBYPERE - FEUBFE ; 4578

EAVSZISEEY) - BOTRI A Bk AR -
feEAERE AN H2 FEMEITRITARZE -

A

Bl{ER

=38

st . SHE2IBE ML/ M
BEMMEME U EREBEES ; O
REE M - BABEMHERNEA
BEBEESUWEIROEES - TR
FER N st B R ES U IRE BT
=A% -

YN SR IR AT RS B CRI A EBAEAR - PR
cabazitaxel ;&% - RU)ERI K ISHE
FERIEAEAR - OIBE R 25 EE ({FAHERE
KEBBENEBERE) -
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BINRERIE

Bl {EH

BIRERIS : RARGERES FBIERE (BEFRNET) -

AP ARK - MIIAESKKESMEERR - REBINEEAZE (CrCl <30 mL/7iE )
MEBmAER -

Bl {EH BRI

AIAMHASZER G e ENEACEES
HREEMEE - BB AIR ; 2
WEFERTAE - cabazitaxel /AEEHE
o] BEE RS BESIEERIBEREX -
BRI ESRZENENRAREEE
WERAOMERR

A RFERE L MMERENLREA
g {F A cabazitaxel ; OJ&E
EBEYN/AFMZFEE -

RS
E{EA =
3@%@@{‘% ( 2 Ié‘(& ) ﬁﬁiéggéaﬁzggz;\%@ ‘ %y\wé
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> Substrate of CYP2C8 (minor), CYP3A4 (minor); Note: Assignment of
Major/Minor substrate status based on clinically relevant drug
interaction potential

> FHREENBEZYIOFR  [ERBESER - NERM/EES
REE - FEREYREFHENEMUNSESHANAR -

i PR E5RIIE B
> l’:‘lﬂ]lﬂ??r%l CBC M/ ( EFE—EaBEBHPEE—R - REEEEAE
B ZBIFRIBERAFT R

> W/BINEE

> BEHBSNE (FRIZES —RME_RETHRE ) -

> EBECRBBEERIEAR (FIW - B0 - ' - B8 - BBEBLRIMMEA - BHE

wmhek o ER) -

> J¥EH’JT,UTI:E’JHFﬁﬁBFHk MRZAERBB RN - ERIIE DK RVIE
NG

> SeERIRER OB SRERENIR (HBsAg ) ~ BT Rz 0nEE (anti-
HBc) - ZBURTRERE A (anti-HBs ) - B2 B AR HBV BEMR
R FEETEREUEEES ST ENREEYIRNY -

e
Cabazitaxel is a taxane derivative which is a microtubule inhibitor; it binds
to tubulin promoting assembly into microtubules and inhibiting
disassembly which stabilizes microtubules. This inhibits microtubule
depolymerization and cell division, arresting the cell cycle and inhibiting
tumor proliferation. Unlike other taxanes, cabazitaxel has a poor affinity
for multidrug resistance (MDR) proteins, therefore conferring activity in
resistant tumors.
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Prostate ~
cancer

cell QR C (XA || XN AN
|

gp-1 (drug efflux pump)
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Cabazitaxel &
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c % I
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Nucleus

Figure 1. Cabazitaxel: mechanism of action.

A. Lower affinity for the drug efflux pump p-glycoprotein 1 (gp-1). B. Bind cellular microtubules to promote stabili: ) and
prevent cellular mitosis and division. C. Bind cellular microtubules and the microtubule-associated motor protein dynein to
inhibit androgen receptor nuclear translocation.
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Figure 1. Cabazitaxel: mechanism of action.

A. Lower affinity for the drug efflux pump p-glycoprotein 1 (gp-1). B. Bind cellular microtubules to promote stabilization and
prevent cellular mitosis and division. C. Bind cellular microtubules and the microtubule-associated motor protein dynein to
inhibit androgen receptor nuclear translocation.
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Prostate Cancer Clinical States
FDA-approved Agents for Prostate Cancer
CASTRATIOM-RESISTANT
Deaths from discase
29,480
Clinical Clinical Clinical
Clinically Risi Climical Metastasas: Metastasas: Metastases:
Localized || "o ||Metastases: o Castrate Castrate
Disease Non-castra ’ 1st Line Post-
P Chemotherapy Chemaotherapy
MON-CASTRATE Sipuleucel-T2 Docetaxel | Cabazitaxel
Diggnosis 2010 2004 2010
233,000 Abiraterone Abiraterone
Androgen Deprivation 2012 ' 211
Therapy Radium-223 Enzalutamide
2013 2012
Enzalutamide® Radium-223
2014 2013

Figure: Prostate Cancer Clinical States—Shown are various disease state categorizations
and uses of US Food and Drug Administration-approved agents for prostate cancer.
3Patients previously treated with docetaxel were also included in the sipuleucelT trial.
bOwerall survival benefit demonstrated in the pre-chemotherapy setting.

PSA = prostate-specific antigen.
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Figure 1. Cabazitaxel: mechanism of action.
A. Lower affinity for the drug efflux pump p-glycoprotein 1 (gp-1). B. Bind cellular microtubules to promote stabilization and
prevent cellular mitosis and division. C. Bind cellular microtubules and the microtubule-associated motor protein dynein to

inhibit androgen receptor nuclear translocation.
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Table 1. Clinical efficacy of therapies approved for docetaxel-resistant prostate cancer.

Ther Adv Urol 2014, Vol. 6(3) 97-104 DOI: 10.1177/1756287214528557
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9.

AN
B EMEKEZER 1,500 cells/mm3 ¥ - “RoJ##S Cabazitaxel

=y
BE T OIEEZIE NN cabazitaxel 1FH - AZHB B £EE M -
MABEREMEY)  FENMREEEREY ZEREIER -
E2aEARE  FRINIE#IFSEANE
ERRFSR TEIfFRERBREASRIRE , ® (ER) W= -
**ﬁﬁfiﬁﬁ——FE’JFHkHﬁE EAVAR I VANSE - YN L
BB sk IR BOK/80E -~ MElER - STERRE
tﬁl =z - B %HE‘*E"‘E@‘JZHE M NS s EEALRERIRE - A9
2 TR A
g FIREE - EFLEM - RS -~ E5 - WUKRED
BEst (HIMER - OFEX - B3R - BPUIoRbEme )
REEM
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A= WP AR A=Ak
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