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NNy BF N 2R E T 5 Eba Y GEEIR) TH S, invitro 2k
WCREZXFEALEFRBEOF 2—7 U OBEASREEN KON ZE
e (RIRFE B NEREASMEIER) 273382 X3 o RILaWTH
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AR BT R R BT ST R

AL - R HRTVH FE L E LT 25mg,/ m? (1R i)
7L K=Y 10mg# A& O &5 L ofFH
T 3 BRI T 1R ST S,
fifi %
Bo[E | BFe4 (de%4) | JEVTANA 60 mg concentrate and solvent for
solution for infusion  (sanofi-aventis f1:)
Zhae - R NE XX L2ELHHEREDH 2 R LE
>R TME A RS M AT S e
i - & BNV K FELE LT 25mg,/ m? (K FE)
ETLVR=YrHL0VET L R=ynr
10mg i AR 0 &5 & ofFH < 3 EM KR T
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ME | KGE4 (22%4) | JEVTANA 60 mg concentrate and solvent for
solution for infusion  (sanofi-aventis f1:)
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> HRPTME R RS M AT L B
AL - R HRTH FE L E LT 25mg,/ m? (1K i)
7L R=YrbirniETr F=ynr
10mg HE AR O G & o< 3 EE MR T
1R R EES D,
fifi %
AE | BFe4 (d6%4) | JEVTANA 60 mg concentrate and solvent for
solution for infusion  (sanofi-aventis ft)
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> HRPTME R R M AT L B
AL - R HRTH FE L E LT 25mg,/ m? (1K i)
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3. HEANRITHRDLERNNADREILER - KEFIZHONT
(1) MAEZRALEEGABR, EYBRERBRE TR D ARk E L To W &R

<RI R 7R O RO R I 55 ) | MR . SCIR - BE 55 o0 338 7 PH Pl oD MG 5 >
1) K EH o [E AN EFT (National Institutes of Health: NIH) ® U.S. National Library
of medicine® k7 — # ~X— ZPub Med (http://www.ncbi.nlm.nih.gov/pubmed) % H
WRRER LTz,

1. [cabazitaxel] or [XRP6258] or [Jevtana]

Result 60

2. [cabazitaxel] or [XRP6258] or [Jevtanal

Limits : Randomized Controlled Trials

Result 1

3. [cabazitaxel] or [XRP6258] or [Jevtanal

Limits : Humans

Result 28

4. [cabazitaxel] or [XRP6258] or [Jevtanal

Limits : Review

Result 8

<A I 1T D ER IR AR >

1) FIAHFE : EFC6193 (TROPIC)

ReEZXEALZEL LU A TIHEFRS L IXBFEZICHEEL 280 v RIS HEBs M0
BN JIRHE &2 Xf 5 & L. cabazitaxel 25 mg/m2 3 #EMRBREHK G LT L K=Y U OfH &
FeHr bor 3EMBFRERGSEORT L F=Y U2+ 27 o2 a(b, IEEH. £
T a3 A FR 2 e L 7o, SRBROMIKES L O ROEHN Z L TITRT,

<JRBRFE >
WeER K - cabazitaxel

Beh& 0 25 mg/m2 % 3 MM (Day 1) TEREXOZT L K=Y 2 10 mg ZE#HHF O &K
H (V=Y UPMEHTERVWETIEIT L R=yrn O HERD 5)

B 55705 0 1 R TEEIRN £ 5-

WEHM  WBOEIT, T, TTANBEWHEELNRONDS T, HDHWIEHERK 10 A
7 v (3 /A 7, 30 HEH)
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BEHM . EEHHLWVIFRBROD v A7 F T

POpisE SRS AN N = Vg

BhHE: 12mg/m?2% 3 MR (Dayl) THERHEARTL =Y 2 10mg ZE#HH KO &
H (V=Y URMEHTERVWETIEIT L R=yrnrOfHERD 5)
55k 0 15~30 50 T TERIRN X 5
< FHE>
FUFTRNIC, HREP O XEIC LD RBEES-%., BEERE, B¥ENHR4E,. ECOG PS, #l
HF. MEFRMmE, MiEFRma (IF. B G, BMEAT A -2 —F) 7 XX
Tu i, EEBREE (LVEF), LEX (ECG), PSAE, By > F 777 41—, EED
R, IR AN (present pain intensity (PPI) A = 7], SEJE AL AR (887 3K
227 (AS)) RUOHEERAESRESG (SAE) 227V —=27F5, A7V —=" 73k
ATV, FLAANIEYE 2 38 1% . #iBRE % cabazitaxel 3 MR HE G+ 7L R=Y &
H#% (CBZ+PRED) XX bx¥ > bur 3 BHEME#RE+7 L K=Y & 5R8 (MTX
+PRED) OWT NI 1% 1 OFEEGTT & LZED 417 %, RECIST (2 X 5 H|E Al HE
WEOHRE (b %t 72L)., ECOGPS (0 Xix 1x%xt2) #EHIKTELT2REHITEIF T
Do HaEgE N OG- EIT T ORI BT 5 72 DB EIMEE 0D,
USRI IT, XR—A T4 2B Tay (W, B, §#%) o CT XX MRI, F¥
YFITT T 4= Ko TEMMT B, BT T T 0 — LSO, BT A 7 v (2,
4, 6, 8, 10 YA 7)) O T, WAOHETHEDNTGA KOG T/HIERZ,
F— DRl FIETHOR LAT) B YT 777 4 —XERMICIKEN R SN 5GA 12D H
179, PSA HIE LERIMIT 2BV TR—Z2 T A D%, TE LR CTEY
BIZATV, S HICHBOEIT R DN HGE L O G/ TR ILREIZIT 5,
R OMET RS SN DN Z Ik L7228 (2%t L < CT/MRI IZ & % JE 55 T4 %
BEFRAEOKRIIO 6 » AMITHBOMIT IIMIGFEOMME T 6 HE I L IZiTv»., 20
BT3P HMI LT OB T 7T 7 4 — LB A P ICEEIRANZIRED L b 7= 4
BICDHAT D, S HIZ, PSA KO/ UTFE el 2 BB A O KA D 6 » H 3w ot
1T XTMIB IR OB £ T 6 M Z L I2iTV, TDH%IT3 » AW Z L1297,
NAZNH A BEEHRAE, ECOGPS. ECG., LVEF X QR A  (if ik W) fR 2
MRAALFHRE) & 85801, RBRPIIT VA v SR TiTo., AFFSL (AE)
IZ NCI-CTCAE v.3.0 # W TULEE, Grade {1135, T X TOLREMEFAMITA YT A 7 v
KTH (3HEM) . ARMEIINIZA MBI A 7 L THE (6 BRI . K aE % i &3 5%
T 30 HUANIZAT 9,
<JE il # >

o EIfFIFHIEL - 755 5 (cabazitaxel # 378 #il, I ¥4 > b L 377 fi)

o BHWI%K : 742 5] (cabazitaxel #E 371 5], I b ¥ v #E 371 41)

VLS
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- waett (RE5ERE)
Bil)

< H>

: 755 4] (cabazitaxel #£ 378 |, X b¥V > b

: 742 {5l (cabazitaxel #% 371 f5], I FF¥ ¥ h o B 371

(R¥ 54 - cabazitaxel #£ 7 f1,

SN A=V R TID

W B E Tk, AE s O P fiE 1T cabazitaxel B 68 5%, X ¥V Fa U EHGTHTHY
ANFE, ECOGPS (0 X 1 %F2), WIERREHRZE., EE OISV IEmEIZE W TRE 2N

Z U ATEISIT BTV,

99% D YR E M RTHR VT UFIEEZ T THE Y | KEROHBRE B AR OIR 21 Tn
oo KRB EALELGENOHRBOEITETCOAKIIEBECHREE THo T,
cabazitaxel XXX h¥H > hr oo X EEBITHBOETTHY, ZTOEEIXI K
¥V bhuo BRIz RBOETICLSZHIE: I hFH 2 b B 70.8%,

cabazitaxel Bt 47.6%) .

<A 7>
T2 Bl H

100+
901
801

70

301

Proportion of Overall Survival
i
=

20+

10+

O_

X 1

R (0S) ORFRZEM 1T &R 1ITRT,

SEFHM-ITT

0 6

Number at Risk
MTX+PRED 377 300
CBZ+PERED 378 in

12

18 24 30

Time (Months)
188 67 11 1
231 o0 28 4

PGMEPRODOPS XEPGI S EFCS1 93 CSEREPORT/PGMded] sas OUT=REPORT/OUTPUT/do4] = Loem (230CT2009 - 1
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# 1 EAEFHH

T rEXYUFAVE Cabazitaxel &
(N=377) (N=378)
FETHIE (%) 279 (74.0%) 234 (61.9%)
AFEOHRRIE (BA) (95%CI) 12.7 (11.6 - 13.7) 15.1 (14.1 - 16.3)
N — KL (95% CI) 0.70 (0.59 - 0.83)
P (& <0.0001

FEE - /NY— Ftk<1 cabazitaxel AR #F

AW O P IAEIX cabazitaxel B 15,1 v H, I hXH o bu #1275 HTho 7o,
511 BIDFETITEZE L 72 20094 9 H 25 HA v hA 7 H & L., cabazitaxel # 98 fil, <
My ho U 144 i3 —Tholz, TILHD DB cabazitaxel #£ 3 ], I b
XY b THAITYy NATZHABICEBMAERE T2, 2EFHHEOD
Kaplan-Meier 72 v b #[X 1 2R,

P77 N=TFIZBVThH, EEOFKRE LT,
EAGFHMOZEEMTICE VT, EHFOBREDR (T hFH o brricddT s
cabazitaxel) X, T X TOTHRREFORHERICKITFHNICAFEEIROONT (P =
0.0039),

Bl R A 2R H
FHEATYROM R ZR 2, TOMOHMOMREZR I, BHREZEXK4LITTT,

K2 EEZLEHFHRE

SrXYUFAY Cabazitaxel ##
® (N=378)
(N=377)
PFSARY +DH>T=HI% (%) 367 (97.3%) 364 (96.3%)
PFS O RfE (A) (95% CI) 1.4 (1.4-1.7) 2.8 (2.4-3.0)
NHF— K (95% CI) 0.74 (0.64-0.86)
P (& <0.0001

FE - N\HY— Ktk <1 cabazitaxel N B F
PFS IFEIH I+ BN SIEBEIT. PSAET. BERETXXIEIHORIRTCONWTNAMNEVNEEFTEEMET
HEMEMERELELTEERET 5,

10
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x 3 RPBOETETCOHME (BHE. PSA. &)
T rXRYVFAY Cabazitaxel &
# (N=378)
(N=377)
B RBOET
REDETH & > 1= % (RECIST) (%) 180 (47.7) 170 (45.0)
RBEDHETETOHRRIE (A) (95%CI) 5.4 (4.7 - 6.5) 8.8 (7.4 - 9.6)
NY— Kt (95% CI) 0.61 (0.49 - 0.76)
P & <0.0001
PSA mB D HEST
REDETHNH > =HIE (%) 252 (66.8) 252 (66.7)
REDEITOHRRIE (A) (95% CI) 3.1(2.2-4.4) 6.4 (5.1-7.3)
NY— K (95% CI) 0.75 (0.63 - 0.90)
P & 0.0010
iR RBOET
REDETDH > =HIE (%) 98 (26.0) 113 (29.9)
RBOETORRIE (B) (95% CI) RiE 11.1 (8.0 - .)
NHY— K (95% CI) 0.91 (0.69 - 1.19)
P & 0.5192

FE - N\HY— Ktk <1 cabazitaxel N B F

®4 RHE

(B2

hiESEHE (RECIST)

AE AT REBIZ CRIERIREREZ R 5
#)

NESHEEHE (%) (95% CI)
P {E

. PSA, %&¥&)
SrEHUMFAVE Cabazitaxel &
(N=377) (N=378)
204 201

4.4 (1.6% - 7.2%) 14.4 (9.6% - 19.3%)
0.0005

PSA &
T {if =T BE {51 £

(R—R S A UED PSA 220 ng/mL) *
PSAZHE (%) (95% CI)

P {E

325 329

17.8 (13.7% -
22.0%)

39.2 (33.9% -
44.5%)

0.0002

11
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3RS

ST 4 T A 49l % ° 168 174
EREME (%) (95% CI) 7.7 (3.7% - 11.8%) 9.2 (4.9% - 13.5%)
P fi& 0.6286

dPSAM20ng/MI KETH. BREEHA T IHBREXIERECISTDRIEATRERENBER CRFINFH
BEIEEND

P R—Z 54 UIZH I+ 5B MoGill-Melzack R —JLIZHE F 2P REN 2 LERETFTFAYTRT—ILOFE
HENIOULDOHEEBEELESEND

<>

BES A7 NVEBITI RS b U (BRME - 4 31 7 )L) KV cabazitaxel#f (H 5
69 A7) DIFI>NENoT2, MEICBWT, FEETEHORDIOHR G &L &K E S
7z, Cabazitaxel#f TiX, 20%LL LOEIL 9.8% (A4 7 v#) ., 4 HRELL Lo EIE
WMix9.3% (A7 8), I hFY b B ETETALEN 5.1%, T.9% Th -7,

AEFER
5%LL LDk ERE TR 672 TEAE 2% 5 12577,
Cabazitaxel £ D E2 MEFHME (Grade 3 UL E) 134 ERJAIE & 2 ORI 2 Z &N
2 R EVE AT TP BRI E | EYLE T & o 7o, BRR R A B 1 M D < AF BRI JiE 1 cabazitaxel
BE 81.7%. I bW hm B 58.0%IC R AL, ST ATRHE & B L 72 B IR A 47 BRI iE
(Grade 3 Ll ) |3 cabazitaxel #f 21.3%, X Fx > bur B 7.0%TH-o72 (£ 6),
Cabazitaxel B Ti% Grade 3 LA E D&Y (cabazitaxel #f 10.2%., I h¥H > b B
5.1%) . FEEWELFHERAJE (cabazitaxel B 7.5%., I F¥ ¥ br o 1.83%) HEW
FELETH o7, Cabazitaxel B TIL 70 — 80%DHEERFE N 2 V1 7 )V F CTITEIRRA
LS < P ERIVE 2 38 8L U 72, TeBREMGTEEFETIIH 1 1 7 L TD G-CSF O F
Bie G e LT e nas, 7 B RIEL ERERE 9 2 4F h Bk E . 38.5°CLL EDREED 5\
(X 24 R LANIC 38.1CLL EDRERD 3 [a], SRS 2 fh 5 L1256 13, € o T
BHZRDHTWD, G-CSF T4 FERH D Grade 3 UL EDORBBLRZ D S 5721
SNz, Al b [FERIC cabazitaxel # (10.5%) 283 h¥ P> bu 8 (4.9%) X0 &E»
ST,
TRTCOHXA T7OHEBEERE (Grade 3 LL L) 1% cabazitaxel # T & A> > 7= (cabazitaxel
B 12.4%, X F¥H 2 b B 1.6%), 552 Grade 3 L E O TIIE cabazitaxel #f T &»
o7z (cabazitaxel #f 6.2%. I h¥ ¥ ba B 0.3%),
Grade 3 2L E O #.0 & OE M- IX cabazitaxel # 3%, X ¥ ¥ > b v U 0.3%, — 7. Grade
3L (WS S 0%). MR (ML S 0.3%) (T CRREE CTH -7,
EHIRE R OG- R ATEkRE (Grade 3 2L 1) DOZE K/3¥E (SOC) o T, HEIE ()
JE MK O S7) 1E cabazitaxel B (9.2%) 28I ¥ b U8 (5.4%) IZHATE?-
72
B RORKEEEDO SOC 2B 5 A%FHESL (Grade 3 LL ) b cabazitaxel #73& <
(cabazitaxel #f 8.6%. I h¥x ¥ hu U 24%), ERFRIIFEALE K OE KRS

12
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(cabazitaxel Bf 3.2%., X h¥H > b U8 0.3%) L OV PAZEME R B (cabazitaxel Bf
0.8%. X hx ¥ > hu B 0.5%) Th-o7-, Cabazitaxel £ Tix, 15 #]iZ Grade 3 UL E
DRMEDOE OFEFERNHRE S, ZOJRKRIIEATE, B SUIPAZEMERRIC X 5 2K+
MO I TV, M7 L7 F =2 %O BUN O A8 3 Y Al O FEA O W74
D7 BT U 7o fF Al T, 8 Bl AN EIE KB 21T 72 1 il &2 & de 7Bl REIE Th - 7,
DR D SOC D4 Grade D HFAIE, I FF¥H > hr LD cabazitaxel BN £ < |
Grade 3 LA EOAREJR7S cabazitaxel B 6 ] (1.6%). I FF¥H > b 8 141 (0.3%)
Tholz, HAROIHE BB T cabazitaxel #f 1.6% T Grade 3 LA Bl o7z, LAEE
T hFH Y ha URBEL D cabazitaxel BE23 % hy o 72 (cabazitaxel £ 2 61 (0.5%), I b %
o ha B0 B, DA K DI TBIN cabazitaxel BEIZ 1 FIFRO b, TAED
FELEKEASE (£ Grade) " hXH 2 hr UBETL Y £ o7 [cabazitaxel £ 1 {4

(0.3%), X FxH¥> bua Bt 36H] (1.6%)],

=5 5%UEHRIFLI-TEAE DHERBHH (%) - TEEBTTREM

e A =S Cabazitaxel &
(N=371) (N=371)

PT & £ Grade Grade 3 Bl E £ Grade Grade 3 Bl E
2HEER 328 (88.4%) 146 (39.4%) 355 (95.7%) 213 (57.4%)
4F oh BR R A E 40 (10.8%) 26 (7.0%) 81 (21.8%) 79 (21.3%)
HEEMF PRI E 5 (1.3%) 5 (1.3%) 28 (7.5%) 28 (7.5%)
T 39 (10.5%) 1 (0.3%) 173 (46.6%) 23 (6.2%)
%) 102 (27.5%) 11 (3.0%) 136 (36.7%) 18 (4.9%)
= N 46 (12.4%) 9 (2.4%) 76 (20.5%) 17 (4.6%)
HEE 45 (12.1%) 11 (3.0%) 60 (16.2%) 14 (3.8%)
B Bk iE 4> 11 (3.0%) 5 (1.3%) 20 (5.4%) 14 (3.8%)
g1mn 20 (5.4%) 5 (1.3%) 40 (10.8%) 13 (3.5%)
I /ARG 4> 10 (2.7%) 1 (0.3%) 20 (5.4%) 9 (2.4%)
Eib 85 (22.9%) 1 (0.3%) 127 (34.2%) 7 (1.9%)
& 38 (10.2%) 0 84 (22.6%) 7 (1.9%)
1 /R 14 (3.8%) 2 (0.5%) 62 (16.7%) 7 (1.9%)
& 13 (3.5%) 0 43 (11.6%) 7 (1.9%)
4 Bk 7% 27 (7.3%) 4 (1.1%) 30 (8.1%) 6 (1.6%)
I O ] 17 (4.6%) 3 (0.8%) 44 (11.9%) 5 (1.3%)
X 57 (15.4%) 2 (0.5%) 76 (20.5%) 4 (1.1%)
FE 23 (6.2%) 1 (0.3%) 45 (12.1%) 4 (1.1%)
B &1 % 31 (8.4%) 4 (1.1%) 39 (10.5%) 4 (1.1%)
PR B8 % 11 (3.0%) 3 (0.8%) 27 (7.3%) 4 (1.1%)
& 18 (4.9%) 7 (1.9%) 20 (5.4%) 4 (1.1%)
BT 39 (10.5%) 3 (0.8%) 59 (15.9%) 3 (0.8%)
RT3 19 (5.1%) 9 (2.4%) 19 (5.1%) 3 (0.8%)
REMEZFE 34 (9.2%) 1 (0.3%) 34 (9.2%) 2(0.5%)
KM= 2 —n0/NF— 4 (1.1%) 1 (0.3%) 30 (8.1%) 2 (0.5%)
K i £ 9 (2.4%) 1 (0.3%) 20 (5.4%) 2 (0.5%)
e E 20 (5.4%) 3 (0.8%) 18 (4.9%) 2 (0.5%)
FEIE D K AE 10 (2.7%) 1 (0.3%) 22 (5.9%) 1 (0.3%)
REMHRE=Z21—0/8 5(1.3%) 0 20 (5.4%) 1 (0.3%)
a'__

KEREE 15 (4.0%) 0 41 (11.1%) 0
0% ik 22 (5.9%) 0 40 (10.8%) 0

13




TP 11-62. 1

B £ 4E 18 (4.9%) 0 37 (10.0%) 0
KERD 28 (7.5%) 1 (0.3%) 32 (8.6%) 0
FEIEHFEL 21 (5.7%) 2 (0.5%) 30 (8.1%) 0
G1EEES 19 (5.1%) 0 28 (7.5%) 0
A A R i 10 (2.7%) 0 27 (7.3%) 0
HIERE 6 (1.6%) 0 25 (6.7%) 0
BE PR B & 5 (1.3%) 0 25 (6.7%) 0
LHEERE 5 (1.3%) 0 20 (5.4%) 0

LK EDL 1EANSULULEEBR LA-EAESROAH
SrFEHUPAVE SRRV MOVETLRZYV/ITLEZVOY
Cabazitaxel B : cabazitaxel+ 7L F=Vy /7L K=vyoy

PGM=PRODOPS/XRP6258/EFC6193/CSR/REPORT/PGM/ae53a.sas OUT=REPORT/OUTPUT/ae53a_i.rtf
(O3DEC2009 - 16:42)

F 6 cabazitaxel HEOWFHFEFEL LT OEEETROXRBEHH (%) - RE2UBITIRER

Sk bOVE Cabazitaxel B
(N=371) (N=371)
3T o BR i > £ Grade Grade 3 Bl E £ Grade Grade 3 Bl E

BEERREEICE D 325 (87.6%) 215 (58.0%) 347 (93.5%) 303 (81.7%)
< 4F R BRRL A FE

BRRBUBF BRI 4 40 (10.8%) 26 (7.0%) 81 (21.8%) 79 (21.3%)
fiE

BEER

BREERVEFEHR 84 (22.6%) 19 (5.1%) 126 (34.0%) 38 (10.2%)
fiE

B4 I JiE 6 (1.6%) 5 (1.3%) 9 (2.4%) 9 (2.4%)

BmEESa vy 0 0 4 (1.1%) 4 (1.1%)

0F R ER R D 1 R 2 0 0 2 (0.5%) 2 (0.5%)

5 B 0F B ER IR A 5 (1.3%) 5 (1.3%) 28 (7.5%) 28 (7.5%)
fiE

TR MMEFEEERMAE. EEMERME. FPREOERME. MAREERME. RME. KRB
HBMEZ &

HERAEFER

1%L ERBLLEEELRAEFLZOHE (%) 2K TITRT,

HERAEFRIT cabazitaxel B 145 il (39.1% ; Grade 3 LA E 35.6%), I h¥ ¥ b
o UBE 7T B (20.8% ; Grade 3 UL E 18.1%) (Z3EL L 7-, cabazitaxel #® F 72 SAE (2%
PLE) 133 BWELT PRI E (6.7%) . IF P ERIEVAIE (4.9%) . MR (2.7%) . THI (2.4%)
Thole, TFFH 2 b HETIIRBOET (3.0%), MERE (1.6%) Th-ol,

KT INULERERRLEEEGHEETEROFHK (%) - PTAHFE (&E Grade) - KEMMEN

po ik il
S kXY VE Cabazitaxel &
(N=371) (N=371)

PT FHEE £ Grade Grade 3 KL E £ Grade Grade 3 KL E
LHEER 77 (20.8%) 67 (18.1%) 145 (39.1%) 132 (35.6%)
B 07 B 3R OE D 4 (1.1%) 4 (1.1%) 25 (6.7%) 25 (6.7%)
5F AR EK R A GE 3 (0.8%) 1 (0.3%) 18 (4.9%) 18 (4.9%)
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il 3 (0.8%) 2 (0.5%) 10 (2.7%) 6 (1.6%)
T 0 0 9 (2.4%) 7 (1.9%)
i % 2 (0.5%) 2 (0.5%) 6 (1.6%) 5 (1.3%)
Ere 0 0 6 (1.6%) 5 (1.3%)
e 0 0 6 (1.6%) 4 (1.1%)
e it 2 (0.5%) 0 6 (1.6%) 3 (0.8%)
FE 1 (0.3%) 0 6 (1.6%) 2 (0.5%)
i 22 42 iE 6 (1.6%) 5 (1.3%) 5 (1.3%) 5 (1.3%)
2MEETe 0 0 5 (1.3%) 4 (1.1%)
LEHEEE 3 (0.8%) 3 (0.8%) 4 (1.1%) 4 (1.1%)
Rt 7K 1 (0.3%) 0 4 (1.1%) 4 (1.1%)
B4 I 0 0 4 (1.1%) 4 (1.1%)
BmEESa vy 0 0 4 (1.1%) 4 (1.1%)
FREBFZE 0 0 4 (1.1%) 4 (1.1%)
KEIE 1 (0.3%) 1 (0.3%) 4 (1.1%) 3 (0.8%)
PR 2% 1% 3 3 (0.8%) 3 (0.8%) 4 (1.1%) 1 (0.3%)
HEE 4 (1.1%) 4 (1.1%) 3 (0.8%) 2 (0.5%)
REET 11 (3.0%) 11 (3.0%) 1 (0.3%) 1 (0.3%)

PIRCED1IEEAN 1BULERIBLE-EEZROAHLH

ShEXYUFOVE: S XY OV TLFZVY/ITLEZVBRY

cabazitaxel # : cabazitaxel+ 7L K=V v/FL F=vyoy
PGM=PRODOPS/XRP6258/EFC6193/CSR/REPORT/PGM/ae58h.sas OUT=REPORT/OUTPUT/ae58b_i.rtf (230CT2009 - 16:19)

IS

g5 (KBE37T16) KOh v hA 757 —4 (200949 H 25 H) 725, cabazitaxel
B 22761 (61.2%). X b bu U BE275 6] (74.1%) ORTNE SN (£ 8), 7
BOHITIC K DT DOEIE 1T cabazitaxel B 53.1%. 2 F¥H v b U B 68.2% Th - 7=,
TEAE (BB OHEITLISN) 12X o THLE LTz cabazitaxel BED 18 B (4.9%) 1X. &HlE
BEEE 30 HUWIZHETE Lz, S ¥V b U BETIE TEAE IC X AT 76 (1.9%)
T, 95 3FNTHRBOEITICHIN L7z TEAE (2 X Y &5 30 BUANICELE L, 2 #iliE
WA OHEATICERR L7z TEAE IT LV &5 31 HLURICRET LTz,

x 8 HERHAMP (Edh. RER) ORTHEER - 2B THRER

EFC6193
SrEXYUFOVE Cabazitaxel &
(N=371) (N=371)
2xThH (5P, BE 275 (74.1%) 227 (61.2%)
%)
1T 253 (68.2%) 197 (53.1%)
TEAE a 7 (1.9%) 18 (4.9%)
Z Db 15 (4.0%) 12 (3.2%)
BEDDETH b 9 (2.4%) 18 (4.9%)
1T 4 (1.1%) 0
TEAE 5 (1.3%) 18 (4.9%)
Z Db 0 0
BEZOETH c 266 (71.7%) 209 (56.3%)
1T 249 (67.1%) 197 (53.1%)
TEAE 2 (0.5%) 0
Z Db 15 (4.0%) 12 (3.2%)

TR R-—RAEOAZSERNEHERON-HERECES. 1EIEHA T,
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S5HINZDVTIELUTOLSICTERYFE- 1=,

(1) 2 Y > b0 006193-840063006 : K G 31 HLURICHEIR L= TEAEICL ST D=8,
RTEHE TEAENSZOMICEREL =,

(2) = F¥Y> OB 006193-380005003 : MFIFRHICKDIET DO, RFLEHERBDETH S
TEAEICEE L1,

(3) =T F¥Y 2 O L# 006193-056002008 : I E5 6 H ARICHETE L= TEAEICEHETD=H.
RTERHE TEAENS ZOMICERL =,

(4) 2 F¥Y 2 b0 006193-250001042 : REEFE S5 31 BLURICHBR L AMBKRDEICLDET
D=, XT-EHRZ TEAEL S FDMIZEE L=,

(5) Cabazitaxel # 006193-840041001 : TEAE & L TRBOETHARE SN TNz, ETEHZE
TEAE DL RBDETICER L1,

dTEAE La—FltShES bX S b0 VB 7HRSHlIE. FEOETIZLZILDTHo 1=,

" BB 5 30 BLUADEE

CREBE3IAUBORTEBERTETE LTHRE L=,

ShEXYUMAVE S XYY MOV TLRZVYITLREZVEY

Cabazitaxel # : cabazitaxel+ 7L K=V v/FL k=vyoy
PGM=PRODOPS/XRP6258/EFC6193/CSR/REPORT/PGM/ae_dth.sas OUT=REPORT/OUTPUT/ae_dth_i.rtf (L8MAR2010 - 16:10)

Cabazitaxel BED 5> H 12 BINKETEHAZ ZOMERE SINTZ, FDOHH 5 FINREH, 2
BINABHTH - =B REOHIEZ L CTWe, 1HIRREAAIC KDL, 4608 k&S
31l HUZDOAEFEHFERRIZL LT T 44l bRBR% I FRIELZ T Tz, Cabazitaxel
BEDOSL T EH AT O OB A 1T ik 5 42 705 499 A OB Lz (2 FHICH
VBT I 5 127 BfE, FRfEIL 245 H), X R¥H U hr D9 6 15 fINET
Hmrzzoml@®Esnl, T0 56 8FINAH, 1 HINEMFHEREDAY, 1 423
FEIZ X DT, 1 BIAEBEFIRNF OADHEIC L DT, 4 B EEES 31 ALUZOA
FERIZELDELE T, 2L 3HNTRBRBITMFRIELZ T TEBY, 1HIFZ T T\ iho
oo T RFH U bu UEEOSTEH N Z OM OPERE TR MEE G 47 725 591 H R OMIZ
FEC L7z (P oRfEix 149 H),

< HARIZI T D ERIR AR E >
1) % I tHid% (TED11576)
FIMAFRBR(EFC6193) D i 2 iz, AAN TO R E  RIGVERT R BE 25 & L
7% 1 MR (TED11576) ZFEMi+ 5 2 & & L7z, BRI L ORI %2 LL T ISR T,

FEAW : BRANIZB T D 1 FFHEGEIRNEEROWA TCOHRNE&EL 5T 2~3 & TO
cabazitaxel @E@‘%%Eﬂﬂﬁﬁ‘éo

BRI BH) : HIOZE2WET v 7 7 A0, EYERE, FUEGEE L BRI 2,

JH W

1. #&Br# 3 f5l1% cabazitaxel MEIH&E L~/ 1 (20 mg/m2) Z&EH5Sh, Y427/ 1T
DLT OFhi #5175, DLT "@RH oA, WAHEL L 2 (25 mg/m2) -~
BiT9 5, HEL-~L 1 (20 mg/m?) T 3f#iH MﬁJ DLT @O ohHa, ZoOH
FLUL 1 (20 mg/m2) ([T 3HI3EME L, &6 #l TEEMEOFMAITLILD, 464l
H 2 HILL EDLT AR b ehoslcla, WHEL~L 2 (25 mg/m2) ’\%ﬁﬁ‘é

2. LoUL 2 (25 mg/m2) OYA 71T, 3#IHIZ DLT z;:nmbﬁgnfmxot a. AH
#FEL L% MTD &3 %, 3 6% 14 DLT 3@ btz e, ;@JEHEI//\JI/ 2 (25
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mg/m2) (2 3 BI2NEM X4, 4 6 il CEEMEOFM A TN S, 46 FlH 2 fILLl EiZ DLT
DRDO NPT HBE AHELLZ MTD & L, 2Bl B HSEEIEER L7220,
3. L2 (25 mg/m2) O A 71T, 646IH 246 ED DLT RO bnHE.
AHEL~NLVEMAD L L, MTDiZv -~/ 1 (20 mg/m2) &35,

4. Cabazitaxel DZEME7T 0 7 7 A V% X0 FEMIZFEMT 52728 MTD ® 3~6 flicE &
210 Bl & 725 £ TEIMNT D, Eio. 33%LL EOHERFIC DLT 2580 bivizia. hk
RIS CIEREMLEMICLY OB LAV S LICHEBREZEBMT 200, 1 LV TO
MELVVICHRE ZBINT 20> T s b,

5. MIEIHE L~/ 1 (20 mg/m2) T 6 filH 2 FILL LD DLT 2338 bz &4, =g
~L-1 (15 mg/m?2) O FE i 2 DV TR BT ERT & IRBRIKEE 1L Wk 5.

A7 N1 TOREET a7 7 A VBN HEMEORED-OIMHH S 5, HEEIIE
BREATEM X OV BRIKIEE DG B O®RERE N D,

AABRIIBAEETRTHD . L 2 (256 mg/m2) OIERZBHEKF TH D,

(2) Peer-reviewed journal DR, A% « 7T F U T AEDOHRE KDL

1) 277 Ea—|2kY, Cabazitaxel IZTDOWTRELEZEZ A, 1 HFOEEKRE L 2
4@ Technology Assessments 23 fERE S 4172,

1. BRIRFER

Prednisone plus cabazitaxel or mitoxantrone for metastatic castration-resistant
prostate cancer progressing after docetaxel treatment: a randomised open-label trial.
http://onlinelibrary.wiley.com/o/cochrane/clcentral/articles/476/CN-00760476/frame.ht

ml

(57 T B PR AR )
2. Technology Assessments :
(DCabazitaxel (Jevtana) for the second-line therapy of patients with
hormone-refractory metastatic prostate cancer (Structured abstract)
http://eprints.hta.lbg.ac.at/911/2/DSD HSO Nr.16.pdf

@Cabazitaxel (XRP-6258) for hormone refractory, metastatic prostate cancer - second

line after docetaxel (Structured abstract)
http://www.haps.bham.ac.uk/publichealth/horizon/outputs/documents/2009/jan-apr/Ca
bazitaxel.pdf

(3) #REF~OFEERIBRKE L TORHEIRT

<WHMZEB T D BB EF >
1) DeVita
<HARIZBITL2HBFEE>
1) L
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(4) ZFRFHAEEOBHEA A BT A > ~OFEsikit

<WIMTBT DA RTA %>

1) National Comprehensive Cancer Network (NCCN, Version 4. 2011)
http://www.nccn.org/professionals/physician_gls/f guidelines.asp

A EM S DOHELE L L category 1

National
Comprehensive NCCN Guidelines ™ Version 4.2011 NCCN Guidelines Index
NCCN Jeues: Prostate Table of Contents
Network® Prostate Cancer Discussion
ADDITIONAL SYSTEMIC THERAPY FOR CASTRATION-RECURRENT PROSTATE CANCER (CRPC)
e Clinical trial (preferred)
» Observation
» Antiandrogen withdrawal
Studies Maintain castrate (if on combination androgen blockade) PSA relanse or Follow
negative for > | serum levels of |—— |* Secondary hormone therapy _— metastasF:)s (M) athway below
metastases testosterone > Ant!androg en P Y
» Antiandrogen withdrawal
r ;:etro':isl;azole  Abiraterone acetatel
»>
» DES or other estrogen 1;2:?):? 1. post-docetaxel
Cabazitaxel (category 1, post-
* Docetaxel® (category 1) * docetaxel)"( gory 1.
* Mlt.oxantrone“ﬂ « Salvage chemotherapy
ve « Abiraterone acetatek9(category 2B) + Docetaxel rechallenge®
es —+ ot " .
« Palliative RT or radionucleide for « Mitoxantrone®
* Maintain castrate symptomatic bone metastases + Other secondary hormone
serum levels of » Clinical trial therapy
Studies testosterone » Antiandrogen
positive -, and + Symptomatic » Antiandrogen withdrawal
for « Denosumab — s Visceral « Sipuleucel-T (category 1)P » Ketoconazole
metastases (category 1) or disease « Secondary hormone th » Steroids
zoledronic acid 1dary erapy » DES or other estrogen
(category 1) if > Antiandrogen « Clinical trial

v

Antiandrogen withdrawal
» Ketoconazole
No —— or
Abiraterone acetatel (category 2B)
» Steroids
» DES or other estrogen
» Clinical trial

bone metastases

ISee Principles of Androgen Deprivation Therapy (ADT) (PROS-E).

© See Principles of Chemotherapy/Immunotherapy (PROS-F).

P Sipuleucel-T is appropriate for asymptomatic or minimally symptomatic patients with ECOG performance status 0-1. Sipuleucel-T is not recommended for patients with
visceral disease and life expectancy < than 6 months.

9For patients who are not candidates for docetaxel-based regimens.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical frials is especially encouraged.

Vesmion 42011, 0621/11 © National Comprenensive Cancer Nebwerk, Ine. 2011, A ights mserved. The NOON Gusteines™ and 1 BUsUSB0n may Aot e Fepmduced it a1y 18T wiliell Tie &xpress wiillen penmassion of NOCNE, PROS-9

European Association of Urology 2010 :
http://www.uroweb.org/gls/pdf/Prostate%20Cancer%202010%20June%2017th.pdf
PHEELOTET AL ~UL: LL T

17.9.11 Salvage chemotherapy

Positive results have been recently published from a prospective, randomised, phase
III trial comparing the therapeutic efficacy of the taxane derivate, cabazitaxel, +
prednisone versus mitoxantrone + prednisone in 755 patients with castration-resistant
PCa, who had progressed after or during docetaxel-based chemotherapy(137).

Patients received a maximum of 10 cycles of cabazitaxel (25 mg/m2) and mitoxantrone
(12 mg/2), respectively. In both treatment arms, patients also received 10 mg

prednisone daily for the entire treatment period. Overall survival was the primary

endpoint and progression-free survival, treatment response and safety were secondary
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endpoints.

Patients in the cabazitaxel arm experienced a significantly increased overall survival
of 15.1 versus 12.7 months (p < 0.0001) in the mitoxantrone arm. The cabazitaxel
treatment arm also showed significant improvement in progression-free survival (2.8
vs 1.4 months, p < 0.0001), the objective response rate according to RECIST criteria
(14.4% vs 4.4%, p < 0.005), and the PSA response rate (39.2% vs 17.8%, p < 0.0002).
Treatment-associated WHO grade 3-4 side-effects developed significantly more often in
the cabazitaxel arm, particularly hematological (68.2% vs 47.3%, p < 0.0002) and
non-haematological toxicities (57.4% vs 39.8%, p < 0.0002), respectively.

Conclusion:

According to the positive results of this prospective randomised clinical phase III trial
(level of evidence: 1), cabazitaxel should be considered in the management of
progressive CRPCA following docetaxel therapy.

<BRIZBILHA RTA %>

1) BiFFR CRi#iZe L

(5) BEENEITIR D AT T OGRS & O RMEHSERE (BEFE (1) LA
L) 12 HOWT
1) iz L

(6) kit (1) »6 (5) ZEF 2 -EHOZYEIZHONT
<BELEIDEE « DRI HONT >
1) FiiSLR¥E

<BEYEME - HEICHOWT>
1) . BRAIC 1 A 1[H, cabazitaxel & LT 25 mg/m2 (KFKmE) % 1 BERILL BT
3 i [ I Bs C AR ERE T 5,

<BRRBINLE S Ic 2T >

1) FERRAR BRSNS T AR AR & 0 o ARH O FUIE IS 20 SRATE SV TR T T &
IR L 55 TIUAH B PR A B e A TR BB R PUME AT N IR 12 R 2 2 LipiEP b L < IZia#%
DHIEIEITIZH L CORRR L2 2 L b REHEFUERNL B IS A HTH 5 2 & 03 ifs
Iha,

4, EhiT RXREHBROMEE LD HIER

1) BRANTORARMEZ, BIECEBRBROP CHMINTWD, HARANTOENMEZ R
BT 2RI ELE XD, L, RRERIL, 7oAy h=—XnE L, BEHEN
DN LR E XD L, MR REARRREZE T2 ERLELEZ NS,
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5. &

6. 2% Uk —'&

1)
2)
3)
4)
5)
6)
7)
8)

AVVAIC R S

RN MRE 2T A KT 4 >

HAERIR AISCBRRE 5 2 iR

Jemal A et al: Cancer statistics 2010. CA Cancer J Clin 60:277-300, 2010
WAREEFEE 20048 219-234

Tannock IF, et al: N Engl J Med 351:1502-1512, 2004

Petrylak DP, et al: N Engl J Med 351:1513-1520, 2004

AITAZ R B 0 R BLKS 55 4 iR 57
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