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1. Serum castration levels of testosterone

2. Three consecutive rises of PSA 2 weeks apart resulting in two 50%
Increases over the nadir

3. Anti-androgen withdrawal for at least 4 weeks*
4. PSA progression despite secondary hormonal manipulations

5. Progression of osseous or soft tissue lesions

Frequency and duration of PSA response following anti-androgen withdrawal
Percentage of > 50% decrease in PSA and duration.

e Flutamide (15-33%) 3.5- 4.0w

* Bicalutamide (29%) 5.0w
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19964F 20044 IR
V- MIT + PDS > Docetaxel +PDS >
(EU/US)
Evid MIT + PDS Survival
. viaence Vs. Update
! SREDNISONE DOCETAXEL +PDS [P (2008)
44 Vs, (TAX327) DP
MITOXANTRONE +
PREDNISONE MIT + PDS
VS
(MIT + PDS) DOCETAXEL +
ESTRAMUSTINE
(SWOG9916)
Y EMP,UFT,CDDP,IFM,PEP th?_{%{b .
* +FLk=yoy
¥ || Evidence DOCETAXEL
+PREDNISORONE

(Phase Il trial)




INTERNATIONAL STUDY TAX 327
REeZXt)L IV o harnT 2 MU

iR PR D3P

ZINE - 24

JRSE L 1006

Docetaxel (75 mg/m?) 3:8fE &
+

prednisone (5 mg x2)

D1P

Docetaxel (30 mg/m?) 5 of 6weeks
+

Randomized

MP
. o Mitoxantrone (12 mg/m?2) q3w
Fe42%t)LETLRE/RY (D3P or +
D1P) ESbFH b +TLRZY prednisone (5 mg x2)
> (MP)Z524 LIEL L BER PR AR

ERZTELT Treatment duration in all arms = 30 weeks
Tannock IF, et al. N Engl J Med 2004; 351: 1502-1512.




TAX 327 RESULTS

Median survival D3P D1P MP
Months 18.9 17.4 16.5
Hazard ratio 0.76 0.91

P-value 0.009 0.36

QOL Response

n, evaluable 278 270 267
Response rate 22% 23% 13%
P-value (vs. MP) 0.009 0.005

faR

D3P group; FE4XtIIL3ERE+ T LRV U BARLEFYRZERLT-.

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



TA 27 UPDATE DATA 2007

A L2 § UL L2NL L) AJINALN MUV
Original data 2003 D3P D1P MP
Number (n) 335 334 337
n (%) dead 166 (50%) 190 (567%) 201 (60%)
Median survival (Months) 18.9 17.4 16.5
HR 0.76 0.91 —
P-value 0.009 0.36 —
Update data 2007 D3P D1P MP

n (%) dead

Median survival (Months)
HR

P-value

3 year survival rate

285 (85.1%)
19.2

0.79

0.004
18.6%

285 (85.4%)
17.8

0.87

0.09

16.8%

297 (88.1%)
16.3

13.5%

RS

D3P group; FE2%tI/IL3BRE+TLEF=

VUBD, RVEFHRZERL.

Berthold DR, et al. J Clin Oncol 2008;26:242—-245
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FE2XtI/LIEHRPCIZXN T AFHLILMELRERAEELTAV LU REH/T-

NCCN-2007 Guidelines

Docetaxel-based regimens are now the standard of care for first-line

treatment in this group of patients.

EAU - 2007 Guidelines & Recommendations

In patients with m HRPC, and who are candidates for cytotoxic therapy,
docetaxel at 75 mg/m? q3w has shown a significant survival benefit (grade A)
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Docetaxel 70mg/m? Docetaxel 70mg/m?

v v

Prednisolone 5mg x2/day >

Prednisolone 5mg x2/day >

Day 1 Day 22
= Dayl of 2 course, Max 10 course

! ! Docetaxel ; 70 mg/m? s & 5%:E, 3:B R f=

> Prednisolone; 1[8] 5mg, 1H2[E . EHEAOEE

Jpn J Clin Oncol. 2008 May;38(5):365-72
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Gleason score

(HIR2HF)

RITTER I

T RAAb

2—-4

5—17

8—-10

A~EH

FAr (BREET LIS

TG BRI A

TARNT AT
NIVEARIELSN DI FE L
T4~V —

T h A —

43

65 (50-74yrs)
61 (1-2800)
0 (0%)

6 (14.0%)
23 (53.5%)
14 (32.6%)
13 (30.2%)
22 (51.2%)
27 (62.8%)
9 (20.9%)

fE g/ R (RECIST)

1.PSAER)=R
2.4k

Jpn J Clin Oncol. 2008 May;38(5):365-72



/N R ; 33 (RECIST)

o |
[Tunll|
T

il CR PR SD PD NE

43 0 19 14 6 4

Response Rate  44.2% (19/43)  (95% CI: 29.08 - 60.12%)

PSAZENEK

21 Responder Non-responder
36 16 20
Response Rate 44.4% (16/36) (95% CI: 27.94 — 61.90%) ‘

Jpn J Clin Oncol. 2008 May;38(5):365-72




;&= 314 (NCI-CTCAE ver. 3.0 JPN)

A if R

i ER D

2 1f. (Hb{& )

i/ MR A

FEENE LT R BB

A FERAD 2 PR 7R G
T —R3/4D

A ER PR 2 1D S G

271 —R

97.7%
95.3%
32.6%

16.3%
18.6%

7.0%

71 —R3LL 1

(n) (%0)
35 81.4%
40 93.0%
1 2.3%
0 0
7 16.3%
6 14.0%
3 7.0%

Jpn J Clin Oncol. 2008 May;38(5):365-72



SWOG 9916
ReEFE A LI har DT 2 MUK,

ERKRER ; TANZ LZAFDHFH No.1
D3E

Docetaxel (60-70 mg/m?2) 3B &
+

HRPC 77015' estramustine (6¢c 3x1) d1-5

Randomized

Mitoxantrone (12-14 mg/m?2) 3@/ &
+

prednisone (5 mg bid)

KE4Xxt)IL+ T RS LAF (DIE) &
SR Y MR HTURZY Y (M3P) D54 LE R BR

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




SWOG 9916; OVERALL SURVIVA

N Vv V¥

Median Survival D3E M3P
Months 17.5 15.6
HR 0.8

P-value 0.01

SWOG 9916; G3/4 toxicity

D3E; n (%) M3P; n (%)

Grade 3/4 toxicity (all) 184 (56) 113 (34)
Gastro-intestinal 66 (20) 17 (5)
Cardiovascular 48 (15) 22 (7)

Toxic deaths 7 (2) 4 (1)




SWOG 6: CONCLUSIONS

Docetaxel+ estramustine vs. mitoxantrone + low-dose
prednisone

>  Alonger median survival: 17.5 vs 15.6 months
(HR 0.80, C.I. 0.67-0.97, p = 0.02)

> A 3 months improved PFS, p =<0.0001

>  An increase in PSA response, 50 vs 27%, p < 0.001

Greater toxicity with docetaxel + estramustine
>  Higher rates grade 3/ 4 gastrointestinal toxicity

> Higher rates of grade 3 / 4 cardiovascular toxicity

Yo bA  KYEREAXEILO AN EG TR
HY. . =-HNIANSLAFUOEMADZEIZEYEIE
MR TS
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B ER RFAER ; T AT DARAF L D

D2PED2PEMD T4 Lk LL BB PR E BR
3W1O—RATL. 2B BICFE2XILZANSLIAY

HRPC15045l

Randomized

R -TANSLAFUEANTHE

NO.2

Docetaxel 35mg/m? on days 2,9 + predonisone q3w

D2PE

Docetaxel 35mg/m? on days 2,9 + predonisone
+estramustine 6¢ 3x1 on days 1,5,8,12, g3w

EFHIRIEER TEEH o1

Machiels, J.-P. et al. J Clin Oncol: Nov. 2008



SUMMARY OF 3 STUDIES

> D+P — MP TAX327

D; 75mg/m q3w D;30mg/m?2 qw

D + E > M P §2VOG99-

D;70mg/m? q3w

D+P = D+P+E

D;35mg/m?2 2 times /3w D;35mg/m?2 2 times /3w

vt
D 75mg/m? q3w + Pb‘BeStd)ig*Rﬂi
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Protocol No. AKP-003
A - HRPC GEIR ., 7l FTRER A Db S5 H)
Docetaxel 60mg/m2 day 1 div.
Carboplatin AUC 5 day 1 div.
Estramustine 560mg (4 Cap)/day #H p.o.

2235 3Lk
Kelly WK et al. J Clin Oncol 19, 44-53, 2001.

o Paclitaxel 60-100 mg/m2 daysl1, 8, 15, 22

o CBDCA AUC 6, dayl
o Estramustine 10mg/kg everyday

Urakami S et al. J Urol. 168, 2444-2450, 2002.
o Paclitaxel 100 mg/m2 daysl1, 8, 15, 22

o CBDCA AUC 6, dayl
o Estramustine 10mg/kg everyday
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HRPC; StageD1/2, 3[E:E#HPSALHF . AWSHE:E
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fiE 51 HRPC 224
FHn F14969.95% (54~79)
FIEZBFPSA R {E52.0ng/ml (6.29~10823.6)
HIRGS F148.4 (7~10)
DECRHIRIPSA hR{E75.7ng/ml (3.24~16364I)
HEAT (314 §520—X., F1§2.40—X (1~7)
IRt £{HIMABTE A
EANEZIR ST NAVHEIR 1141 (50%) =Dt

—EMP 74

—DEC 44
B VEIR-EMP 841 (36.4%)

eV FIR-DEC 241 (9.1%)



DEC PROTOCOL

Docetaxel (D) 70mg/m? (Day 1)
EMP 2cap (every day)
CBDCA AUC 3 (Day 1)

W&



PSAO) Eﬁk'ﬂﬁ ( % ) DECRAlgFFE100&E &

10000 | (%)

1000

PSA

o5l
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1341

50% responder 8/21=38.1%

1 3 6 12 18 24

Follow up period (Months)
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OVERALL SURVIVAL

overall survival rate (%)

10—
Ao fefe
0B ‘
0.6
0.4 — ‘
0.2
00— (n=22)
| | | I ]
00 1010 200 a0.0 4010

follow up period (M)

13.3M 83.2%
24M  41.6%




CANCER-SPECIFIC SURVIVAL
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13.3M 87.2%
24M  52.3%
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ADVERSE EVENTS (GRADE 3/4)

1L/ MR
=ik

RS
SRR J2 2
HALASEIR

LEKED 104
4151

311

1/

311 (

Naf

(45.5%)
(18.1%)
(13.6%)
311 (:

13.6%)

13.6%)
| (4.5%)

CTCAE ver 3.0
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EREGleason score
initial PSA

DECBA#5HIPSA

0.015
0.598

0.672

0.011

KEREEMTIIARELGL
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MEIRIVE A PEIED D R FEHITE PRI 25 0 B
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R (MG /) 2832 ->RECISTZ2f# A

Response Evaluation Criteria in Solid Tumor

M (BIVER) 27l A—-CTCAEZ{E £

Common Terminology Criteria for Adverse
Event




RECISTAHARZ A

LA E DR EAIE

{LERFRIE DO EL A EIZ 1L, 2000412 NCI (National Cancer
Institute) LV FEEZINZRECISTH ARZ A (response
evaluation criteria in solid tumors)?s EIZfF FHI 5,

RECISTHARZ AL T, WA Z I E rlRE7RERRIR A L IE KO
fa7K72 E DIERRPRENZ T T D,

1955 25 & FEAE IR 28 OARBE DTl AL 2 & B TR & 2t &



@ N \I_',E;/jt_i\ :E:SZ -"-‘
"IINB JJIVI LY H Jil
1B DR AFEE.

B 10 EEF COREROFM T

SEEZR%) complete response  CR T _COIREDOIEIN4E I LL

#3785 partial response PR R TAMVmEEMERL T, 12
HIIRZE D Ee B DOFN2530% VL F
D34 LA

WTE stable disease SD PRET AITITAE NI A T57. D> DPD
ET AT R DA +07

1T progressive disease PD  JBEBIMELISICERGRS L Br /N D B
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BFRAE DOReE 7 (RECIST)

R E  FEERVRZE BTRA =B
CR CR No CR
CR IR/SD No PR
PR PD LA} No PR
SD PDLLS No SD
PD Any Any PD
Any PD Any PD
Any Any Yes PD
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JUEAIEIER ML NCI-CTCAE v3.0
A7 Y — : Category
TR RECHR 2 FE D<K A 48, 28T H

T P : Adverse Event
& % DA ZEZFS ;10000 |
=R : Grade

OMBHEET
E%'ﬂ'f % : Attribution
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ATTRIBUTION

HE TE 7%

I e |2 definite HH 5T

125 A probable ZDIRFEIZI DD DR
HNEI7R possible QY=Y - LAY IN B WAL
HVEHT72 Y unlikely A2 A EENEYAAY Y
ESIEVAA unrelated  BAGNIZZEDOTRFEIZLSLR2




