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CLINICAL STUDY ON THE EFFICACY AND CONTINUOUS
DOCETAXEL BASED CHEMOTHERAPY TREATMENT
FOR CASTRATION-RESISTANT PROSTATE CANCER
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We report a retrospective study on the efficacy, adverse events and the factors for continuous docetaxel
(DOC) therapy for patients with castration-resistant prostate cancer (CRPC). Between April 2007 and April
2015, 37 CRPC patients were treated with DOC therapy at Kanazawa Medical University Hospital. DOC
was administered every 3 weeks at 70 mg/m”.  Prostatic specific antigen (PSA) level, adverse events, cycles
of DOC therapy, survival time and clinical passage were examined. Fifteen patients showed a decrease in
PSA level of 50% or more, 9 patients showed less than 50% decrease in PSA level and 13 patients showed no
decrease in PSA level. Adverse effect of grade 3 consisted of neutropenia in 29.7% and leukocytopenia in
10.8%. The median number of treatment cycles was 11.7 courses. 'The patients were divided into two
groups ; the first group comprised of 26 patients who received short-term DOC therapy (<10 cycles) and the
second group comprised of 11 patients who received long-term DOC therapy (=11 cycles). The 1-year
survival rate was 59 and 100% for the short-term and long-term groups, respectively.  Long-term treatment
was related to pretreatment PSA nadir, time to progression of CRPC and serum lactate dehydrogenase level.
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20144F, AIFT b EFIRPUIERT V2 IRHE (castration-
resistant prostate cancer: CRPC) O HTH 2 = v
V% I K (enzalutamide: ENZ), 7 ¥ Z 7 1 (abira-
terone acetate: AA), # /N T ¥ F )b (cabazitaxel :
CBZ) 2RBESE CEHWREE 2o 72, ZNDIAEIICIE
F+t % ¥+ )L (docetaxel : DOC) 2% CRPC 12/ 3 %
HEHROFLTH Y, ZOWRFENRE TG T L L4ED
HbHEEZ, BGWENEICET %A X K%
1To7z.

Jll]

MR EHE

SEIRERFRZERBEIC BT, 20074F 4 H 72> 520154F
4 HZ T, CRPC 1Zx L DOC |2 & 2 b & fifT
L7z2DIx38BI T -7z, D) LN WE 1 Fl%
w7237l 25t G & L7z, ZIiEE, CRPC EREIFB
£ U"DOC FAtaRs PSA, Gleason score, AR TE ] % #k
L, WATZ — VB, AAFIAR, ERRARE SO ST

L7

CRPC Oz liAki#ElL, PSA 2.0ng/ml LI ET 3 G
e b5t 4 A @ androgen withdrawal syndrome @
L, QRN WIEETS PSA DS LA T 2868 L
72V T A B AT O BT LR L Tk
Vo 3HEM I L oG TR L T b 284 i,
performance status (PS), EI/ERIZ & V@AW=, F
3G HEAIEE L fmP5E AR TEA
L, 2 HEREEEIEE 72 I AT o 72, AHEES
DFHifli 1 National Cancer Common Terminology Criteria
for Adverse Events (NCI-CTCAE) Version 4.0 % f# H]
L7z BEHRHTY 7 bk EZRY % 6 L 54k
B9 2 A F12 2w T student-t test, Fisher' s exact
test &, ZERFNTIICT D AT 4 v 7N 21T 72,
HAFERIZBI L TUE Kaplan-Meier % F WA 10H
EAEOMIEIZ Logrank test & iV 7z, F72, AN
MIZ28 % LITTHT IOV, Cox IHINYF—F
ETNVCEERMM 217072 PfEIE <0.05 THeat
FEEEDY L L7
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1) Mz
AF: i (3 S5 R T B S T R 68, HEPH (56~
84), DOC #% 5B # g 25 o B 72 75%  (58~85) T
Ho 7z, PSA EIXFI LIRS W iE 25 v (B 36. 1 ng/
ml (4.67~10,100), DOC #z5-Faa A H YL 19.5
ng/ml (4.05~1,560) T& - 7z. Gleason score (& 8
258 Bl (21.6%), 9 AS11BI (29.7%), 10 A5 6 Bl
(16.2%) T& Y, Gleason grade 5 % & & b D A3204
(54.1%) & #EFHE HOEME I, o 72 BRI
W D2 FEBISZWTIRE S TIZ1861 (48.7%) THho
72, BRI B IR S DTS IR 12 1715'] (45.9%), #
H-haake 22960 (78.3%), FIFHEIZIZR SN ho
tﬂﬁi’?ﬂ?ﬁﬁ@Wﬁﬁf%?%&%FﬁﬁAHT FEnEn 9Bl
(24.3%), 4% (10.8%) 1ZFB®H 7z (Table 1).

i 6 5% 1& CRPC E J& B 12 [ 32t 4= 46 %2 6 f
(16.2%), #RF % 760 (18.9%) \ZHEAT, MA-WE
#:& LC LH-RH analog % 3661 (97.3%), €4V %
I &350 (94.6%), MEHAMRRA, & AR U
B % (high intensity focused ultrasound : HIFU) % 1 #
$OMAT L, CRPC #ERZIZIZT ¥ Fo i v SO
HERTIA N T ARF Y (EMP) %2441 (94.9%),
VI FariR26l (5.4%) THS L Twi.

DOC @Bz 513 4 61 (10.8%) Tirbhsz. #f
HEHFE LTT 29 213200 (54.1%) T,

2=/ 7iE 26 (5.

Lo v ERL7 B (45.9%) T, UFT 13 17 f
(45.9%) C, LH-RH analog 1% 6 ] (16.2%) T, 7
4%) TGSz EHEIGE

Table 1. Characteristics of patients

Bl

DOC Fffilks

%ﬁfﬁ%@ 68 (56-84)

PSA

(ng/ml)

Gleason score
=6 2 (5.4%)
7 6 (16.2%)
8 8 (21.6%)
9 11 (29.7%)
10 6 (16.2%)
AN 4 (10.8%)
PRI
A 1 (2.7%)
B 6 (16.2%)
C 9 (24.3%)
DI 3 (8.1%)
D2 18 (48.7%)

HEALTRAT
L 16 (43.92%)
s 17 (45.9%)
U UsET 17 (45.9%)
Jii 0 (0.0%)
JiF 1 (2.7%)

36.1 (4.67-10,100)

72 (58-85)

19.5 (4.05-1,560)

3 (8.1%)

29 (78.3%)
17 (45.9%)
9 (24.3%)
4 (10.8%)

PSA decline of DOC
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Fig. 1. Kaplan-Maier plot of overall survival from progression of CRPC,

PSA decline of DOC.
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& LCHMRS R 451 (10.8%) THREA L 7.

R L2 W2 & R gLfiie0 s B (9 ~281),
CRPC RIS P26 7 A (1 ~144) THo
7z.

2) TRIERE

DOC F%fHTD EMP $5:24610 5 & EMP D% FH)
5E 1] RE 72 AE B 1L 1861 TR G- Mkt ] i v e fifid 6 7 A
(1~55) THo72. EMP & DOC DiHEBRFIZES
BAAGTHT PSA fH & Il L Z2hei, 50% L LT -
9Bl (50.0%), 1561 (40.6%), 50%AKiHOUELT : 6
Bl (33.3%), 9B (24.3%), KT %O FHIE : 3
B (16.7%), 1361 (35.1%) TH- 7z. DOC 12 &
5 PSA K TRICE Y AEICAFEOLEEN A 5N
7z (p=0.008) (Fig. 1).

3) HEHGZ

HEFRIZBWT grade 4 13780 T, grade 3 TH-H
BRI 1160 (29.7%), HIMEREA 4 5 (10.8%) %
DA, WD G-CSF #ANC CHRIENEL L 2
E ML 72 Grade 2 13 4 5 & 2K 1960
(51.3%), R A& 7 61 (18. 9%), 5 # 3 B
(8.1%), THI 261 (5.4%), TPI% 26 (5.4%),
TERERIRA 340 (8.1%), HIMERNIEA 3 61 (8.1%)
TRRD 7.

4) FEGREB R A T

HERGIToO DOC 544 7 VIZFIg11.79— AT
o7z WV TIE DOC 513102 — A LAAAS—#%1Y
TH Y, Tannock 5OHEY TH 113 — ZALL O
REIIRBESELNTE LT, EIHES Ok
WIS L ClEf— LA oncnin, 22
T, AWEHE 23 RARIZTIOZ — A LU TG+
1 U 72l 2 4 ¥ 58 (2660), ZhRAHH 3> b
O— )VEIFTII 2 — AL LG TEETH - 72Efl % &
PG (1160) (2% L7z (Table 2). F72, Wik
HHE LTEMERICL 20, WEEPEICZ > 723
D, WHZBOID DT 5 & 2N Eiis
HECTI5B (57.7%), 781 (26.9%), 4% (15.4%),
FE&EG T 260 (18.2%), 961 (81.8%), 0 #l
(0.0%) THY, FEIEHELSGHETREERICE 2%
125% 072 (p=0.007).
RGBT, IR AR i 1L S T 4% 5 T T 69 %
(56~84), FWIFGHTo4R (56~73) Tho7z. &
WIRE AR AT RO 13 ) VA BRI 5 Ch -
72 (p=0.019) 75, CRPC #REK; L DOC %5 -BiaRs
FERIIEEEERO P72,

PSA 12 B L CTHTIEIE nadir 1358 5-5:C 0.83
ng/ml (0.008~75.8), £ M #% 5 # T 0.2ng/ml

Table 2. Comparison of characteristics between short-term and long-term DOC groups

FeElE R R G-# HASmfRAT AT
(<10) n=26 (11=) n=11 P-value P-value
AR L ()
W 69 (56-84) 64 (56-73) 0.019 0.006
CRPC 7 JfE 70 (57-87) 70 (59-81) 0.289
DOC BA#iEs 73 (58-90) 69 (59-85) 0.355
PSA (ng/ml)
e 39 (4.67-10,100) 18.9 (1.53-3,820) 0.342
T 9% PSA nadir 0.83 (0.008-75.8) 0.2 (0.008-0.8) 0.006
CRPC 21 11.3 (0.274-1,340) 9.0 (1.4-223) 0.209
DOC Fa#fE 40.2 (4.811-1,347) 15.6 (4.05-1,560) 0.708
Gleason grade 5 D & 15 (62.5%) 5 (55.6%) 0.716
WhkdzE (DOC BIfAHR) 9 (34.6%) 2 (18.2%) 0.317
el ()
Wi/ 5 CRPC #EEE T 20 (1-111) 40 (9-195) 0.035 0.005
CRPC HEfE ST F T 21 (1-82) 42 (11-114) 0.027
i A AL A
CRPC 7 J
Hb (g/dl) 12.6 (9.5-14.3) 12.8 (11.0-14.0) 0.268
ALP (U/1) 306 (173-1,095) 300 (165-428) 0.069
LDH (U/) 250 (203-486) 206 (144-375) 0.043
CRP (mg/dl) 0.49 (0.1-1.64) 0.11 (0.1-1.48) 0.016
DOC Bk
Hb (g/dl) 12.0 (9.8-13.8) 12.1 (5.7-13.2) 0.267
ALP (U/) 304 (150-2,699) 428 (211-1,226) 0.366
LDH (U/1) 219 (138-1,209) 199 (165-353) 0.049
CRP (mg/dl) 0.29 (0.68-26.3) 0.11 (0.02-1.03) 0.079
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Progression—free survival of PSA
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Fig. 2. Kaplan-Maier plot A) Overall survival from progression of CRPC, for the short short-term DOC therapy (<10

cycles) and long-term DOC therapy (=11 cycles).

B) Progression-free survival of PSA from start of DOC

therapy, for the short short-term DOC therapy (<10 cycles) and long-term DOC therapy (=11 cycles).

(0.008~0.8) TH V), BM&HGHETIE, WHBHED
PSA nadir 2ME\WETA] (p=0.006) Td o 7245, Pl
If, CRPC jEfEF 35 X 08 DOC BA%AEE O PSA 12134
BAEZBORPo72. £72, Gleason grade 5 DA I
WM CH B 22RO o7z (p=0.716).

BRBIAICE L CEM G CIEmER 7 6
(26.9%), ¥ 4= # 4 # (15.4%), & #& ¥ 18 Bl
(69.2%), FEHIFG-HCIEMERE 26 (18.2%) Hix
Bowsl (0%) 116l (100%) Th-orz. WK
BEOAFECTIIHEMICAELZIALN LD 72
(p=0.317).

Z Wi 5 CRPC R F T oW %55 T20
AR (1 ~111) B#&EG#ET40HH (9~195) T,
FW# 58T CRPC & T TOHH PRV E[T
Hotz (p=0.035).

72, CRPC #ERD HIET T TOMM LI 5
fEc21 A (1 ~82), BRI G4 A (11~
114) & B GHCE,P-72 (p=0.027). 24E4E
FRIFENZNELES5HT8.1%, kST
90.0% Tdh -7z (Fig. 2).

I A AL T UE CRPC H#EREER & DOC BGH:
@ Hb 1, ALP f, LDH ff, CRP fEIZRIL THGETL
7z. CRPC #EF o LDH 5 (p=0.048) & CRP fl
(p=0.016) B & V" DOC B4 LDH fii (p =
0.049) 2SI G- HETHEICEHME TH o 72 (Table
2).

5) SAEFHIMICEET 5 HT

Log-rank 7 A M2 & % H.ZS & il |2 CAEAEII R 12
B & T $ R 1% Gleason grade 5 O F #: (p =
0.033) B X UOAEEEOFE (p<0.001) THY,

Table 3. Results of overall survival from progres-
sion of CRPC by univariate and multi-
variate analysis

Hbe 575 w AT
EHT
P-value HR 95% CI ~ P-value

LWHHERS () 084 0.30 0.05-1.93 0.208
CRPC SEREWE 95 330 .51-91.06

i (%) 0.206
==

DUTREPSA (ng/ 061 058 0.14-2.53  0.473

FIE#E PSA madir  0.85  0.75  0.202.78  0.670

Gleason grade 5 0.033 2.44 0.75-8.00 0.139

W i i £2 - (DOC _

) <0.001 13.83 2.57-74.46 0.002

#Z W 2> 5 CRPC 0.99 0 33

ML HAE (CRPC HERERS)
Hb (g/dl) 0.43  0.50 0.07-3.71  0.501
ALP (U/1) 0.10 1.65 0.48-5.67 0.423
LDH (U/1) 0.29  1.17 0.39-3.53 0.775
CRP (mg/dl) 0.52  0.52 0.12-2.29 0.394

Cox LB — WA 25 fRAT L2 C P B
DK DA EI A Lf: (p=0.002) (Table 3).

% =

CRPC 12 L T DOC @ A #) % 1& 2004 4 |2
TAX327%, SWOG9916Y 7 &1 & % KB HB A
ROTHESNTBY, KL ST 2014
FAIAFT O PSR PRI S N, 2 ORRD
EH SN TV 5. 7 Nelson” 1& CRPC OETTHIT
E4DODAT Y TIZHHL, TORKEHEFE (step 4)
% androgen independent and androgen receptor (AR)
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independent & 7E3% L, androgen-AR signal |2 fERI4R T
HBHLELTWD. LoTstep 4 Tid ENZ R AA A
BTH Y PIEHAITH S DOC & CBZ Ds#It & HIHF &
5% L7275 T DOC O BHERF % FE§ 544
Zbd 5.
Fe 5812 LTl TAX327 #B% Tld, 75 mg/m?/
3 week DL THIMMEDTEH SN TB Y LA HH
OHGEIZ19.27 B L LTwWA. Naito 57 IZEHIC
BB E THRAEET, 70 mg/m?/3 week DFEH-T50%
DLl PSA T % 44.2% IZ78% PSA response @ H1 9t
fEIF19.8E LT3, $kBLY &R LAHA
NBH 9N 3 FRIZ L7 DOC OBGERFEHZAAT
FFFAG T BEBI D PSA 50% 22N EIA41337% & LT b,
H B#B1 Tl PSA it 50% Ll E O % 580 72 EBIE 15
Bl (40.5%) THH b oL IIT—H; L7
HEFZIZHL T grade 4 L EIZFEDH T, grade 3 T
BRI, IR 2 B0 7225, wIhd G-
CSF BAHNCTHENRE UL Z & 4 { HkHRIZTRET
#H o7z, Grade 2 13 HERIEA196 (51.3%) &
BIZF2SH 57z, NCI-CTCAE Version 4.0 Tl grade
2 OEHGBREKIL 7258, £ 30508%w, 0
| ) DAL HE GBI EOHIBR] LEfsh, EHK
i & X % B % Ao 23 kG UL quality of life
(QOL) - BIfE#Z L) ZLIZE ) T TR,
FERBIC b LGB RIEZ RO 72 1961H 12610 3 25h
FNROBFIEH & b FEL > TTIEH 572%, HEHRIE
% E L best supportive care “EAT L7z, 4 SRR
WEHFMRBLIC D 2 EELRENMEH O 1 2L EZ BN
L. Flo, SEROME CIIMEMEM 34, 7% 12715
NBZEERRTH LD, HBRBITRED L7z
CRPC 2B\ T DOC 5B X 5% 1 7
VENZEEFRICBR LTS & S, 58k
MOBEERETFI2OW oM HE s 101 g
Bl d 103 — A LU 560 GEi5-R), 13—
AV ERATE) (B3 548 (S CE Lz, &
DOFER, BRI T G-I R B89 5 K12,
ZWIEEAEHS, Z Wi S CRPC ER F ToOMR, #iE
% PSA nadir, CRPC #2F LDH $ X 0" CRP, DOC
FAAGES G LDH A% 2 5z, SR TR
W AE S (N9 — R 1.077, p=0.006), Wi 5
CRPC #EE T COMME ON¥— FI 0.9737, p=
0.005) 2SEAEG- e & AEICHIBE L7z (Table 2).
H BB T IR BRSBTS DS MEHRAER TH -
778, EdS i S B E T 2 R T & O 3R
L72FRY BM 75 otz L LEZWRFICEET
Ho 72N, DOC ORIVERHICN T 2468 IO
performance status (PS) DHTHF =B E0% <, &
HICHkRTE 20T SN L. 5%
CRPC BEA~DOHM AN EVHEOEAIZLY, ®

WTRENSICHI|PUEE R L2, #10 T Lk
EAEND . FOWEET T TIZEE OFHI LB 5 ik
L, ZUIfEoTPS SIET, & HIIXAPHEDNFE
IE L TR A unfit 2 IKEEEZ B 2L b e sh
B JAET PS O BT BEIIE CRPC MRS
BWERE 25 DOC %8R LHER) & 7 o 72 BBy THrll
FRIVEVEANEBIT T HEOAEMEER OGNS, £
O, TFEO NOEE L& FE RO IV E
W12 b DOC O GLE L SN, REIH103% D
BEICEYLMELASNLY. F72 75UE
DEEEHEEZ SR E LR G SN TB Y, DOC
WL DERMETEFEEEDL RV EREINTW
B0 e o b R GAHIHCE ARG ER
GBIV T OB PLELEZEZ LML,

Z 25 CRPC #E T TOMMIZE L T3 H BB
TIEEE S CingEM M AR EH I Th o 72, T
%5013 1 RN WEERGH 2 5 CRPC OB WTH
FCOMB AR Lz ZARNKGHETHEEICE,
EIRELTBY BBRHIE —EHLTW5,

PSA M 12 B L T Wi, Wi A% PSA nadir,
CRPC #JEEE, DOC #x5-FlaHE O 4 fCHBHE L
7275, BEBICIEATGHE nadir O A DGk 12
FIET LK CTdh o7z, BilEH PSA nadir (X R 5-
FECHBEIEME (p=0.006) TH DO, WEEELT
o DI EMEGET 76 (63.6%), HHES
BT 8fl (30.8%) THo 7z (p=0.003). Wiifi#
PSA nadir 7% DOC O &k R 12 B 5 & ot
HAEMBELRY R 75 % ho 725, Miyamoto
51713 CRPC O FHBERT & L CHi SRR B
1o Gleason grade 5 DIELFE A & BIGH RV E
B PSA nadir BEERMITTLHE TH o7z L
TWh., HEBNZBWTHIGHE TORIVE S IGHFEO K
JBEASEAF 72139 A8 DOC ERIZBW T a3 ba—
VB ZOTIE 2wl EI s G.

MR A L5 AR Tk CRPC #EEE: & DOC BRI
Bio Hb 18, ALP fi5, LDH f#, CRP {2 L T
L7-. DOC BifGriMAICH L <, T4 5" Hb 1%
T, ALP E 5., LDH Ik &, CRP I & 7% Halaby
51903 Hb & F, ALP 15, LDH k5% Italiano
5% Hb & F, ALP I 5 2% Kawahara 5'? (3%
Hb XF, ALP L&-2%, #1513 ALP b H-2%ki
WEEDORT L0 5EHELTVDL T/
Matsuyama 5 '® 1327941 % f##7 L, DOC ©EHl#%5-
WHREPSAEFIHHOEE2 3 7-6 L, ZoOFHIRTE L
TEEEMBHTTDL50%LL = PSA fE T, DOC Bih
o PSA i, ALP fi, CRP i, DOC I — 244
Mg B L LTWwh. HERBIZW2 5Tk DOC BA%GTI
LDH {234 5- Mk e I 12 B 2 A+ Th o 72,
Wulaningsih &' 13 2 /1272 55, 79911 O i % 2
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SIFFT L, BISIREIC BV T LDH A3 R A4
HEICHETLEL TS, HEOOKERE,»S D
CRPC DEHIZBWTIE PSA 12h1%, i LDH &
R L THEFEETINELEZOND.

DOC (% CHARRTED B T % MI#EER % high
volume FHEFEAEGI 12 AF L CTH R 2 364 & iy ST
W5, HBRBICITESNED LR CAEEREIRO LN
o 72 - WFlEZ: E OB EET A2 &Il
$ ) B GIEHEECTH - 72, WERTEFE 2385 G-kt 12
B 5 H T & OW|E YL AL TEY, %
LRGS0 EDNH 5.

HifE, CRPC I2A LT DOC 122 3 FOHHA R
BRSBIE & 72 o 728, E ORI 1B L CldfE . S
72b 0k, SROMEHEFHEHTH O L b o AR
774 TR TH Y, e CRPC OBtk ENZ
2 AA Y9 DOC % B#H L CTwb. DOC 205
FEANOY Y B Z DR L o 724 H, DOC #5-4k
eI OMEHIEBIRAOE) ) B 2 BRI O FI WA #} & 72
D9 4. PS BIFCTHAEHR, DOC O EFE L 23T
TELHEZEIITRVEBTO DOC #%5-%, Hilixs
ETEIEN D BH IR VBB TOHH AT L HAE
HELGIMOBRZPED»EEZENSL. T2, 414
X BZL % AA 2 L 2o 28 mRh & 7 o 72 HE T
DOC #EAT2A L HE SN, DOC VWil
FIREOBWS A I v 7 TR LR CTX 550 8
095,

& B
CRPC 125 L DOC |2 & BAb&E % HdT L 72 4%
F, PSA EOFEG-HIIE 50% DL K FREBIIX40.5% T
A 517z, DOC O E# G-k 12 B # 9 2 K714,
ZWrH 5 CRPC R T TOHIM, FiiA#% PSA nadir,
CRPC RN LDH & CRP, DOC BHIER: o i
LDH 78% 2z b7z,
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