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TAP-144-SR (3M) is a 3-month sustained releasing injection of a super-active agonist of
luteinizing hormone releasing hormone (LH-RH), leuprorelin acetate. At the Department of Urology
of Gunma University Hospital, TAP-144-SR (3M) was injected once subcutaneously into 10 prostatic
cancer patients who had had no treatment in the past to investigate safety, serum testosterone levels,
drug concentrations and efficacy. In safety, no problematic adverse reactions occurred, and the drug
was well tolerated. Serum testosterone levels elevated temporarily up to 2 days after injection and
then were reduced rapidly. The levels were reduced below the castration level (100 ng/dl) after 3
weeks and then remained reduced up to 12 weeks. Serum TAP-144 levels including metabolite M-I,
elevated to maximal plasma concentration up to 3 hours after injection and then were maintained at
about 0.2 ng/ml between 1 week and 12 weeks after injection. With respect to the anti-tumor effects,
the response rate according to “criteria of prostate cancer™ at 12 weeks after injection was 100% (stable
response cases) and the ratio of PSA normalization at 12 weeks was 90%. These results showed that
an injection of TAP-144-SR (3M) was well tolerated in prostate cancer patients having no prior
treatment and inhibited serum testosterone persisting for at least 12 weeks so that TAP-144-SR (3M)
was concluded to be safe and clinically effective for prostate cancer patients.

(Acta Urol. Jpn. 48: 771-779, 2002)
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TAP-144-SR Z A ER TE/RREH TER SN
7:%&iEM LH-RH 7 7= 2 T3 5 TAP-144 (Fefk
Va—=7av) ) RNt Ehsvf 700
TR VERBUAESFIC, IS, TEREE,
HNE, A, PREMEREHRREL SOBERREL L
T, 1 7 AGHE O TAP-144-SR (IM) (J 2 —7")
IESTRE3.75) BEIASNCEREREE Sh w5,
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TAP-144-SR (1M) D#) 3 51 E S 718 otk 55
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3. HEHE

(1) TRBEH

BERIEH| T H B TAP-144-SR (3M) (&, TAP-144
% 11.25mg @B T hvA 70k 7Nk BBHK
Iml H— ko 2BREHFHT, 114 2F, 23
U OEFESEy P ENF Y MRFITH B,

(2) #E /&

BB, BE, Y7 Vry—0y FEHLT
TAP-144-SR (3M) # 8B H® (1 ml) THHSHE,
TAP-144 & LT 11.25 mg # B T#HREF L7z,

(3) BrHGE

GBS, FMIEECEERRIFTEEIOR
LS, A bos 8|, LH-RH 73=2X
T YF TrRuss8E, AR0ESM, BE
MEEOBERIR I L

(4) WA - BIEEB B X UK R

DMmiEHR7 2 F 270 VikE

MFEHF 2+ A70rigkEld, TAP-144-SR (3M)
o5 ER, %51, 2, 3, 7H#%, 2, 3, 4, 8,
12A%OMFERF A A7 VigEY, SRl
(SRL 54 ¥ v 34 ##0) 12T RIA-EMFEIC THEh
HE L7

OILE PR

TAP-144-SR (3M) D5 &R, %51, 3, 68
Mt 1, 2, 3, 7H#%, 2, 3, 4, 8, 1238#% M
FHEWRE 2/ R e ((WRESIER) 1
T RIA B TEFHIE L7
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8, 12EZOIMESF PSA BE %, NWATHELY
(SRL 74 Y N4 FM) 12T# > 54 PSA v b
*H T RIA-EMEIC CERHEIE L.
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BLUMHBRERS128% (T3 90E) g, Jl
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Table 1. Patients characteristics for safety profiles

3 % A 5E LH-RH agonist

H B X 4 FEFIE (%)
60-69 4 ( 40.0)
) 70-79 4 ( 40.0)
) 80- 2 (20.0)
I+ RE 73.1 + 8.71
#HE (kg Py R R E 56.1 +10.90
H& (cm) i+ FRRE 161.40% 5.168
lc 4 ( 40.0)
%2a 2 (20.0)
TNM 338 (T) 2b 2 (20.0)
3a 2 (20.0)
TNM 348 (N) 0 10 (100.0)
TNM 548 (M) 0 10 (100.0)
TRERES T [ 10 (100.0)
w1t 5 ( 50.0)
RS SLEE sk 3 ( 30.0)
&5t 2 (20.0)
) . Bl 5 (50.0)
A B2 3 (30.0)
C 2 (20.0)
pst 0 8 (80.0)
1 2 (20.0)
%L 0 ( 0.0
»HY 10 (100.0)
MERHE 4
ERARHE 4
= HItERHE 6
PRRGHE ) hvEVE 3
ﬁ AR 23 HI 1
" ik e 0
HRE 3
Z ot (BrRBEEET) 6
2L 1 (10.0)
Y 9 (90.0)
iR - RISMEERER 2
HEER 2
HLEES 6
APHE & | Bl - IRERERE 0
B fea - e 2
Bt | TEREBREKR 5
LRE 2
WIRBRRIES 1
F D1t 6
0 50.0 0 ( 0.0
O 50.1-100.0 0 ( 0.0
Al SRRt 100.1-300.0 1(10.0
300.1-500.0 6 (60.0)
500.1- 3 ( 30.0)
¥ 5 BAMAH O M iEF PSA 0 4.0 1 (10.0)
R (ng/ml) 4.1- 9 (90.0)

*: DI, D2: no data, *: 2-: no data.
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QEEER

HEHRIIOWTIE, FOREDB L NEABRELOR
mEGAHE L. BEOHEIX THREREESE
WAEESYELE Y (J#E TR LA BIFER
SEBERICED LN TV EWEBIDWTIE T, &
pe, o, hip, T3, BE, BLU 4. ER,
O 4BRETIHML. 7o, HRELORHRBAII
TG ACRED D), SOMEEDY ), HEHLH
b Lizevyy, TRIEZ L) O 458 Tt L.

& S

1. xF&RIEH
MUBERENBIR A2 ) —= 7L, )b 1l
ERER S BMREOB RS B THD L
DB L7 DT, BRI BEIERE LK
517

Table 2. Adverse events

FTAlfixT S 518 10
TREREE & DORRER o-® ® &t
ZOPIE (BIEE) 0 5 (50%) 5 (50%)
RN 0 12 12
i % 0 1 1
A7uaAF (FFR) R 0 1 1
&A1) 5 A MUE 0 1 1
I bR 0 1 1
s | BEBE () 0 1 1
w % B 0 1 1
# g % 0 1 1
B/ M 0 1 1
Lt 0 1 1
RIEIE 0 1 1
B RSB FESE 0 1 1
3 — FEER 0 1 1
Note: Relationship for clinical trial drug is as follows. (D: definite,
®: probable, ®: possible, @ : not related.
Table 3. Abnormal laboratory values
BEGPSESTE 10
HEREE & ORRBE R B ©-® @ it
RHAGIB (RIEE) 0 4 (40%) 4 (40%)
EIHE 0 11 11
~=w b Yy MEED B 0 1 1
NEFUYEVRD HERE 0 1 1
PR BRI L13; 3 0 1 1
5= | IL¥& AST (GOT) k& BE 0 1 1
% Mm% ALT (GPT) t& hERE 0 1 1
Mm% LDH t& 233 0 2 2
% |AL-P bR B 0 1 1
y-GTP L& BE 0 1 1
RAERTE EE 0 1 1
REAEME 23,3 0 1 1

Note : Relationship for clinical trial drug is as follows. (D: definite, @ : prob-

able, ®: possible, @ : not related.
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REWT—¥5. SVECVBET- 5. EYHET -
5 BLUFHET — 5 OBIINRER L LTIE, W
N 1B EBARE S /A, REFGHT~ #5128
BOMEPEYREDWE T — 7 ISR fwAH 67z ]
Bli, FYBHREDIRITH & — IR L7z
2. BEER

FHERIZT. IR TH - 72 KPS HEIILHIHB £
R CTEBBERILAONZ Do 2. PS Z&H4S
grade 0 £ 7:1d grade 1 TH 7 (Table 1).

3. "Bk

FESZRON, BMEMREEERIZI06F 56 (50

775

%) (ZEHI2fF, RRMREMBELE 10640445
(40%) WCETIEA LN, WTFhLEREL DR
B4R TR9EL L) Tah o7z (Table 2, 3).

4., KR)VEVBIEE

MiEPF A AT70 VRE (FPRME) &, EERER
HRIZFEH LV (100 ng/dl) #BE Tur/=2%, #%
EoOHBIC—BBRIZLERLAZLOD, &5 3:8#%IC
WBEHLRVUTERY, &5128%F TEE LA
IRzl L7 (Fig. 1).

5. FEEhEE

Mmigs TAP-144 (K M-1 &) BEIHRKS

(ng/dL)
800+ — B3 M4y
—hfE
f PR
7% 600+
7 ~E1H
s
2
2 4001
£
B
«
B 2001
4 EBLAA (100ng/dL)
0= T * - T "
0 2 4 6 8 10 12 (&)
By me/dl) | 58 1B 2B 3H 138 238 38 438 88 12 i
#3004 | 530.00 70300 728.00  767.00  681.00 222.00 48.80  2.70 1580  21.20
SR{E | 381.00  615.00 707.00 670,50 509.50  149.00  85.10  22.35  7.05  8.40
#1547 | 34400 563.00  693.00 590.00 461,00 102.00  30.70 650 570  7.40
Bl 10 10 10 10 10 10 10 10 10 10
Fig. 1. Changes in median of serum testosterone concentration for 12 weeks. Each point
shows median, Ist quarter and 3rd quarter. The limit value (5.0 ng/dl) of quan-
titative analysis was substituted for undetectable in statistical calculation.
(ng/mL)
40
30 ~—®—TAP-144 (M-1%&&r)
g]i_l 20 4
<] 10
A
T 14
L] |
b
}g .
Qq 4{& —&
0 1 1 T T 1
0 2 4 8 10 12 (A)
TAP-144-SR (3M) #& &5
i EF BREA| 1R (3ReM | 6FFMI] 1B | 28R |38 |18 | 298 | 33 | 48 | 8@ | 1238
TAP-144 #BE | 0,00 | 19.72 (2705 15.41 | 2.65 | 1.03 { 0.70 | 0.29 | 0.18 | 0.17 | 0.18 | 0.25 | 0. 24
M-1%80) + + + + + + + + + + + + E
T+ R 0.00 [13.68 8.39 | 5.72 [ 1.26 | 0.33 | 0.18 | 0.16 | 0.10 | 0.10 | 0.09 | 0.16 | 0.07
(ng/mL)
(¢ 3] (n=10) | (1=10} | (1=10) | {n=10) [ (r=10) | (1=10) | (n=10) | (a=10) | (n=10) | (n=10) [ (n=10) | (n=10){ (n=9)

Fig. 2. Changes in mean of serum TAP-1444+M-I concentration for 12 weeks.

Each point shows

meantSD. The limit value (0.05 ng/ml) of quantitative analysis was substituted for unde-

tectable in statistical calculation.
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Table 4. Pharmacokinetic parameters

Tl LAEERE (0=9)

Crmax [ng/ml] 25.27+ 5.93
Trmax [hr] 2.56+ 0.88
AUGo-12w [ng-W/ml] 4,43+ 1.31
AUC 12w [ng'W/ml] 2,24+ 0.91

MRTo-15w" [hr] 595.39+112.19

1) MRT: mean residence time.

Table 5. Tumor response according to “cri-
teria of prostate cancer”

SE CR PR Stable NC PD [Stﬁﬂiﬁ%{)ﬁ%]

B 0 10 0 0 0 10/10 (100)

Table 6. Tumor response by site of lesion
according to “criteria of prostate
cancer”

FFih CR PR NC PD

% 0 0 10 0

BRI mMERICERE SN, 5P IRFERKRIC
Cmax (ELZ%, 18I TIRERIETL, &5
1 ~7 A ETHRAIET Lz, 20%, %5 1:8%
51287 £ TEHME 0.2ng/ml B CTHB L /-
(Fig. 2, Table 4).
6. AR GEESR)
(1) BEHR
THIZRBEOHERLE, (I L RAFMITIER
PR TH 0, EF)E (Stable LLEDEFIDEE) 13
100% T& - 7z (Table 5).
(2) WE BERNDHFE
RBBRICHAANS N ERIRTXTHYPB T2
XCTERREIN LW 0, BERETHHEITBRIH

125 20024

Evaluation for serum PSA according
to “criteria of prostate cancer”

#ff CR PR NC PD CR+PR O#E& (%)
B% 8 2 0 0 10/10 (100)

Table 7.

FHHEDHRER LD, 26 NC Tho7: (Table
6).

(3) miE+ PSA

TR O E&k#E,) 12 L7225 - MiFH PSA
12344+ B EEffi ik, CR #5840, PR 2524 & RIFT
Hoi.

Mg PSA RIS 2 A%, OIET LD, &
5198#% 215 5 A EAE B LBRE (100 ng/ml) Lk
LeBETHo7 1 FEBRE IFIIEEME (4ng/ml
DAF) &% o7 (Table 7, Fig.3).

(4) EBHFR

TR CIRE O ERE, 12 LMo - EBMHRIC
34 % 5l # Table 8 (2R L7, BEREEIZEDL
FERB L UKREOHRERIZFNFN4, 20% T, F#
BRI R OSHEE B ic oW TEBAL L7 ER X 2 < EM
BiZdh o7z %P, EBREICHRT HERE, Ha
ANSNFEFDTRTHH B & 7213 C TEHRIRED
lrolzlzdAhbRid o7z (Table 8).

(G BRRER

FEREER BHRERE, SUERME, SR, JERE,
MR, RRE) BLUEBREER EBEICLSE
) IConT, BEROBE* X271t (2L, &
B, TEE, BE, SbOTEEZZTLZFRO, 1,
2, 3, 4LEtERMELEART) O Z, FMEEETE
CEHKErE L ES LR, SERESE, BHR, BE
BTYESH LNz BHRE, BHRM, mRITEER
HiM % B L TEPIdERL L Tho7z. T-2H2B

(ng/mL)
50
L 40
i#
T30 4
§
A 20
2]
0 -5 T T
0 2 4
¥rogal) | 587 23
& 3mar | 35.00  40.00
hR{E 15.80 14.50
51 WAL 6. 80 4,70
Ll 10 10

— B33
f'-'?%ﬂ
<1
EXE
(4.0ng/mL)
T \i; T .
6 8 10 12 (&
38 438 8 3E 128
26.00 14.00 3.50 2.20
10. 25 7.55 1.25 0.75
3.20 2.60 1.10 0.40
10 10 10 10

Fig. 3.

Changes in median of serum PSA concentration for 12 weeks.

Each point shows

median, Ist quarter and 3rd quarter. The limit value (lower: 0.2 ng/ml, upper:
100 ng/ml) of quantitative analysis was substituted for undetectable in statistical

calculation.
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Table 8. Subjective response according to “criteria of prostate cancer”

HE% W E B HIETEE i

RERICHRT 2HRBEEICEIER 4 (40.0) 6 (60.0) 0 (0.0) 0 (0.0) 10
Performance Status (PS) 0 (0.0 10 (100.0) 0 (0.0) 0 (0.0) 10
FEDHEAT £ 71X E 2 ) REDORE 2 (20.0) 8 ( 80.0) 0 (0.0) 0 (0.0) 10

() : improvement rate (%).

Table 9. Clinical changes of primary lesion and metastatic lesion

EhretE
H H (53 % EE

TioE  EREEE EEEE hoRfE RME O BAME

5 BIGhEE 10 0.6 0.84 0.27 0.0 0 2

. #5 4 8% 10 0.5 0.53 0.17 0.5 0 1
RREMER (HRARE] #4558 Bk 9 0.3 0.50 0.17 0.0 0 1
#512:8% 10 0.2 0.42 0.13 0.0 0 1

¥ 5 ARy 10 0.0 0.00 0.00 0.0 0 0

#5 48% 10 0.0 0.00 0.00 0.0 0 0

=

LR PA] %5 8 Bk 9 0.0 0.00 0.00 0.0 0 0
% 5128% 10 0.0 0.00 0.00 0.0 0 0

RS- BRERE 10 0.7 0.67 0.21 1.0 0 2

HER] %5 4 B#% 10 0.5 0.53 0.17 0.5 0 1
&5 8B 9 0.4 0.53 0.18 0.0 0 1

#5128% 10 0.5 0.53 0.17 0.5 0 1

%5 BIthRE 10 0.0 0.00 0.00 0.0 0 0

®5 458% 10 0.0 0.00 0.00 0.0 0 0

(k%] &5 8 B 9 0.0 0.00 0.00 0.0 0 0
B5128% 10 0.0 0.00 0.00 0.0 0 0

B 5-psEE 10 0.0 0.00 0.00 0.0 0 0

(] #5 4 B% 10 0.0 0.00 0.00 0.0 0 0
5 8:8% 9 0.0 0.00 0.00 0.0 0 0

#512:8% 10 0.0 0.00 0.00 0.0 0 0

REEGE 10 0.3 0.67 0.21 0.0 0 2

(R &54@& 10 0.2 0.63 0.20 0.0 0 2
%5 8 :B% 9 0.0 0.00 0.00 0.0 0 0

®E5128% 10 0.0 0.00 0.00 0.0 0 0

B 5-BnaRF 0 — — — — — —

EBEER EBRicks BF4ER 0 - - - - — —
) B58A% 0 — — — — — —
R5128% 0 — — — — — —

Each figure shows each degree scored at the evaluation point for clinical changes of primary lesion and metastatic
lesion. ’

WTERRENL L, HiRERL o770, & SNTW5E., COFEBFREE LTS 76656 0Ny

BEIZIAEFIIASNR D 572 (Table 9).

6) BHABERITT LRI

HEREIM 8 L CESEAERS A SN ES T2
WA

% =

AFRICBIT HEILAE L, AERBEABOEMAS
=1L, 1995EDFBRE, 459%, BT84, 703%H
5, 20154EI1ZI13% 426,110, 13,494%125%+ 5 L F48

WL ETES O TR b EREIFND

ARFBORIMIRIE 3T B AGWEEE, V=7
v D LH-RH 7 7= X M2 X 2 EYEBFEHK
Thby, BEREFEIALZVWBYERICOAS/
O, FTTIZEHATHRESHEROBS 2L 1 7 ARR
B TAP-14-SR (IM) X W b HEMBOEW3
A& A 0> TAP-144-SR (3M) FHBEEhHEK S h
Twab,

TAP-144-SR (3M) X, TAP-144-SR (IM) &~ 1



778 WREE 48%

sah TENVERERSTHLLE ) T VERE
EAM (Env3:1) (PLGA) %, ABEAK
(PLA) 2% % L, E3 TAP-144 % TAP-144-SR
(M) 3% (11.25mg) FHETH I LIZL DY, EF
TAP-144 =4 7 0% 7N 5 & O H A E 53,
TAP-144-SR (I1M) O 4 A S#H12~138H &4
SEECIER L.

Z DOBARIIFMNOBGRAEBR T LR S, FIILRE
BE GRIAES) 2 HRICERS S THARERY I
BT, TAP-144-SR (3M) HEHS TISERI LI
DV MERT A FPRATO BEEREBELWETIC
mHIL, FUEIRAEEE CRIGER) aHel
74 N KB Tk TAP-144-SR (IM) 3[HE#% 5 &
TAP-144-SR (3M) 1 [E#%5- D st A & MEE D AV £
v OEMERE, ANEBLUREMRERETHL S
EOHERR ST,

BFIIBWTIE, BIVEREEE BHAREE) TH&
(W E M U745 1 #3482 © TAP-144-SR (1M) 6 [d] &
TAP-144-SR (3M) 2 [H#% 5 0 8z A & flj 8 O ML i 7
T A MAT U VREMGIRRE, A3tEs L CReriE
FRETH B LHRER SN, LaL, FFIZBIT
DRIBREEE (CRIGHEE) KB AKREEIT- T
Birotzizd, 40, BARAORIMIRERE (RiGE
Bl) %3t & LT, TAP-144-SR (3M) Bi[If T#H5
L7-BEnZeett, mNVEy EYEHEL L OHRMIC
DWTHRE L7

BEBIZDVTIR, HRBEISECERVWEES
% (BfhEMREERS X UBRREEEEEE) 3
1BIdHARONLEs72. —F, EBRITBITSH TAP-
144-SR (IM) DEEFRE I AHER" Ti, 3.75mg #
SR BV THEBEBROEE T & 2\ B S HAE
KB IUBEFRREBEREEREICSALN, T4 b DEH
& o1zTh 8.0%), BEEKRE (4.0%), HHKET
(4.0%), LDH £5 (8.2%), y-GTP L& (4.0%)
TdH o7, KGR TIRIOB & R v 72—k
BT X 2V A5, TAP-144-SR (3M) i34 tico
WCHRHCEE IR R R SR,

AIVEVENEIIOWTE, IFERFA TV
B (PoRl) 1, RRERSRNICIERE L (100
ng/dl) #BX Tz, 5 2H% T C—BHICE
ALb00, 5 3EEBIIEZLVLANVLUT L2
D, BEIGABR T TESLNVLUTICEE LA, &E
E2i231F %5 TAP-144-SR (3M) H 58O RV E VB
B2 7°— % % TAP-144-SR (IM) DEKR%E I HRR"
IZBITA 3. 75 mg BeGRHORNVEVEIET— 5 L1
B L7t 25, TAP-144-SR (3M) 5B D% 548
HBETOMERF A PAFOEERZ TAP-144-SR
(IM) #%ERLFBRDOERELRLL.

Y BYEEIC D THE, MiE S TAP-144 (R

125 20024

M-I &%) REIIHRS | BRI ER ISR
R, F5#3EM%IC Cmax ISE L7, ®51H
BITIIEREIZETL, #51~7 BRI THRAE
FL. 20k, #5 1B S128%F CFHME
0.2 ng/ml R THB L7,

Hi EEMR) 1IC20nTid, ®5128%D
RIS BRAE DR E R B 15 o oA EREIZ 26 PR
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