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TAP-144-SR is a sustained release formulation of an LH-RH agonist, leuprorelin acetate (TAP
-144), that has been newly developed in Japan. As a phase I study, a single subcutaneous.dose of
TAP-144-SR was given to 15 patients with prostatic cancer to investigate the safety, endocrinological
effects, and serum levels of the drug. The patients were divided into four groups according to
the dosage levels of 1.88 mg, 3.75mg, 7.5 mg and 15mg.

No serious side effects were noted in any of the patients treated with any dose. No patients
exhibited signs of a local reaction at the site of injection. In two patients transient exacerbation
of clinical symptoms owing to “flare up” was observed. Serum testosterone levels decreased to the
castration level (less than 1.0 ng/ml) in all of the patients, although the time required to attain the
castration level tended to be longer in the patients receiving 1.88 mg.

Serum TAP-144 levels increased on the first day and gradually decreased thereafter. In the
groups of patients that received 3.75mg or more of TAP-144-SR, TAP-144 was detected in the
serum up to 4 weeks after administration. Based on the results of the phase I study, 3.75 mg and
7.5 mg of TAP-144-SR were selected as the doses for the phase IT study.

The phase IT study was carried out as a multi-center open trial. Patients with stage B-D
prostatic cancer received subcutaneously either 3.75mg (3.75 mg group) or 7.5mg (7.5 mg group)
of TAP-144-SR once every 4 weeks for a total of 3 doses over a period of 12 weeks.

TAP-144-SR 3.75 mg was administered to 51 patients and 7.5mg to 50 patients. Both of these
doses were adequate to suppress serum LH and FSH levels. Serum testosterone was decreased to
the castration level within 22 days after the first dose, and this suppression was maintained through-
out the treatment period. Clinical response rate (CR+PR) was 21% in the 3.75 mg group and 22
~24% in the 7.5mg group according to the Criteria for Evaluating the Direct Response to Chemo-
therapy in Solid Carcinomas and NPCP criteria. The response rate by the criteria of Japanese
Prostatic Cancer Study Group was 51% in the 3.75mg group and 62% in the 7.5 mg group. Ad-
verse reactions were noted in 26% of patients in the 3.75 mg group and 34% in the 7.5 mg group.
Hot flush was most frequently (10.6% ) observed as an adverse reaction.

Two patients in the 3.75 mg and 7.5 mg group experienced a flare up phenomenon. The symp-
toms due to flare up were reversible without discontinuation of the treatment. The serum levels
of TAP-144 declined gradually over 4 weeks starting during the first week of treatment, and this
serum level pattern was observed in both groups without any evidence of accumulation. There were
no statistically significant differences in endocrinological effects response rate or adverse effects
between the two dosage groups.

Consequently, it was concluded that the usual dosage level would be 3.75 mg in the treatment
of patients with prostatic cancer. TAP-144-SR was thus well tolerated and was accepted by the
patients with good compliance.

The objective and subjective remissions obtained in this study were comparable to those ob-
served with standard hormonal therapy, although this should be confirmed by a randomized control-
led study.

(Acta Urol. Jpn. 36: 1343-1360, 1990)

Key words: LH-RH agonist, TAP-144-SR, Leuprorelin depot, Prostatic carcinoma, Phase I, IT
study

" Fig. 1 wR$E80Ths. TAP-144 oKkFEMTE
iz G kER SRS\ USRS SER L LT
WE, BB TS HLO AT BREELT  KoBEIhTHEH '

bl

luteinizing hormone releasing hormone (LIF —7%, BAKE\CTh TAP-144 K¥EED IS
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.70~ 90 | a2.0 | 1 C I mMT®
7 73 55. 8 0 D, [ TH#®
8 77 62.0 0 A, | EB®
9 71 | 53.0 1 A, [ER®
7.50g[1027] 77 | 45.0 1 C |88
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ml) R&Hhich’, flare up FEBOH#ETEFEL B
ELTWwAdntELOhE, Ik, ROZERLL
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Table 5. [fi#f testosterone @ castration level (<1.0 ng/ml) ~D{ETFKH

el il DR N MR
1" O OO O0Ce® x~x @ x 00
1.88mg| 2 OO0 OCee
3" 100000 x x@® x @ x O
4 O O A - RREVE(LUERD T HERTEH
3. 7ong 5 OO0 OC e e
6 OO0OOQCewe
7 CO0Ce 00 x @
8 ® OO0 x ® x x 00
9 OO0 @ x x x @
7.5mg | 108 (O O O x @ @ x O x x O
n 000 e ee
2 |00 x e e
B [O00Cee
15ng 4 |10O0OOC e ee
15 1O OO x @ x @
) O: castration level LE  a : fEfINa 1 &No 100 E—HY
@ : castration level iIIET b : fEFINe 3 & No 150X FE—F]
x : sl

1.880g8% (n=3)
3.75nghE (n=4)
- - 7.5 0glf (n=25)
-------- - 15 ngBE (n=23)

TAP-144-SR ¢
#5

BHITHh 1.

THEEBIR R 8 HD 5 b,
TUR-P 7o LMo {RIEA T S i 4 Gl & AF o5

v
2

(8)
Fig. 5. Iig+ TAP-144 J4p (F#5+S.D.)
NMadl& Lic).

Lo, 55£fhix8lfl (3.75mg 444, 7.5
mg 37%)) THH, ZOHRERTF% Table6 itR7L

FHBE S %

EAELEbh I 2 Bl E 6 BIaBiES, B5BIBER
BO—HBE I RILh - 11 FIR BRIAEF & Ui
(7e¥s, Zoofiuz 3.75 mg @ 1 Flik PAP D ZhHIE
ERTWiRd o ioted, NI EEE I8

ool

FFOWTUL 375 mg CEBMENEEIC S5 -
et ERHORELGREOBEFRIIALRT, 24T
HBLTh I eEL LRI,
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Table 6. sE£HOERAEF
SThm [ Thm | . o
T 2 § 44 (100 %) | 37 (100 %)
46~49B| 0 1(2.7%)
50~59@ ] 1(23%) 1(2.7%) P=0. 040
£ mleo~69m| 4 (9.1%) | 10 (27.0%) (Uﬁ)
70~79/ [ 26 (59.1%) | 18 (48.6%)
80~908!| 13 (29.5%) | 7 (18.9%)
0 12 (27.3%) | 15 (40.5%)
1 23 (52.3%) | 13 (35.1%)
P. S. 2 5 (1.4%) | 6 (16.2%) | u.=
3 4 (9.1%) ] 2 (5.4%)
4 0 1° ((2.7%)
E 4 4E 7 215.9%; 6 Els.z%;
A 26 (59.1% 18 (48.6%
B kT (5.0%) | 1 (0.7%)] ™°
* 4 ] o 2 (5.4%)
B, 2 (4.5%) 1(2.7%)
B, 8 (18.2%) | 7 (18.9%)
w W C 11 (25.0%) | 8 (21.6%) n.s
D, 1(2.3%) 2 (65.4%)
D, 22 (50.0%) | 19 (51.4%)
A3 U | 22 (50.0%) [ 17 (45.9%) }
» b | 22 (50.0%) | 20 (54.1%) || ™
ERma % [ 21 (47.7%) | 19 (51.4%)
i"ﬂ,___'_)_yn'ﬁi 3(6.8%)| 3(81%)
Z o] 19 2.3%) | 3(8.1%)
7 U | 35 (79.5%) | 33 (89.2%)
HiE RS h| 9(20.5%) | 40.8%)]| ~°
[ E 1 22 (50.0%) | 18 (48.6%)
o B B 6(13.6%) | 7(18.9%) |t ns.
BER6r | B | 16 (36.4%) | 11 (20.7%)
X O ] o 190 2.7%)
2) BER (1), b) BRAR. FEB, Bk (&) (UEE, x &E)

c) KBS (1)
« AEBILIZLOD

Table 7. ifif% testosterone FiifEi3s LU PAP #i{E

# R AT 3. 75ng 7. 50g B E
® H 6 M 49 (100 %) 43 (100 %)
AERE 1 (2.0%) 3 (7.0%)
% Bmib 2 (41%) 1 (2.3%)
g < 5.0 20 (40.8%) 19 (44.2%)

‘g <10.0 25 (51.0%) 19 (44.2%) e
2 |swo~sie0] 1 (2.0%) 1 (23%)

meanzSD 5.2+2.1 5.3+25

B oM A 47 (100 %) 42 (100 %)
HiERIE 1 (2.1%) 2 (4.8%)
HIETER 20 (42.6%) 15  (35.7%)
< 10 6 (12.8%) 5  (11.9%)

PAP Hif#l < 50 10 (21.3%) 7 (16.7%) n.s.
<100 2 (4.3%) 7 (16.7%)
S100~=4300 8  (17.0%) 6 (14.3%)
mean+SD 344.7 +983.9 165.2 + 326. 3
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Table 8. &A%E

1) AL OHERERE

#5& | CR | PR [Stablef NC [ PD | 8 | CR+PR (%) |CR+PR+Stable(%) #5E

s.75mg| 1 [ 21 | 13| 1 | 7 | 43 | 2243 (51.2) | 35743 (81.4)
n.s.
7.5%| 0 | 23| 9| 1 | 4 | 37| 23,37 (62.2) | 32,737 (86.5) s
(Ut x"WE)

2) BEDBADHTEN

5% CR|{ PR [MR|NC|PD | 2 | CR+PR (%) | CR+PR+MR(%) | &

3.75m¢| 0 9| 12|17 | 6 | 44 | 9/44 (20.5) | 21,744 (47.7)
. »s.

7.5m| 0 8|11 | 14| 4 |37 | 8737 (21.6) | 1937 (51.4)
(UE, x'#x)

3) NPCP D¥5EZM

#5@ | CR | PR (Stable| PD | 3 | CR+PR (%) [ CR+PR+Stable(%)| &€

3750 | 1 8 | 28 7 44 | 9/44 (20.5) | 37744 (84.1)
7.5 | 0 9| 24 | 4 | 37 | 9,37 (24.3) | 33,737 (89.2) e
. (UE, x'8E)

Table 9. ZHEHHCHIE
1) CR: PR HD>Z5hHAM 2) Stable BRS
YA BIXRE b A :phva e 3
73+49H * | 80+42H 96+238 *
. 75
3.75m8 | (7<177) | (30~160) 3.T5m | (33~167)
59433 67445 94417
7.5 m
TS U | (3139) | (20~139) E | (84~137)

+ FHM4SD (CR-PREEA %1 AHELTHE)

¥, RGWHEL PAP w15 g FIE a6
TH->TiERD TH XV PAP 0 Lfifi%d Table
7T IRLICH, HREMOSMIEIRD bR h -
i,

s, BEREESE, EEhk L OBRKIERORERIOR
Eafic bHARMEERALRILL -
2) Atk
(1) BanE

Zon¥EklEc X 5 EETEY Table 8 iRL
fo. WFho¥ Bk Lo Td PR Ll EDEF
(NPCP ¥|sE#t¥#ti3 stable LI L) ol 4xmAE
Mz Abh oo o, BIERAZOEHRTH -
7.

> Fr B A D HIEELE s X OISO HIEE
ki 5 BRI Table9 wRLIcERD
¢, AR EIAORE -, Fi, H#51258
BOYBH LS| XM EAHSHEE IR TWBHEMDH
0T, HREEMMIIOKERTSEEL bR
.
(2) REIBHE

RIREE R B R Table 10 R L, WA

o FMSD (RMIGA% 1 BE L LTRE)

FEHBERBEOEY R R L.

BT LCFAAE L SERDFNID R o1,
(3) PAP R 5%h%E

FEFERi L bERE (3.0ng/ml LITF) TH-
FEGIA B\ CRINZARFE O HIE T & D HRE Lok
B fARLIRBEVESERLTRL, ILHEPDHD
5 LA PAP PEHILLAL CR Thoic
(Table 11),
(4) PIFWHR

FHE LA L O @B TAS castration level LAFT
B oo Blds X ORIERBOAZER 2 3.75 mg 46 fl,
7.5mg 39 Flic OV CHREF LI, METIX 1B LY
ET#RL, 28R FIEATERY, Zok
THEEE LLHT castration level ETL, %o
B (mean+SD) i 3.75 mg “Ci321.8+6.9H, 7.5
mg Ti122.1£8.2 ACH H, MABHCZEIZALK
e oto (Table 12), %71, AF|oFH 5L castra-
tion level ¥ L7- (Fig.6),

LH, FSH cHifBELIHE 51 ~2BTETL,
5 3 BUBAKR EAEMED ¥ ¥ H#B Lic (Fig.
7, 8).
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Table 10. 7% B %5

NYREOHELN EEBAOHE SN
AN |B5R
CR|{PR|{NC|PD|®# | CR+PR (%) |cR|PR|MR|NC|PD[ 8 | CR+PR (%)
3. 750g 23| 23| 1 |47 |23/747 (48.9) 10|14|22] 1 ]a7|10/47 (21.3)
nxm
7.5 og 24 {18 42 | 24/42 (57.1) 918115 42| 9/42 (21.4)
Bisrm {3-75ug( 2 | 1 3{/8/73 (100)|1| 1] 1 3| 2/3 (66.7)
MWE 7 5 mgl 1| 2 3] 373 (100)]1] 2 3l 3,3 (100)
3. 75ng 1|17 a4 |22{ 1L/22 (45) 1 17] 4 22| 1722 (4.5)
e
7.5 g 2|15 32| 220 (10.0) 1| 2|3 ]20] 1,720 ( 5.0)
zop |3 750g| 2 1 3| 2/3° (86.7) 1 2 3| 173 (33.3)
OFM 7 5 og 2| 6 8] 2,/8°°(25.0) 2 6 8| 2/8 (25.0)
. 24 : CR (1), NC (1), W% :CR (1)
*» JMSPLAM:NC (2), Yo% :PR (2), NC (2)
K :NC (1), Bk :NC (1)
(5) BMEERIIC PS. tyT258 Table 11. [#% PAP wxii 558
= AR L0 P.S. ok
I b N - S, T 2
o s s g |CR|PR|NC|PD| 2 | CR+PR (%)
b 0 DIER) #ERVTEE Ui (Table 13), arsmg 13 (10| 1 12 (26 (7% (%)
O R 7.5 - 1B312] o0 2 1
ANV N7 T VRERRERE 375 mg 40pl, L 0| % |# (o)
(UKE, x*#%)

7.5 mg 38 Bl DOV THE L, KHER Fio SEsi

Table 12. i testosterone ¢ castration level ~D{E T

- - N - & T
w5k |FEHAN| 7H |8~14H|15~218|22~28H |29~56 B |UBE (F#5+5.D.)
46 1 6 25 11 3
3. 75mg (z.2) | (15.2) | (69.6) | (93.5) | (100) 21.8+6.98
ns
39 1 8 14 13 3b
7.51g (2.6) | (23.1) | (59.0) | (92.3) | (100) 22.1+8.28
() RIZRA%

a. 308, 31A. 3EE | f (530 %ETHARSAIES3B8 ORMMEZL)
b 298 2. 56H 1 8 (S6EAHRIETHIL 4 MBL Ing/mIT, ROWS6A T TAELL)

PR L TT4% 08 & o R{Bh o 7o, £DOMOKE
REFLTRTHhL80H L EosEREyR L. ¥
fo, FED 5 BARL ENEFUFEBIERI ML L
ATH D, BEREECH LRSI Ry E
THZEARBEERT.

BEBFORERY BT 5 &, BHRESR LT
12 7.5mg DHREFRNRPLRLE 1o (UKRE p=
0.067) 7%, ZOfMOIERI2 VTR AR cEE
DERIEI ST,

ek, AV esTF—FTLEBEHRE T 3.75
mg T8 44T, 7.5mg Tik4Fld 2 BICAHE

BEPCHERBEEOBEC, »F— F LD HHEN
ﬂ‘ﬁgk ftote.
@ Bk IUFEER
FEFEBCERTS L2 bha Bl L OEE
X LT, R LoEAcHER R bR Y, &
BRI OWTR 75 mg 20 RER D EE I H -
(UBRE p=0.095),
® P.sS.
PS. wH LTk 7.5 mg oHEEM 3.75mg L b
FREE;ofc (UKRE p=0002, y* 5% p=
0.007), #5HiD P.S. TR LickE, o
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sg/ml

— 3.750g (n =46)
— 7.5 8 (n=39)

I I T il

TAP-144 -8R
85

3 8 10 128

Fig. 6. [} testosterone DR (FH+S.D.)

mIU/ml
100 q
80 1

60 1

40 1

—=— 3.758¢ (n =46)
= 1.5 o (n=39)

20 4

04

82

TAP-144 -8R
Bs

Fig. 7. 1% LH o#B (FH+S.D.)

mnIU/ml
709

601

50+

— 8.75¢ (n=46)
e 7.8 08 (n=39)

40

801

104 .
o I\L\L It o I L —J

42

TAP—~144~8R

t t

Fig. 8. m¥ FSH o#f (¥#H+S.D.)

FRDZEL P.S.=1 b P.S.=0 ~KELFEMND
HE&n 3.75mg 0 20.8% (5/246) wRLT 7.5
mg TiL57.1% (8/14H) L@Ed otz it Xbd
DTHoto.
3) Z&H

(1) BifFRRBOE
REMIBEIID O TBESS L OEFOBEBD
BV 72 £ & B IRERD —BE BT, 3.75mg i
508, 7.5 mg (k448D TRT L.
BIfERBAEIL 3.75 mg Tk 13/50 £ (26.0%).
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Table 13, A {BEERCHT5 R
N RS
& R |#5K iR 00 W | B, ¥ (B B [ 3R 2 B E
— 3.75mg| 40 | 13 |15 9 2 | 1 [ 27 |24727 (88.9%)| p=0. 067 (UBSE)
7.5mg| 38 | 12 |21 | 3| 2| o 26 [24726 (92.3%)|n.s. (x*H3E)
3.75mg| 40 | 36 4 of of of 4474 (100 %)
gﬁmﬂ‘v.smg 38 | 36 2l o of of 21272 (100 %) ns
5 R 3. 750g| 40 9 13 | 10 7 1| 31 (23,731 (74.2%) ns
7.5mg| 38 | 11 [16] 4] 7] o] 27 |20727 (74.1%)
3.75mg| 40 | 36 3| 1| of o] 4| 4/4 (100 %)
BRI g3 | 20 | 8] o 1| 0| 9|5/9 (889%) e
a B 3.75mg| 40 | 34 51 0 1 0| 6| 5/6 (83.3%) os
1.5 og| 38 | 27 9 0 1 111 |9/11 (81.8%) ’
3.75mg| 40 | 21 J12 ]| 4| 2 1] 19 [16/19 (84.2%)
AR w3 | 21 [ o 3| 0|17 (1417 (82.4%) n.s
E % 3.75mg| 48 | 36 3| 3| 3| 3| 12}6/12(50.0%) s
7.5 mg| 40 | 28 71 1] 3] 1]12]8,/12(66.7%) )
R 3.75mg| 44 | 32 3| 31 2] 4] 12] 6/12 (50.0%)|p=0.095 (URE)
7.5 mg| 42 | 28 7] 4| 2 1] 14 [11,/14 (78.6%)|n.s. (x*85%)
P s 3.75mg| 48 13 5 4| 25 1| 35 | 9735 (25.7%)| p=0.007 ( x* &%)
ST 175 mg| 42| 15 [ 12| 5| 10| o | 27 [17,/27 (63.0%)] p=0. 002 (UE)

00 RESHRLAL TERM LN

7.5mg T 15/44 6] (34.1%) THbH, 75mg T
REP S BRCEEO LR o,
(2) ZEBER

BRUEMEERE LTag, 2TrrimARE b
RLEZHh, TOXKBPEL 3.75 mg T8.0%,
75mg TI13.6 % TH-t. flare up X ZHE 20
PTOoOMERSRCEEI L. BTIEEOERE R
B, PPRESE BRREEE, IR, IR, SR XA
Lhieh, wTh bt el Sk S h, F2E
LA # 5t fAare up 3D LRIk 1,

¥, 7.5 mg ORI HESBAIER A 3 /44 B (6.8
%) wHxRbRE., FoMoREERC OV CITHERE
M CER T Ioh -7z,

BERREEORT L Lt LDH {En LRM 3.75
mg T 4 /4961 (8.2%), 7.5mg T 4 /434l (9.3%)

Zhabhic, ToficWH&E &b GOT i+ GPT
fELR, BUN {HERLEN1I~28ZER L
(Table 14).

(3) &BREEOE

FHRER X5 TiliE & A EOEFIMRER L
LHER NI,

“PLMEhH v LHEShIEATARGRE LD
—@ten flareup X H5HDT, 3.75mg T
BaERE RIS, 75mg TIIFEREY HHRESE
T ERERENRB UESFTH Y, 7.5mg T "M
RORIED D LHEERIEEML G, BFNE

(U, x'%E)

L, 6ETRENBLEISNCERNTHS. X, 7.5
mg CTAH L RBERE OF BEEHELTHE Shic
1 Bliess T “HERE" Lahi. ok, “FE
HEHY” LHESIAFL Il otk (Table
15).
4) M¥E+T TAP-144 i

TAP-144-SR % 4 BECK TR REHL S L, wH
TCREBIT12:8 ¥ THIE L1z TAP-144 BEHB % Fig.
9 R Lie. &5 1 BE»D 4 BB, THERE
LbTheETT5 32— vaE0REL, 128%FT
ARER ST L5 EREIED bhinh -1,

% -3

BISZRREC 3T 5 P15 R TR R AR 12,80 %
P EDFERI R IEHM b T4 eHl @i £238 60
A. LicHioC, castration, =R b ey vE|RT v
F7 v ¥ ey vl ofeko R uERe 56
EEREL, ETEIIREOTERIE L LTl
ERZHDTELY  Lhl, BhEEoESTyg
W, BEOEFOBYErbhWAEESAERIRS
BfIchH - C, castration LEEE - TLENE
BWrKEL, Th2EETAALAITBRBE LT
frofe. =5, =2}y vEERESWTIIERLLE
SOERFLEFBREOFCRIIC A, LMERDEHE
ALYy —BRERIhS X 5ric>TE .

Bl &5 etk A5 WREOMBER 2 BT 5
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Table 14. ElfpBRBER—EZE

3.750g 7.50g it
% 3 B0 |50 (100%) |44 (100%) [ 94 (100%)
5 R G |13 (26.0) |15 (34.1) |28 (29.8)
ME-ITH| 4 (80)] 6" (13.6)[10 (10.6)
= iF 1 (231 (LY
» F w1 (201 2 (21)
wm m E 1 1
R O fi| 1 1
ERXARE| 2 (40| 2 (4.5 4 (4.3
BO-BH]| ) 2 3 (3.2
BERAIMRYE | 1° 1
B | L 1
E H &1 1
ERmiEAH 1
X H W[ 1 1
ES:1R 1 2
[ ® 1* 1
R BE 1* 1
23 :: A 1
] |73 1°* 1
#XET| 2 1 3
BEHEROTTEAS 3 (6.8 3
EHBUFES | 1 1
TSR 1 1
et Fredingz2 1 1
LDHtT [4 (82)]| 4 (9.3 8 (87
GOT? 1 2 3
GPT?t |1 1 2
Al-P1t 1 1
¢-GTP1t 2 2
BUN 1 1 1
WBC 1T 1 1
/s | 1 1
Hb | 1 1
MRmER T | 1 1
o} 3 1* 1
R & B 1 1
R G H| D 35 65

# Flare up 2k %
RRU, i 6 B 1 IO HDSFlare up iLL B 6D

Table 15. EHER X 5 LM% L E O Sl

i * b
#5R | BRFN |REZL s b | rES b HERE

50 49 1 0 0

3750 | (100%6) | (98.0) | (2.0)

44 41 1 1 1

5% ooy | o) | 2o | @ | @3

— oD FHEE LT, % LH-RH agonist iz X 34
FrE AR g, BA - Mok CEoBKRNERE
DBEHEINTB,. Zhui LH-RH agonist o3

B bz X b T EAS 5\ IR 1 B R0 T
(desensitization %\ % dowri-regulation &)
pE¥, LH $ X0 FSH ofWs@lish, Hic
LH 0ETFICX D TH castration level ¥ Tl
TL, EMEBOERY 2T E4FIALLKRRTH
%, Xkt LH-RH agonist 0GR E LTHRE
T BB AT S Tey K 4 A U R
DBALEREBRC L 5 R AR EURR-T, R
HRALBH IR TV 559

TAP-144-SR {3 LH-RH agonist & 1> TAP-
144 %, PLGA %##HlL Lic~ s/ mnh 7wl E
BRI BREERFITH Y, KEBRBRCHREBL TK
TEHTS LX) 4 BRBRE T 5 HiRos
HTH5H? L@, bhbiurLlifitmAmre LT
TAP-144-SR 0B b X 5 RS | HERLD
TR ER G L HERRE 2 HRABRE ER L.

FEpRSS 1| #3 BTt TAP-144-SR 1.88 mg, 3.75
mg, 7.5mg, 15mg (\Fhi TAP-144 L LT) %
BEES LR, R2toms b SEEO n
To LRIz L5 flare up, Ticbb, AIZEECHES
BEREERL ML L O— BB ERF LET
DB ENRBELMICTL -, L L, EHERMITE
1o B#irie{, dose limiting factor &7¢% X
5 BRI A S e - 7e.

Ehie, AHOEEIKE T X B ULRIER I
dose-dependent T4 B A S A DR L, e,
Fte, FFOKBETALRICH DM &L 8L,
T AL LS BIfER O MR DS hich »
7o

M+ % 4L5E LH, FSH, T ti1c
Beh 1 ~3HEBCHI T LR DL, 1~
2BHRICIEE <A@ D, 3~4BRCSHIC
ETF LA, LK TIRHEMAE/R2PIT castration
level I{ETF L. —7, ImiEd TAP-144 JEEE 13
3.75mg Y LD AR TIRIR & A £ DOBITARFID 5523
FH DI 4 BRI L.

R L TRERERHC K E LENBD LI
femotedd, METO castration level ~D{ETH
B 1.88mg ik 3.7 mg UEDODHEEBRKENTE
MR R BT A A Db i, —F, 3.75mg, 7.5
mg, 15mg OEICIXEXALR T, ToMEZE:
L&A E 15 mg ¥FTHETILEIRVEE L bR,

D EoBEy B E 2, i, MlpEEE cikH
DtTHEEERS L, T#Rcr > ilifids o
EHRLATHBZ ERZFLT, BRE 2 8%k
05 1 EERE 375 mg & 7.5mg OWTRE
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— 875mg(n=17)
----- 7.6 sg(n=12)

-
TAP-144-8R
l-on g 1

(=3

H 1 ]

t

Fig. 9. REHFIKT 5 METF TAP-144 B (F#H+S.D.)

Table 16. FIZRR@OHEERE S LT NPCP el X 5 B &9 e HE8k:
3.75 g 7.5 ng
NPCPoflzXn NPCPofE£%E

- CR|PR| S |PD |Total| . CR|PR| S |PD |Total
MiCR| 1 |- |-|~-1 1|X|eR| -] -] -|-]~-
B =
W PR| - |8 |18 -2t |®W|PR|-]9 |14} - |23
o o
#IS+NCl — [ - | 14| - | 14 |Hufs+Nc| - | — |10 ]| - | 10
3 &
x|PD{ - |- | 1] 6| 7|Z{PD| -] -|~-]4] 4
L ]

Total| 1 8 28 6 43 Total| — 9 24 4 37

THONFEYEEL bR, BESE 2 HRBROBRET
i3, BEYDR, FENHR mETO castration
level ~ iz RS X OMAE PAP X35 e
DT, HRABHRERIED bhinh -1,
—7, P.S., HEREE, BE fik Lo HMEERC
HTHHELL 7.5 mg OFHRPLLEE-THEDY, B
fEEROBVEATIE 7.5 mg ORENLETHS
CEETRBTARETH -1

EWWER & LT, EETRE 0L LTHERESR
EHEFNZ I\ T—EMED flare up A& bhic., 0
i Z4RE, 12T h, RERIE, BHWMOFLE, LDH
fi k5, GOT ff - GPT fEn ERAPEBIc L bR
o, SRELEOFHIETING E A EDEMH “HIE
L LHES R, AEEO KT EERRES
iz 7.5mg TRREL, FRoEHBMOBEEL 7.5
mg DATHLRT:,

R BOEIWERIRER E THREYY ThT\w3k

BHEOZTHh EEE, BERITRWTREREIASL
nT, ¥, REZS UTHGEERA e S Bife
DML RD bhinh iz,

BEoZ &L, Aatom ciimAEMcEiiz s
AEHZLRT, BREMOE TIL 7.5 mg I HAE
R EOBERARRR S Zbhi, WIBEEST
BERENEL, e, FAEMNEHA SRS LT
ThE ZLRZERLCAFAORERERIVE S,
375 mg REXEEL LR,

ek, 4EIDEKRE 2 AR TR AT RHEEE
LT IRBOHIEERE D, EFAAOHEELE D %
XU NPCP D¥FEHEED D 3 DD CHE Licks
£ SEEDOHWRILEIE U (Table 8),

TOEME UCHNIREoHE LT, PAP &
VYOHERTFELTHE-TWB T L2, B X b
MbEERTWBZ ENEL bR, BRERITIIC
DWTRAN oY B BT HRHAT SR
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T, PICEHE+2 2 L » T B4, Table 9 TR
Lk 5k CR, PR o\WFhd 4 BL B LTy
fo. LiehioT, ZREFNIHLEHECORT L L
T olcl EATEOHERRCEL 52 52 ikl
weEzbhie,

AR RO HEELE L NPCP ofIEE£iED
HIEE R BT5 &, Tablel6 ©RLA X510
3.75mg TiX NPCP DYJEdHE T stable LYES
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