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A randomized, multicenter, double-blind, parallel-group study was conducted in order to evaluate the
hormonal kinetics, pharmacokinetics, efficacy and safety of TAP-144-SR (3M) a three-month sustained-
release injectable preparation of leuprorelin acetate, a highly active luteinizing hormone-releasing hormone
(LH-RH) derivative by comparing the treatment with two subcutaneous doses of the test medication TAP-
144-SR (3M) and the treatment with six subcutaneous doses of the reference medication TAP-144-SR (1M), a
1-month sustained-release injectable preparation. Study participants were 103 patients with prostate cancer
in whom a stable anti-tumor effect had been obtained with Leuplin® Injection 3.75. The hormonal kinetics
revealed that the proportion of the patients “maintaining the castration level of serum testosterone
(maximum serum testosterone level during treatment below the castration level [100 ng/dl])” was 100% in
both treatment groups. With regard to the efficacy, the proportions of the patients in whom the anti-tumor
effects (=Stable) of the baseline treatment prior to the initiation of the treatment with the study medication were
maintained during the study treatment period (6 months) were comparable ; 84.0% with TAP-144-SR (1M) and
80.4% with TAP-144-SR (3M). On evaluation of the pharmacokinetics, the mean value of AUC;_12w of the serum
TAP-144 concentration (including the metabolite M-I) for the treatment with TAP-144-SR (3M) was 77.0% that of
the treatment with TAP-144-SR (1M). Adverse events were similar in the subjects on TAP-144-SR (3M) and in
those on TAP-144-SR (IM). There existed no big differences in kind, incidence or time of occurrence of adverse
events between two groups. TAP-144-SR (3M) showed no clinically relevant findings in particular. These
results indicate that one dose of TAP-144-SR (3M) is comparable to three doses of the already approved Leuplin®

injection 3.75 in serum testosterone level-inhibitory effect, efficacy and safety. Hence, it is considered that TAP-

144-SR (3M) is a drug suitable for treatment of prostate cancer over a prolonged period of time.
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Table 1. Observations/tests and time schedule
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Table 2. Sites of investigation (names of medical centers participating in the clinical trial}
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(4) BERGHE

BB, SHMEEBICEELZRITTEEION
HioFER], TX oy A, LH-RH 7= X
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721 NC oEROEIE) #HE LA 74, PSALC
T BERICOCTHMEREE (TR REOH EEHE
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B, T2, hEE,T3. BE, BXU T4, BOCH

By DABRMTEML:. 72, BBRE:OREMHE
i THOICEES Y ) TS SHEEDH Y, TEED S
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(7) Wik BES B L OVABRERETEE 5 DR
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ik W% L7ESIE L OEBRERETEIE S 5 Dk
BOBIRVIZDOWT, BRENIZED 7R SE# iz L/
o THERVY, #ZTCEDOLN TV RWHEEIINT S
IRV IZEZEMR L EERET 7 K54 - L
L, BEEICEFARSTERICHRD ) 2 FEF DR
W HRE L7

(8) BT HIE

FELEZEERTFOSHOER COBEHEOMKET
i, T OREOHRICG L THEIE ¢ RE,
2 #ZA Wilcoxon #5%E, 28K t REZ V-

MEPTAMRT O BEOEE L NVHERR
i, TRVEVEIRET— ¥ OB RER (BERER
STEEEESG) ) MR L L, BERIIOWTHE
BMEOMAGEXE (B8R :95%) *HEHLA.
B, FEUOFEFRFILT BICREL..

mi& & TAP-14 ((L#HY M-I &¢) BEOD
AUC|.pw I2DWTC, "TEWEIREF — &5 ORITITHE
H (FRERSTEEESH), 2B EL,
AUC - 1ow DI HEBEIZONWT, FHEOHEME
OWBEIEENXE (EEAK :90%) *&EHLAZ %
B, WOLEHBOTREMN* ZRE UNE & EWENR SN
i BAREOTMBI0%EEXEA log (0.80) =
—0.097~log (1.25)=0.097 LI F A2 &) %
V&M & ¥4, TAP-144-SR (3M) @ FIfEH*
TAP-144-SR (IM) DO~111%LUHITMNT 2 &%
EREEE L

TEISLBRIE D HIERIE | (Z LA o AR ICD
W, EHIB L ICHBEER 2TV, ERFEIIDOWT
2X2ER Y REFER L. I, ToOHERIC
DWnT, BEZOMAGHEKXE (EERK %% %
"HA L7z &8, SFEXUGIESEIIED THITEIT
otz

¥ R

1 xtRFEBF
MVIREREZIMEZ A7) - X LR, O
51 B IRRER SN OBRRELER» AR B TH
LI EDHBE L0 T, 1038 IEERIE R &I D 31T 7=,
EH, FEMEO-ORBEETHST Lo/ BE
P2BIALNT2DT, EHFEMITITI0IBOEZITEER
x5 L7 (Table 3).
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Table 3. Disposition of the enrolled patients
TAP-144-SR (3M) TAP-144-SR (1M) &8t

BB 51 52 103
SETHE 49 45 94
b Ik B3k 1 3 4

FRBEL 1 — 1

- - HEER

R s BBEREEN — 1

o BITEER DN OIEEBRE T 2 b 0 BRICEE L CRS — 2 2
W& m 5 1 4 5

=) B

o IGBRIES 5E 12 R B — 2 2
AR « KYMTED 0D — 1 1

o BB EED 720 — 1 1

LA 1 — 1

Note: Figures denote number of patients.

FlA SNz, BEERIZ, FERRBO-DORE L/IE
Bls4 FlH o, Zofh, BERELORRBEITE
SNT-EE, WEROEED/-DEE LESAH 1
BAHA LNz, ThbHIE BEEGOEIHEIZDOWT
X, TARNVECEIEF -5 OB RER, CIeRE
BIRRAE, "EYBET— 5 OB RER, Tk
TTAP-144-SR (IM) 2@ EBE#H G Eh, O 1HDOHAR
REEL, 20MomERIZRA L T/, TRRAOD
A BRER, BLU "REWF- 5 OB RE

) CiraefiiRALL.
IBBREHETEED S DEE (Table 4) OHERIZ
SWTIE, B EATNIERL TRVE CBIRET -
¥ QAT RER, TRERE L7z £, H5AR
DB TRVE VBEOBIT S ER) BE U TE
YWEHRE T — ¥ O RER, TRERE LA RV
EVEREMEICET AR O S b, RELERSE (1
5B, %9128% 8 X U4:8%) CEHET A
F— &5 LOFERIE TRIVE CEIRET — ¥ OISR

Table 4. Breakdown of the deviations from the protocol

TAP-144-SR (3M) TAP-144-SR (IM) &5t
THERIEIR G 1ZBI T AR
* BBREE S AT IZE A — 2 2
o I EFI LS OBEREE F /- M OFERIEE L xS — 2 2
PIRR H5RXL 1 0 1
g L% 1 0 1
SR EEHI LA OB IR E LTS 0 1 1
AV ENREEFEIC BT AR
e AR A CEHMEiT— 4 2 L 5 5 10
Y EhAERTA 2B § B AR
» %5 1-12BH% D ERER DD T — & B 4 14 18
Note : Figures denote number of patients.
Table 5. Evaluability of patients
H5H TAP-144-SR (3M) TAP-144-SR (IM) &t BER/R
ERBILS N/ BE 51 (100.0) 52 (100.0) 103 (100.0)
HOVE L BT — 5 ORISR (k. RE 46 (90.2) 45 ( 86.5) 91 (88.3)
Foat BB ) THRE 5( 9.8) 7 (13.5) 12 (11.7) PT0-%62
EYWAET— 5 DM REE GaREm FA 50 ( 98.0) 49 ( 94.9) 99 (9.1)
2 H 5B FARE 1 ( 2.0) 3 ( 5.8) 4 ( 3.9 p=0.3172
RH 51 (100.0) 50 ( 96.2) 101 ( 98.1)
DT FAS : -
BROBY % LR (FAS) RERH 0 2 ( 3.8 2 ( 19 P 0.1573
- £7 3] 51 (100.0) 50 ( 96.2) 101 (98.1)
REWT — & DA RER o o P=
e fETIt R TRE 0 2 ( 3.8 9( 1.9) P 0.1573

Note: Figures denote number of patients and % is shown in ( ).

¥ test.

Test results indicate p value of the 2X2 contingency
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Table 6. Patients’ characteristics
TAP-144-SR  TAP-144-SR - n
HE X5 (3M) (1M) LU gf%
4661 (100.0) 4581 (100.0) 91%1 (100.0)
-59 3 ( 6.5 ( 6.7) 6 ( 6.6)
60-69 14 ( 30.4) 4 (31.1) 28 (30.8)  0.9996
£ (%) 70-79 22 ( 47.8) 21 (46.7) 43 (47.3) 0.9659%
80- 7 (15.9) 7 (15.6) 14 (15.4)
T RS 71.3 £7.98  71.1 £6.95  71.2 £7.45  0.9023%
A& (kg) T+ IEER 61.10+9.069 63.97£9.657 62.52+9.422 0.1481%
& (cm) P+ R 161.81+6.015 163.38+6.603 162.59£6.330 —
[=Faxid 9 (19.6) 8 (17.8) 17 (18.7)
HEMBFE ML b 24 ( 52.2) 22 (48.9) 46 (50.5) 0.8704"
&k 13 ( 28.3) 15 (33.3) 28 (30.8)  0.6298
B 6 (13.0) 5 (11.1) 11 (12.1)
RIS E C 21 ( 45.7) 22 (48.9) 43 (47.3)  0.9370
D 19 ( 41.3) 18 (40.0) 37 (40.7) 1.0000*
1 lce &) 1 ( 2.9 0 1 (1.1)
T 2 (2a, 2b &) 9 ( 19.6) 8 (17.8) 17 (18.7) 0.4952"
3 (3a, 3b &tr) 25 ( 54.3) 30 (66.7) 55 (60.4)  0.7680¢
, 4 11 ( 23.9) 7 (15.6) 18 (19.8)
TNM 558 N {o 36 ( 78.3) 39 (86.7) 75 (82.4)  0.2923"
1 10 (21.7) 6 (13.3) 16 (17.6)
M {0 30 (65.2) 29 (64.4) 59 (64.8)  0.9385
1 (la-1c &) 16 ( 34.8) 16 (35.6) 32 (35.2)
0 46 (100.0) 38 (84.4) 84 (92.3)
PS 1 0 4 (8.9 4 (4.4 .
2 0 2 (4.9 2 (2.2
3 0 1 (2.9 1 (1.1)
1-12 37 ( 80.4) 40 (88.9) 77 (84.6)
% DAP-I44SR (IM) 2588 1398 9(19.6) 5 (L1 14 (15.4)  0.26%
Fiy+FERE 8.7+5.38 8.2£4.91 8.4%+5.13  0.6765%
e CR 12 ( 26.1) 12 (26.7) 24 (26.4)
K TAP-IASR (IM) 8515 pg 31 (67.4) 31 (68.9) 62 (68.1)  0.9098"
" Stable 3 ( 6.5 2 (4.4 5 (5.5  0.8343¢
MR 3E TAP-144-SR (IM) #% 512 CR 42 (91.3) 40 (88.9) 82 (90.1)
X % PSA HIE PR 4 ( 8.7) 5 (11.1) 9 (9.9 0.6996"
IRERPHAERE E CORNIBRA TS &L 8 (17.4) 6 (13.9) 14 (15.4)
BYNEE H0 38 ( 82.6) 39 (86.7) 77 (84.6)
TrF TRy A 37 37 74
FOWR (EHEEED) PusEH| 2 2 4 _
IR Oy BA 4 7 11
L 22 ( 47.8) 19 (42.9) 41 (45.1)
TrF Ty FOFCBEROME TAYIF EIALFIF 14 (30.4) 17 (37.8) 31 (34.1)  0.7590°
(3. A 10 { 21.7) 9 (20.0) 19 (20.9)
L 16 ( 34.8) 12 (26.7) 28 (30.8)
Glit H 30 { 65.2) 33 (73.3) 63 (69.2)
PR - RIEMERES 6 7 13
HERSE 2 3 5
HILERR 9 9 18
FFi - IBEREE 5 4 9
HOWNR (BEESD - REER 13 6 19 —
ERBRER 14 10 24
LMREB 10 4 14
WR 2R RER 13 13 26
it 6 15 21
. L 6 (13.0) 2 (4.49) 8 (8.8
b s e EY) 40 ( 87.0) 43 (95.6) 83 (91.2)
WEERAE 16 21 37
ERERAE 17 18 35
e R A% 20 18 38
= = RIVEVE 14 14 28
HOPR (BIRKED) R 13 1 94 -
MEEE 16 18 34
MEE 7 7 14
M (rREEET) 23 22 45

Note 1 : Figures denote number of patients and % is shown in (
contingency x?® test’, 2-sample Wilcoxon test, and 2-sample t test®.

). Test results show p value.
“—” means that “test was not performed”

Note 2: Test results are
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EM) CARAE Uiz, WM 585D
Ib, B5 1 ~10BBOZREREDT — & BB HED
FEFIE AUC 0w DT OARRE E L2, &5,
TRRDBHTRER, LU TLEWT— 7 OFH
HMBEEF TR, NS OBBREHEIEE DS ORH
Bl NCwREA L.

DEdn, THRIVECBIEF— 5 OBIFTHRER,
12X BT TIZ91/10361 (88.3%), THEWEIET— ¥
DFFFTITRER ) 12 & AT Ti299/10361 (96.1%),
TBEROFIHBEN, BLU (ST — & OFEF
MRER ) 12X BT CI3101/103461 (98.1%) A%
heEhdg s UTRHA SNz (Table 5).

2. BEHE

MAE, KBV TEHBB COFMICAHHE (p=
0.2) A& 5N, TAP-144-SR (3M) B D F 45 TAP-
144-SR (IM) B X W {EH» 572 ZOFHEIE TAP-
144-SR (3M) B 2% 61.1kg, TAP-144-SR (I1M)
#%64.0kg Td o7z (Table 6).

3. RLVEVENE (IWEFTFAMATOVBEORE

L ~OVHERISI R B L UHERE)

WEEO TMiFFTFAPRTOVEEOREL X)L
(100 ng/dl) #HEFRENFR, OHERR (UT T'H#L XL
MEFRFER ) LBE) WWMBEL 100% CHEMICERZAD

125 20024

N2zt o7z (Table 7).

MEEDOMERT A MAT O VRE (FHRAE) OB
IZoWTh, TEEE IZHEEL YL (100 ng/dD) LT
ICHERE SN, FREOKEBERLAZ (Fig. 1).

4. Bk

(1) HEEZIR

TRISTBE DI ERE, 12X 5 TRADHR, OHEFR
= |+ TAP-144-SR (3M) # :80.4%, TAP-144-SR
(IM) B :84.0%TH Y, MBETHEKOBERIFLN
7= (Table 8).

F7-, THIVIEOHERLE, 2L BWE  HEFH
MRIZBWT, TRIZER, OHFFEIL TAP-144-SR
(3M) # :90.2%, TAP-144-SR (IM) # : 92.0% T
HY, MECABROKEIBON. 72, ZOMD
EBHRETLRELEVIIAL N H 57z (Table
9).

(2) BE~—5— (IiEF PSA) DHR

O THMREOHEREEE, ITX HIMES PSA
KT AR R ORI, TAP-144-SR (3M)  :
90.2%, TAP-144-SR (IM) # :96.0%Tdh b, W
TRBOEENIE SN (Table 10). 7z, MiFEH
PSA & (FPofl) WHIABRERSHE®, EEE 4
ng/ml) &1 b E 5TV 1 ng/ml LIFICEfl s T

Table 7. Effect of maintaining castration level (population evaluable for hormonal kinetics data)

. e FHLAN FRLN) T 4 X = _ = % . OR 9
RSV RAB GRcmm Ew (%) (SEEH  95%) HHEOWRIEEKHE GM-1M) (EER%K : 95%)
M 46/46f] 100 92.3-100
W00ng/dl 1 s 100 92.1-100 7779

Note: The effect of maintaining the castration level means that the maximum value of the serum testosterone levels dur-
ing the period of week 0 to week 24 of treatment is below the castration level.

(ng/dL)
30 q

25
20
15 4

—a— TAP-144-5R (3M)
e TAP-144-SR (1M)

10

5_

W CINNNNB ] B

—HPR{E

f —5E3M4H L
—E1MH L

TAP-144-SR (3M)
(ng/aL)

TAP-144-SR (1M)
(ng/dL)

Fig. 1. Changes in serum testosterone concentrations (median) for 24 weeks (popula-
tion evaluable for hormonal kinetics data). Each point shows median, lst
quarter and 3rd quarter. The limit of detection (5.0ng/dl) of quantitative
analysis was substited for an undetectable one in statistical calculation.
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Table 8. Overall efficacy according to “the judgment criteria for prostate cancer” (FAS)
MEFFER (%) BEMZEOWEAMEEXH
M-1M

55 CR PR Stable NC PD HIEAREE [Stable LL L/ (3 R
SEHE] (BHRR% : 95%)
41 9 1 41/51
TAP-MASR GM) 0 0 g0 O (7.6 (2.0 (80.4) 85113 pe0.6357
3 39 1 7 42/50 o e
TAPIMSR IM) - 0 (6% (78.0) (2.0) (4.0) © (84.0)
Note : Figures denote number of patients and % is shown in (). Test results are 2X2 contingency y? test.

Table 9. Effects by lesion according to the “the judgment criteria for prostate cancer” (FAS)
AR A CR PR NC PD HZEALffE & #EFE (%) (NCULO#HE) WE

— TAP-144-SR 3M) 0 0 46 4 1 51 46/51 (90.2) P—0.7504
TAP-144-SR (IM) 0 1 45 4 0 50 46/50 (92.0) )
TAP-14-SR (3M 1 7 3 4 18 11/18 (61.1

& (3M) 3 /18 (61.1) p=0.8040
TAP-144-SR (IM) 0 4 9 3 4 20 13/20 (65.0)

TAP-144-SR (3M) 1 0 2 0 3 6 3/ 6 (50.0)

0ot =0.5582

VOB papassR M) 0 1 1 1 3 6 2/ 6 (33.3) P

. TAP-144-SR (3M) 0 0 1 0 18 19 1/19 ( 5.3)

TAP-144-SR (1IM) 0 0 0 0 14 14 —

Note: Figures denote number of patients and % is shown in { ). Test results are 2X2 contingency y° test. No appli-
cable patients for liver and soft tissues.

Table 10. Effects against PSA according to the “the judgment criteria for prostate cancer” (FAS)

5B CR PR NC PD MR (%) BWE
TAP-144-SR (3M) 0 0 46 5 46/51 (90.2) =0.92509
TAP-144-SR (1M) 3 1 4 2 48/50 (96.0) P

Note : Figures denote number of patients and % is shown in ( ). Test results are 2X2 contingency x” test.

(ng/mL)
5 " —s— TAP-144-SR (3M)
X «0- TAP-144-SR (1M) e
(4.0ng/mL)
n A — ettt ettt s e £ e —h il
H ek
] 3 E1msar
3
A 27
=
E l_ J d
O T I I I 1 I I
0 4 8 12 16 20 24 (@)
b aea:l 438 83l 12 8 16 38 2058 24 8
5 3 mEa 1.00 1.00 1.00 1.10 0.80 0.80 0.80
TAP-144-SR (3M)
(ng/mL)

TAP-144-SR (1M)
(ng/mL)

Fig. 2. Changes of serum PSA concentrations (median) for 24 weeks. Each point
shows median, Ist quarter and 3rd quarter. The limit of detection (0.2
ng/ml) of quantitative analysis was substituted for an undetectable one in
statistical calculation.

wB L7 (Fig. 2). TAP-144 (fL3H4) M-1 ¥ &) BEED AUC  ow 3
5. EYEhRE BERBEOHBZOMAMSEXME (BHBEEE  90%)

WA OMPABEA (0~ 18) LBV AMmES TREWFEHERFHZRST, TAP-144-SR (3M) #



790

Table 11.

WIRIE  48%

125 20024E

Logarithmic transformations of AUC)jsw and the actual measurements of serum TAP-144

(including M-I) (population evaluable for pharmacokinetic data)

mlng TAP-144 (MI% BRI 2= O WS X 18 Hg%nt: TAP-144 (M-1 %

3M AUC~jaw D

58 uC M } AUC ERME IM - AUCj~ow 12

" 250 CHSLBYEE) (men . %0%) e R Y BHB
TAP-144-SR (3M) 0.309%0.195 (n=47) 0,196~ —0.065 2.959+1.148 (n=47) 77.0%
TAP-144-SR (1M) 0.439+0.154 (n=36) ’ ) 2.932+1.134 (n=36)

D AUC - 1ow EHIMEDESEZ TAP-144-SR (1M)
BHOENNDTT.0% T o7 (Table 11).

6. &t

EHEFEZR (BMMEMNMEEERS X UHFRREMERE
HEEE) ORIIEEIZ TAP-144-SR M) B TETFS

BDTH o728, BBEEDARBEBEIBETELVE
=5 (REPFRO~®) ORBERIIMHECEKDME
A58 57z (Table 12).

BB L OEEBRIEET & 2V BMEHREAELE
KnHb, Fbnk LT TAP-144-SR (3M) # T

Table 12. Incidence of adverse events (population evaluable for safety data)
LA A TAP-144-SR (3M) TAP-144-SR (1M) RELIIOVTOHEFE ¥ BE
O-® 17 (33.3) 15 (30.0) p=0.7188
@ 30 (58.8) 23 (46.0)
©-@st 36 (70.6) 29 (58.0) p=0.1866
BaTSE 37E1 5161 5041

Note 1: Figures denote number of patients and % is shown in ( ).

(D Definite, @ Probable, ® Possible and @ Not related.

Note 2: Causal relationship to study medication :

Table 13. Adverse signs and symptoms

w55 TAP-144-SR (3M) TAP-144-SR (IM) &&t
B2 B AE B R 51 50 101

REHIE 12 (23.5) 9 (18.0) 21 (20.8)
%5 1 (2.0 1 (1.0

Cemame 1 (2.0 1 (1.0

BE i %% 1 (2.0 1 (1.0

B 1 (2.0 1 (1.0

B - BRRES i g 1 (2.0 1 (1.0)
REi4E 1 (2.0 1 (1.0

FigoIbigy 2 (4.0 2 (2.0)

P RIHFEEE FRLUNL () 1 (2.0 1 (1.0
FHHDOZbIEY 1 (2.0 1 (1.0

, ZiT 1 (2.0 1 (1.0

=

R E T 2 (3.9 1 (2.0 3 (3.0)
HILERE THESE 1 (2.0 1 (1.0
NS EE TERALE 1 (2.0 1 (1.0
13TH 2 (3.9 1 (2.0 3 (3.0

— e HRE i 1 (2.0 1 (1.0
i 3 1 (2.0 1 (1.0

o VESTERAEAE 1 (2.0 3 (6.0) 4 (4.0
AABIEE B B LA 1 (2.0 L (1.0
BHBEEE e’ 1 (2.0 1 (1.0
mE (LS BE R e 2e 1 (2.0 1 (1.0
HRIMEREEE Al 1 (2.0 1 (1.0
R - RERE R 1 (2.0 1 (1.0
Note 1: % in (). Note 2: The events whose causal relationship to study medication was judged as “definite”, * “prob-

able” and “possible” were calculated. Note 3: Adverse events were tabulated according to the glossary (J-ART).
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TRFL NITYH TESEER (EATERERBIES %
&), A E26 (3.9%, 2/51), TAP-144-SR
(IM) B¥Cid TESIREA, 361 (6.0%, 3/50),
TREOZLIEY, 246 (4.0%, 2/50), T5iF,,
NITH, & 18 (2.0%, 1/50) Abhi=. Zhbd
DERDEBOIBIIMBETCKELRBEONL L, F0
fi, TAP-144-SR (3M) B IZHFICfEBT~EFTR L &
SNl 7z (Table 13).
BRELORARMEIGETE L VERRREMBER
EEHNDI L, T dDE L Tid TAP-144-SR (3M)
BT ALP LB 36 (5.9%, 3/51%1), TAP-144-SR
(IM) #<mi# LDH E& 36 (6.0%, 3/5081) &
FMYZUEFA FER3BE (6.1%, 3/4981) ToHo
7o, BEIZOWTIE, hEED TRIERME, 271 A
LG HEPICRE LB, £/, 200
BEETHEETEETHY, HIRETNEEFTED
A BNE D57 (Table 14).

£ O EAHEMEEIRS L VBRREEETEHOR
BFHSMHECRE( R 2ERB LI URELHIEA
bz h -7z (Table 15, Table 16).
BEELAHEBERITI06 (TAP-144-SR (3M) 2 : 4

%, TAP-144-SR (IM) % : 66l) CHH L, TAP-
144-SR (3M) B0 THRHEZIZ X BT, DA E§N
THBELORRBFOTES N, THEEIZLS
L, EHBRRTHRICEBHLAFERTH 724,
TAP-144-SR (3M) L DHERREBET H72TD+
SRR TREH L, Lk &
I (A

Z =

IR BT AHERIE L, TERBEZBOEMAT
FL L, 199 FE0OFBRERI, 45907, BT H4,703%H
5, 2015412135 426,110%, 13,4H484IETH LT
HENTWD., ZOREBEKRE LT3.76f5 D8
FRIEEREE DO TR LRE N

RERDORIIGIE X T B NS WHEE, FRRYEE
VT ANERNEB L LMERORERAS AL RS T
AMOFUHERTH 720, V=T NriED
LH-RH 7 7= R MR SN TH S, BETIEIH
SDEPEBDVEFHRE L > TAb. LH-RH 7= A
M X BRIV RERRIL, BERBSELLZVED
ok 5720, BRICEHKTEREFEEOB I,

Table 14. Abnormal alterations of laboratory variables

B TAP-144-SR (3M) TAP-144-SR (1M) &%t

FFAiset 82 FE 51 50 101
BEBIK 7 (13.7) 10 (20.0) 17 (16.8)

BIfE RO E B BHHIK KM%k REHBIK ERBIEK BBHIH
(It RFE R
HIMmERHL (E) 51 50 1 (2.0 101 1 (1.0
FRIMERB L 51 2 (3.9) 50 1 (2.0) 101 3 (3.0)
ANESTQY VBA 51 2 (3.9) 50 2 (4.0) 101 4 (4.0)
~T b2y MERD 51 2 (3.9) 50 1 (2.0) 101 3 (3.0)
(i #E A LB
niE#EQREDS 50 1 (2.0) 50 100 1 (1.0
MmE7 V73 AET 50 1 (2.0) 48 98 1 (1.0)
Mm% AST (GOT) L& 51 50 1 (2.0) 101 1 (1.0)
Mm% ALT (GPT) L& 51 1 (2.0) 50 1 (2.0) 101 2 (2.0)
y-GTP +8 49 1 (2.0) 49 98 1 (1.0)
AlIP +& 51 3 (5.9) 50 101 3 (3.0)
% LDH k& 51 2 (3.9 50 3 (6.0 101 5 (5.0
miEILAFa— VLR 50 49 2 (4.1) 99 2 (2.0
)Y ESA FER 49 49 3 (6.1) 98 3 (3.1
BUN t5H 51 1 (2.0) 50 101 1 (1.0)
meREEER 51 50 1 (2.0) 101 1 (1.0)
(RIRE)
R¥ERMY 51 50 2 (4.0) 101 2 (2.0)
Riti& GRmEk) kB 50 50 2 (4.0) 100 2 (2.0
RitiE (AMmER) Kt 51 50 2 (4.0) 101 2 (2.0)
PRAE 47 1 (.1) 47 94 1 (1.1)

Note 1: Adverse drug reactions: Entered according to the glossary (J-ART). % in ( ).

Note 2: The number of

patients with occurrence of the events whose causal relationship to study mediation was judged as “definite”, “prob-

able”, “possible” and “not related”
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Table 15. Incidence of adverse signs and symptoms by time of occurrence
43 4858 8-12E 12-168 16-20 20-24:E -
HE% o AR SR wm Bw Tum 8
M 1 (2.0)
w IM
.0
s :isl\l\; 1 (2.0)
g q G o
Bl BRHESRES - M | ©.0
g IM
e 3M 1 (2.0)
Al B3 M
sSM 1 (2.0)
P &5 M
Ly T R e M
- BHRREE RO EAE M | @.0)
X 3M
hadh IM 1 2.0
. 3M
FEOZhIXY M L0 1 2.0
3M
. ; A o
P - KIEHEREE FHRLUK M | 0.0
wm o - 3M
R (Rl oY= 4] M 1 (2.0
2 ?x 1 (2.0)
e % ke
B R o ™ 100 |00
IM 1 (2.0)
HLEREE TR i’x 1 (2.0)
3M
o k=4 = =
E - REEE = B ILE M | 2.0
KR LA i‘x 1 (2.0
W (LR BE  REE fﬁ 1 (2.0
OIS &l M 1 (2.0
M
. M 1 (2.0)
FE M
M 1 (2.0) 1 (2.0)
A &=
e HEE 12TH M 1 @0
3M
e IM 1 (2.0)
RS ?ﬁ 2 (4.0) i 88; @0
BRAGAEE M ’ : .
ST A B AL 2.0)
IM
SRR E fem M 1 2.0
M
Note: Figures denote number of patients and % is shown in ().
514 KRB O TAP-144-SR (IM) Lk b b %50 TAP-144-SR (3M) %, TAP-144-SR (IM) =< A

BoEV:3 7 AiEHE O TAP-144-SR (3M) »°H % JOhTENVERERSCTHLARE - 7)) I — VEER

SR SR T 5.

E44 (EVHS: 1) (PLGA) %, ILBELSK
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Table 16. Incidence of abnormal alterations of laboratory variables by time of occurrence

HE% B O4ELA 48ELA 8-12ELA 12-16ELM  16-208LP  20-24ELH 248~
B Bk ?x 1 (2.0)
R ER A ?x 1 (2.0) oo 1 (2.0)
AT b2 0 MERS fﬁ L @0 2o 1 (2.0)
MR R ?I\M4 1 2.0
miE7 V73 ET ?x 1 (2.0
% GOT L& Tx oo
% GPT L5 ?ﬁ o 1 (2.0
»-GTP L5 ?x 1 (2.0
AL-P t5 M 120 120 1 (2.0)

M

% LDH £5 fﬂ : gg; 1 (2.0 HEo I 2.0
mE2LVATI—-VER ?x | ©.0) | .0
SPORE RIS ” 2o
BUN L5 ?x 1 (2.0
RREER ?ﬁ 1 (2.0)
AL ™ 2 (4.0)

FRIMERFE P ?ﬁ 1 (2.0)
Rik&E M

Rt M 1 (2.0 1 (2.0)
Rt N L@

Note: Figures denote number of patients and % is shown in ( ).

(PLA) I2ZE L, I % TAP-144 % TAP-144-SR
(IM) 314 (11.25mg) EATHI LIZLY, X
TAP-144 O~ 4 7 0 % 7 X)L & O H 8B s,
TAP-144-SR (IM) 0% 4 BREH» H#12~13:8/H &4
SHEICEERE L7 ZORBIEIFEERARY ICBVTY
BRI, B (5v b. 4 X) T TAP-144-SR
(IM) O#3HEULEDIT~18ABIZH» T, MiEP
TAMATOVBEZESZELNVUTICHH L. &
RABRTIE, BN TREGEEFIZHRICERSINIE]
#A5RERS 12 BT, TAP-144-SR (3M) BLE#K5TI13
AR EIZOYEPTFRA MPRATFOVBEYEEL
AOVBAFICHII L7z, R CSREGEEAE TR E LAE
MAHRE" Tid TAP-144-SR (IM) 3 [E#5 & TAP-

144-SR (3M) 1 BRSO L& SMBEDKRILE ¥
BYEE, ARSIV RARECHE I LT
R Ent.

AFTH, BEFEEOBEI S, 17 AHERER
A& ) HBESERBORWRRERASEE SN, TAP-
144-SR BM) *BRTBICE o7, RIFTHOEREI
H7:h, BESEOEEDS, TAP-14-SR 3M) *
MVBREBE RS T 54, BED 1 7 ARKAE
DY 21— UCEFHS.BERE L, HROEEH
BOENTWLEEIIN LT3 7 BERE O TAP-14-
SR BM) IKHIBA BT LBV EFHEINSE FC
T, Ya—7) CRESHSISHRE SN, BRO%E
EFRONTVDE L ERE BEAES) ISH L
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T, BEAFIMNTIC L 55 ik L I B e etk
ERIZ X b TAP-144-SR (3M) ¥ 7-if TAP-144-SR
(IM) 12810 &z, wIVEY - EYBIRE, ARUEB L
Ul RET L.

EORER, FIVEVBETE, NETFFAPATT
ViREDEHL NXOVHERERHE O MR I TAE 3
100% Tdh o 72, ARG THI IR O & S e
LA REAMBOMIEER (stable L E) 13
TAP-144-SR (3M) % : 80.4%, TAP-144-SR (IM) :
84.0% & K& ZBv:At2 {, TAP-144-SR (IM) &[A)
RROMEERRATRE NI

KRR CIRIMEH OWKREE (0~18) 2Kk
WizliiE s TAP-144 (U M-1 2 &) BED
AUC | ow (25T TAP-144-SR (3M) @ AUC <ow
E @ E O FIHMEIZ TAP-144-SR (IM) ® #h D
77.0% Th o7z, Zhid, BBEERE S5, 6:8%BX
9, 10H%Z% DMK EYIRE OT-HEL TAP-144-
SR (3M) Bz~ TAP-144-SR (IM) B D F 75
$, WEFOWEKEMRD S THEIREIZZ 5 T TOH
B & L CHEH OEYRE N5 — L DBCD D LE
Ao, MEFF R MAT OV iBEOREL N
BHREEZT, fEESRLABROERTH - Z
Eds, TAP-144-SR (SM) R EFREIZBWTH S
REOMES TAP-144 BEHE STyl TAP-
144-SR (1M) L EIBICIMEFR T A P AT 0 VigE%
EHLNVIHIH L CHEBSR 2 RTEEZ LN
7-.

BEECTIHERE L ORRBERIBECE LV Ef
HEHMMEERS L CBRREEOREESHORFEL
ZEBHITHECHEEKOERTH Y, TAP-144-SR
(BM) IR BRI NERbAON Lo/ &
7o, BB AEE LS LA EEESRD
RELAON Lol BEELAEEZIZ104
(TAP-144-SR (3M) Bt : 41, TAP-144-SR (IM)
B 660 THLMN, TAP-144-SR (3M) O ThifEizE
WX BT DAMETNTRBRE L OREMERIE TH
B L, LHESK:. "HEEIZLZET,) 3, &
B T1%I25H L, TAP-144-SR (3M) & DRERILE
2 EECE LIV OTSHFFMMEE L P o720
TREH L0 Lk CHESNIESTH 7.

ko d 5, TAP-144-SR (3M) X, TAP-
144-SR (IM) L RfRICIMFER T A MR T2 ViBES
FHL AV PTG UCRIBRIE 120 L CE ViR
BMRERT L, £/, REBIZBWVTH TAP-
144-SR (IM) & H~EMEHORBFRE S L VEBER
BICKREEVH R L, BIEETREFIESALR
Lozl Ehh, RIVIREERERION L TEN AR
HERTEANTH L 2 LRI NL.

125 20024

& £

HHEIEY o — 7 OEFHHS. 7502 X ) FUEE IR
PEELTHELNATWA BARARREESE (BHGR
Bl) 1036 %245 L LT, #BR¥E TAP-144-SR (3M)
(TAP-144 & LT 11.25mg &F) 2 BIHESH L3t
3£ TAP-144-SR (IM) (TAP-144 £ LT 3.75mg &
A) 6 R THRIBOBELRIMNICL 5F MR
HAREE LB EER L, GBRE TAP-14-SR
(BM) Dk NVE Y - BYBHE, AEBLURENT
et L7,

(1) KVEVEEE (MEPT A MATUOVIREOES

LAOVHERESIR B & OHER)

MFF T2 b AT OV iREOERSEL ~OVHEFERIIT
HAIZ100%TH - 7.

(2) FitE (FUEEZIR)

TRV IRIE ORI E R | 1 o - REROMERFE
(stable 2L k) & TAP-144-SR (3M) #: :80.4%,
TAP-144-SR (1M) B : 84.0% & KX 2@V A7 <,
TAP-144-SR (IM) & FEROPBEREATR S 7z,
(3) EWENRE

TAP-144-SR (3M) B D AUC. ;0w EHED FH
fEi1Z TAP-144-SR (IM) BEDZNDT7.0% Th 7=,
@ Z=k

ZEMETIIMEL  FICEEERICLALEbRD
BIVER DA SNIA, TLALD L DHE—BHETH
D, TOBECRBBEES L URBBHICAKE 2B
FAbhhhor, 7, BEHEEZEELZZ &I
Lo, FRBELFIBETNEFRRIIAOR
Lh oz,

DEDORERED S, TAP-144-SR (3M) i3V E
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