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CLINICAL EVALUATION OF TSAA-291 IN TREATMENT OF
BENIGN PROSTATIC HYPERPLASIA BY DOUBLE BLIND STUDY

Osamu Yosuioa and Ken-ichiro Oxapa: Department of Urology, Faculty of Medicine, Kyoto University
Keizo Smiva: Department of Urology, School of Medicine, Gunma University
Atsushi Koxpo and Yutaka Saito: Department of Urology, Nagasaki University School of Medicine
Ichiro Tsujr: Department of Urology, Hokkaido University School of Medicine
Yoshiaki Kumamoro: Department of Urelogy, Sappore Medical College
Seiichi Oricasa: Department of Urology, Tohoku University School of Medicine
Jun Smvazaxi: Department of Urology, School of Medicine, Chiva University
Hideo Mirsuva: Depariment of Urology, Nagoya University School of Medicine
Kyoichi Kuropa: Department of Urology, School of Medicine, Kanazawa University
Hiroyuki Omori: Department of Urology, Okayama University, Medical School
Hiromi Nimra: Department of Urology, Hiroshima University School of Medicine
Shunro Momose: Department of Urology, Faculty of Medicine, Kyushu University
Akira Sakuma: Department of Clinical Pharmacology, Medical Research Institute,
Tokyo Medical and Dental University

In order to evaluate the clinical effects of TSAA-291 in patients diagnosed as benign prostatic
hyperplasia, a double blind controlled study was carried out incorporating the departments of urclogy
at 53 hospitals.

Four hundred mg (H: high dose group) or 40 mg (L: low dose group, control) of TSAA-291 was
injected intramuscularly once a week for 12 weeks to 312 patients in addition to daily dose of 6 capsules
of Paraprost®. For the last 4 weeks, between 12th and 16th week, Paraprost only was administered.

1) The therapeutic effects were investigated in 236 patients (H: 123, L: 113), 76 being deleted
for various reasons. There was no bias in the background features of the two groups.

2) Global improvement rates, evaluated by scoring dysuria, sensation of urinary retention, nycturia,
residual urine volume, palpation and urethrocystogram, demonstrated that H was significantly superior
to L (p<<0.05-0.01).

3) General improvement rates evaluated by the attended doctors, demonstrated H to be superior

to L (rank sum test, p<<0.10), with marked improvement in 12 patients (11.49%,) of H but none in L.
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4) Concerning dysuria, H was superior to L, especially, the difference between the two groups in
“protracted urination” and that in “force of urinary stream” were pronounced (p<<0.05, p<<0.01).
5) The rate of patients whose residual urine volume decreased remarkably was significantly higher
in H than in L from 4th to 16th week (p<0.05).
On palpation predominance of H gradually became clear but the difference between the two groups
was not significant.

6) Improvement on urethrocystograms were evaluated by 4 judges. ¥ was generally superior
to L (rank sum test, p<C0.10) and the rate of improvement of H (36.0%) was higher than that of L
(21.8%).

7) Analysis by stratification (age, duration of illness, severity at initiation of medication) revealed
no particular trend in global evaluations. v

8) Side effects were found in 17 patients of H (11.3%,) and 7 patients of 1.(4.6%) and the frequency
was higher in H (p<0.10), but they were mostly related to the symptoms at the injection site, such as
pain. These symptoms disappeared during medication or within a week after the final administration.
None of severe side effects were found.

9) Red blood cells, hemoglobin and hematocrit decreased slightly but these changes were judged
reversible since they returned to the previous levels 5 weeks after ‘the final administrations:

10) Blood pressure in 124 patients, ECG in 50 patients and hormones in blood, LH, FSH, cortisol
and testosterone in 26 patients, were analyzed. No significant chaﬁges were observed and there were
no differences between the two groups.

11) On the basis of these results, it is advocated that TSAA-291 could be a useful tool in non-

surgical treatment of benign prostatic hyperplasia.
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g <I>11 66 B L 12 5~8i8 AL B 9EEUMEA T
44 64 EME 12 1~128 MESBEIER BE ZHYHOS T
62 76 WIME 12 1~128 FEASEIER WA AV 2 RO T
12-14 64 % L 5 1~5i8 RAEEH g (EHTERDBRAES o
JH> 624 71 R & 4 8 F A BE — B & P
6-20 65 ZWHIMOE 12 10~168 A B R T
W, R, tmam WA BREROBML,  aw BON Ak iamds
88 79 3 1~38 HE © mE FBS OHEE@is P
B e I U LRhs bk e
+ 98 63 MR 12 1~8#& # # WE %2 B R T
-2 66 % L 12 1~128 # # BE EMRICRA T
-3 70 BEREMLE 6 6 @ WiE WEES BE ESDEEEREY R 5
1120 69 iufE 12 128 §QF GPTHY gy DHRTH2ERC T
® SRR 4 RBC, Hb, Ht&? 20, 25188 b A
1-24 67 Papae 12 5, BB g BE e = P
- HBEOE, H5 .. .
) =i g N = EARTH®HI #ARE
<>w0-10 17 BEE 12 T~68 (L Adsonmic mx THEL T
] . 5 PEAIL % 137
i 12-14 64 7% L 5 1~5:8 K& #%# &R LIRIiciE% | T
1-1 66 7 L 12 12 168 300 GPT™  my sumgrw ToEs
128 60 M 12 6 @ RBCHCT® w pgermcnrse T
85 71 mRE 12 6, 128 RBC, HY oFm gx JZA&oORETE  THPL
H1) Bt H2) BRREMOED (OW—6W—12W->16W) 1-28 1 RBC (471—560 510 ->452)
T @ RS E O 11-20 : GOT (10939, GPT (64 >51) Hb (156181162 —142)
BT 11-24 : RBC (399 —>472—502), Hb(143— Ht (47-51-49)
P : HBEEHH 179-194), Hi(40—48—54) 8-5 : RBC (527—476—448)
1-1 1 GOT(23—80—119), Hb (155143141

DEEHEED

GPT(15—131—161)



1096 WRICE 25%

Table 16. EIfFRIPIZAILS

A B H L
B MO 10 4
B3 ESIRHOER - L D 3 0
B8 Frmbn - Lon 2 0
PR 2 1
SR 1 0
. AROEX @3 0 1
»oE 0 1
¥ A 1® 9
O WEERE BEOBL BREET 17 0
R 10
[P dias 10
& kBC, HD, Ht O LR 1®
RBC, HbOFl 0 1
GOT, GPTo LEH ‘1 1
B LB, HEHERGH E ORI U & K
L72dD
’  FETED GERY) WY Fisher Dl

H L B WEEREEL

%f?%g 6.6 (10/151) 26(4/151)  N.S.

Z @ ftn 53(8/151) 3.3(5/151) N.S.

FCHEEL T

Z2OMOBIERIZ HESH, LESHlicabhic
A, 0> HBOIM (TH, BHERR - BEOE
1t « BHBEOET, RIMP - ~NEF vy e AT b
7Yy FOLR) I, FEREHEICK 5 & ERREH
Wk A3DTho1z.

2) MmEELHEX

MFEREBRIEA S (0B 128%) WHlER
iz HEEedl, LET1H, & 133 Flic o THREL

1z, MEOEEFIFITI—FEL T Table 17 2R L 7245,

WEMICR S BN RS, F—E0HIEED S
iz -1z,
DEMRERRPERR SR (0BE1288)
HeT iz HEE 2761, L #2361, BH50BliconTig
EFR, PR ER, OER, X0 QT HBE2HEL
tz. WEFhiR b & IL—EOERRED ST, WE
B 3 BB shizd iz

3) MASVEY

10%5: 19794

LH, FSH, 5% b 25 v % H 81041, L B164]
RNT, a—+V—id HE9H, LE 154l
WTHIEELT:. #Ri Fig. 9 iwRd &b, HET
it FSH 23, LECIta—~ 7V —~ Vs 58IETT
Bdak 5 BB, PEAIOTDHERIITULY
2.

4) FRARRAME

BEREAIRERI® (0 BB X C128E) IKRERTT
72 - T IH E BB & R A B IR 2 —FE U T Table
17 wRg.

WM OBREEF ITBWT 3 MBEOEEHPIEICK &
RENSED b o T0hs, HEORMRERDF
B EEMPABROESLEL D BN 3 THD, HE
OBEEHANT 2 Y v FEBWTLED bR, 22
T, & WHRMIRE, ~Th2 0y bBITNES®
Fro3EBIROWT 0, 6%, 128%, 168
RS ICHIE U T BRI 22 A C Table 18 [TiREEE
DB 2R U,

FPRMBBIICONT A S &, HEETI 6 BHROK
ATORETHUERICESULTEY (p<0.01), Fiz
LB ORI BEENS NI (p<0.01), 128
#9472 bh BB T I EE OIED &
h, 16HEBITITIITREREIET 2 C & bh -t
7 0HEOMITHEEZEOA NI 6 A, 12ZHEI
BNT b RSB OLEEIE 105/mm? iR TH
b, BOIBKTHLENAL. NEFSBEY, NT
k2 Y » MTOWT SRMEREIC A B NIz L FREDHE
BERUI.

Utzhs-C, HECHRBEEHIR SR D
¥R MEBRBRAERLED b b P2 DBEITEL,
e 2Rk L T 5 BICRE IEE g, BE5#T
4EHCAIBEERESHECRET 2§ DEEAD
ha.

v # %5

BISLEREAE DSk & U TRk & b kAL,
7T BRI, BTEE AR (a-IEETHI, RUSCRR
BREEHZE) BXUBYREEA EBERINT
WA, TS OEFNIFARIEER, BIHEREEM
VER & AWV BERERIR B~ O EBIER I X 2 BRI
BRI Sk b ERBNICIEEROEE 2H5 5 &
FTHLDTHA.

—7%5, Huggins 59DPELIK7 v F7 2 Fud v
YER 2 HEOFRNT Y - TIERLUIHINIRZER ST X
5L DRABEINTE. T2 b u s UHH
whivis, =R b ey RN - TEAZIHL,
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Table 17. mER L OEREEELEFS (1 E&, | - TR
H L H L

B & R B Tpr zy bE 2D B & B B Tgx 2w we 2@
TR T TR T LT T TR
1 3 1 ZTT-TTT? 75 0 8 0
n HEE L ®3 T Al-P o118 2 118 2

v - 1

Pwmm | e 3 n § g
: - : @ GOT 1121 6 127 6
AROEBE 120 47 181 gy g GPT t o121 6 128 4
g ~eraey oo 110§ g MEVrEr todl 1400
1 A | 2 4
w ~<rzuwsr] ome loaae 2 # MaLxzaowv 106 g 16
O S byryesar] 20 516 1
# * ; ; s BUN T 122 5 130 10
Hms®E | 120 5 131 3 w ZvTF=Y L 16 1 121 6
REBE 11w 3 15 ﬁEM?%NaI s o122
ceo 1 2 0 ; 1 0 9
g 77 e § e womow k| ous 9 o122 3
" 7U7U7—d11 % 1 50 3 T g o [ oz 1o ]
- fnfuy—dzl 46 % 50 é m 1FEEE T 16 4 18 2
% ) 0 . z oommE t 16 4 18 2
2 ") Y .

- rezIv-f o 46 1 50 g o # Ac-P t 100 2 106 0
IeTYYer I 46 8 50 8 " BISZBMEAc-P Y 39 2 43 2
: 3 0
asc | s 2w wprmsE | 23 3 25

M7 2+ 27w AEF %203 5 MEERZIRIC X DR
MBS R SI2TLDTH S, MROBEHS, 1
BT YRR, ZWLHEL E ORISR X1z
FTOATKEL, FERE~OBEMEL ), BETRE
EALBIALNIE T
BRIREY, EARED 7 > F o2 VIREREE D
EYLRRREREINAITE Y BRI EEE S
MBVARVTZ U For L3R HET 5 & 5 7235
“FrFETrRarf Y OBABEILNSLSI
o TRz TR, BEL D7 F 7y Fu s UFb
BFEINTWA. BEAETRTHATaL R b
EVEBIETHY, BRSRAE—F UHEEDIZER
BEINTV B,
BHOIR T L F 7R v U EIORIS IREREEE O
AA =R BTONT, KDL S ISEF 2T T 5.
OE BRI
o [T 2 bR F v OFIIIRPS BIRERE
cFANAT B Y 5 a-BEHE

o P =) e F & — «5a-DHT 44T
BB

@EBRISLEEIHIER
< B« TEAREF]
« BT R MR T o U EASREE
AN AT o REBEFE

AT IRIEARIERR A & U T3 SR a0 LRI E A

S, EEMAISLEIEER bR & DL L

V. AIBRBICEFRE Sz TSAA-291 j319-7 v 7 A b
AT v BBA CEBIYIC X » T EROEREE
PHRINTNS.

Fizob, RULEEY ZFRAPAFuY S
F— MLBERBELUICHERSS » FREAVICERT,
TSAA291 (iR S iz 7o 7 v Fu X LR 239,
—7, 7 FeP AeH, BEREWEHE, =2 bus
YEH, 7rFma b u S UERREBOhEIEEL
BNV EREL TS, ERREMES v FD—
DS RICTA LT UL —ETRAF LR b m—~
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Table 18. FRMmERE, ~er/=2ty, A<+ 20y + OER

(T o= L =
RERL MM (fl?ean%S%E.) ﬁg i (rf:i;an{fs.%) ﬁg ﬁg
6 8 #% 98 —13.0+27 P<001107 -—25t34 N.S P<0.05
12 B # 98 — 79%34 P<005107 -45%¥33 NS NS
‘16 B % 23 — 38t67 NS. 24 —37+t+82 NS N.S.
~ Wy HO® L #

wmm s g BB OE BN L. 8 o 2 BN BN

(mean+§S. E) H#

(meantS. E) HB K&

6 A #% 98 —0.40+0.09 P<0.01106 —0.17+0.10 P<0.10 P<0.10
12 8 % 98 —0.24£011 P<0.05106 —0.23*0.09 P<005 N.S.
16 A % 23 —-0.08+022 N.S. 24 -—-019+023 N.S. N.S.
Bl O# % EBA Bl % 2% BA OBEE
RERH  FIH (meant+ S E) HE& e (meant S E.) H#g H#%
6 H % 98 —-14+03 P<0.01 107 —02%0.3 N.S. P<0.01
12 8B % 98 —-1.0%+03 P<0.01107 —-02+03 N S P<0.10
16 & % 23 -0.17 0.6 N.S. 22 0706 N.S. NS

1) BHALE  FRERAE OREOBNLE (tRE)
HHELE | SRERAICED 2R1BZ ORMEE (t BE)

Bl % 2 (D REPERT

N 2EAUICEEIXHEAORED S BEEVSFERRITED U,

R TEERTF F o €0 OFWHD 2N L TOH
BHVEREEZA SN B, TSAA291 OB EICIEEA
HOHED > BEEDAWFL L, BILEPOED 5> ~D
EEFABHEL ICIR WA, FRTERETFF b
VU FMBANDHE LT A TIDRAMET v X
CEBHET » b oM LH, FSH 5 2 k25 0 V%
HELIzE 5, Sme/kg DRARTIRED 2 ARES
L > T EEBOEE LA LNLH -T2 L),
TSAA-291 ORFEREIC DN TIE, HES X O
WsHy v MZAVERL, SCREED [H-7 =
M2 F e DR YRS TSAA-291 2k b ARERE
FrcIglane, FRNHVEO 7o ey -9
2 —HEHIEEIT LT E TSAA-29] ohess

ERCHIHT 250 L HEL TS,

TNBESE5 y PINIRL VBT A b AT @
oo b a-BBITEERR 2 FV in vitro TS L, TSAA-291
ICARMESEE B RY S 5 L 2D TN 5.

—J5, TSAA-291 BB % EEEKpgEI, MEL
%9 TSAA-291 (IEEESHR) WV TIBBRZ2ERIAL,
BEBRAEIR OFERS & SR HIST IR OB B R, I
WHEACHIMRE RS X R 0V € o ORI £ 285k
L, #DRESRs s ke 2mE Uic. 128
EEOERZ L b IBE LT TSAA-291 KB
Wiz T, HHLHY, BHBLW, EELIVH, KA
ORBRICHET ARBRZEBEL, 2 OBE»LERAR
EUTIRIE 200 mg DI EMKREEEZ SN

2T, BEPLBRABBRICEIIL T KBSV -
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X 5 AEFHEDID OBERRBRZERL, FEIOE
200, 400, 600 mg #% 12 BRI EOEI L EZE
R LT A, 2NICE 5 L HERBERRIRBEE
THERBIEEVA NI, EHOHTRERFICHEED

Do DL BEEZERALNE» -1z, —T, BRE,

HERMZOREOHER L b » 5 & 38 600, 400, 200
mg DIEIAERGEGNA SN, MEFRE L TH
TR R 125 L ORI IR EREA Y OBk
HEETIE, Wt §E 400 mg ST TRED
ZWHTh -T2 T0b LAREET RO LA 400, 600
mg WEENBEN, & CBEBEORPMIRERHET S
T8 400 mg HETX &, # 600 mg HEDBRET
WD EEBALNI.
CLDTRESNV—FRE BEFRBBR ORI L
LICESEMOEREL & T, L REER L ORSH

> T2, BRBE TRARMBBOBDEEL S b NIzhs,

ERBEROEE THH, 2OMMEEE TS L0R
LAt '
UEDHRPATATSHEE 400 mg FrH1ck 2
S ERILER R R L T
KBBFFA VBB h > THTRI ShIz0k
B REEE ORI OMETH 5. 372h AR AKE:
BB CTH D100, FAROBEE 2 RIEL s
FASEDS BB s 5T, LTodi THRBIRAERE 2
DEENTRAANLI0ZED, 154 7oudt TSAA-
291 20mg SFEDLDEWHEE S Uz, 0 KRB
Ti BB 7 BMAI THB TR b
H6b7er (BARS) REMEHE L UTHENCH
HUD, Z20BRIIBEOAICEL S EHR (32
F) OBEIET 38 Th 5 £ 5 MEHEE
TSAA-291 38 400 mg #4150 FEHS SHERER & L
TORTF R OPREHINTLESRED b
DOTHIUSEHHITH 5 AFIOH B & HE L
25 Th 5.
TTRBREOE TR E L, EYREDRESE,
HERREE 410 E, BIEE, WOREEN, BBk
B UVBRORT R D REITC X VS - 1ok~
Afizcia HEE GE 400 mg) »313.5%, L# (G 40
mg) 759.15: HEB BRI LEL Vv EL O,

FRVEBFRZEROICA T HBRSERVR LI

EHRERAHETS, B - MEFRSLUREFR

OWFRIEENT S HEOWES LEIVEL, &
LI HRETIR O FHYE I L BTl B L
Hgwilopl (11.4%) ootz ErBEFT RO
(e Pk B 30.8%, LEHs17.8% L HE
OYERP LB VERICE» -1

BEREHC A% &, STMERR T4 ZOHE
Btk 2 VBaRHET RN HBG LELY B
Tz, %7z, EHBPRMZIR T ERMCHE
PLEIDVENTEY, ({TERETIUEDIE
BT I >N EEDZEDS L D EREL 78 b, FHRREL
# (3BEUEOWE Tz HEMN4EEH»S 168
BEITCEERCEN T, _

BRFARTI BEREZEAEEO $T T HEOK
ERLEP b, & QicHRIERE L X RS
DR THEOEVNEHTH - 1.

UEor s, 4HOREIIERMTEERLDT
REET NV — T L AHEHER & T T 2R
A 505, MEFROBBICKNT, AFHEL TV
BRI EERERZRHE U 28> T2. BHHOL
DEUTHABBRTIZNNI TR bAD “LOR” T
WEZLRLTWACEBETFERE 5. EE, FH
BT & 5 BT RAAESHIE T MEEEEG] 8L
FYEpILI ] ¢, BRE T [ 3BBLLE] oY
THEMICEREYA DN, TREBRERL ZREH
RoMETd HEIZ i TEHEREp) BEDLR
TEY, LOCLRETOEAZRETS3DEEL
bh5b.

7235, TSAA-291 51 X % EFT BB D\
Tk, 905D 9% BN b 10 RS B 2 v
THAEHES Tk 5 §isLRO /R 2 BE LT3
D5, VTN B REF OB ITERICEEDHR/N R ED T
5.

BIfERICDWTIE, Bl E OENIRAICET 31
RVSKEE 2 5D 128, THUZEFIMKEBBR TS
b, BENTORENAMI—RAL T3 EEA0N
AW g5, L EHEALCET AIEROITDERS
PIECE Stz 3O HETE 3HITd ¥9°, 2
EAE DIERD SR DB ER T H 1 EDPIICIIEE
UTWA s, BEEL TRV 5 EEBERER kiz
BhHEHIFRZsHEBFioh 5.

ZFDAOEIRE U2, HEFCR#EE 25, iR
BB, B, WHEE L ENG 1HAALNIBERELY
DFerotz. TR ey U EDBRESEIT
A5 AEHEREEDRBS, AFIOIEREREY D 3 F
HEINAE 53 bpThizd, ChiZABIOXSK
MEEVALS.

HEMRETIIRMERE, ~ESny, ~vhsY
v N WA 252 5 NI, BT E LTt B
GRIMERBTH 105/mm?) THH, #WE5EHkEEL TV
AT EE R, #EKT »5 4 BEHIKZ
RITHIEICE LI E LS AEHO D LEALNS.
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P, EHLL, -2 afie TSAA29] %38
5, 20 XX 100mgfkg, 12 5 JE# L I2EERT 20
BLO 100 mglkg SR BERM % B 1205, #
B I EE OB SR TR LA
EEEL T EBEL T 5.

UERRTEIzTE L, REEU EOEMTHT 5
"EERRRRECRENZERZ, # 400mg 5
BHTEDPIN 119 Ao N0 U, e (B 40
mg) TREMTH-T2C &, FRHEBHC WHEREA
Thr7 3/ BEAMOERER2HALTOAICE D
b5 TEHRNHRREPLERR IO THESICHS
WIREBHENIETH 5.

NG ORI, RN IR RO
PR NOMET & 2 WV ITBE BRT BRI X 5 RE s
PIRT & 5T, AFIOIEXFT B 3 2 E#EIEA
DREEELLNS. RAKERD 2 3E 200 mg #
534, #400mg #5114, i 600 mg 5 114
OERE IR EAICR T 2 REERRIRE T,
ZhEN 33%, 73%, 5B\ CEHERELRZRYD, &
FKIDSHT T s IR A AR 2 B2 U, tEEFE (branching,
budding) % L9 5 L MEL T 5.

FRRE LI, 4THICDWT, REEE 2SN
EEAED, REBBLIOCBEN®KR2 T4 v FicL
THE 2T - 12458, BB OE®ERRe &
5 W72 B TR M HSE 200 mg #EFC 43%, # 400
mg WEFIT 70%, B 600 mg HEHIT 59% @D
DTz e WEL TS,

—J7, MBS Ik BN L B HEN BRI TAH
DOHINLIE~NOBB2HH LI 05, HEDE L O
SERRBEATERREAITIZ A S e - ORI, &
FITHERLCALNIZE OMDH BT 1520, TS
KT#%3~9 W HO BHFHETS rebound HHRI
Mo ToC EREEL TV SO,

35T, AFIORHEE UTEELTRELIVTE
WEVEHOMETH . 0bb, RO A v
CHEIRETIX, 4 v ET LY E ORISR
FELIoDICHL, FRITIRZDRABIZEAE R
1L ETh 3. COBORERIMERE»{EEIN
BB TH - 128, WERNEE I D Tl L BELEOHE
HWETOESORBK, by TEELRTTHAI
e, WEEELE DHRINARETH B, REIOF
S e FV I OBRD HORIEABREOEAN»D &
T COBDRIVERAPS N EREELS B2 LT
H5.

7o, REVHERFICH D & L1, BISLERIEAE
BEHIE UTIEEE LW ETIRR L, BRAS»D

HAMTRCE HEOFIS L dsHlE LT, REE

BEAICEB T BRIORBRE 2 if 7 5.

U EOHIRE S BENCHETT 2 &, RUISLIRIERIE
DORFREEE L LT TSAA-291 DERNERER
+oBEOeNG LEBAS.

vV #% =

TSAA-291 @ FISLARAEAIEIC X3 5 BRI 21k
BB owic, 2 S3HEROWREBRNTISWT 3124
DIEFNT T Fa X FOrEEERERE L, TSAA-291
78 40 mg W5 2 BE & Uiz 400 mg, 12EEHG
D_HERBBRRZERL, UTOHERRZREI.

1) 312G ERANENIET I (8 400 mg 5.8 30 4,
B 40 mg FEE4AH) T, X513 BELRCEE
Ltz 0 EOEROAZRA sz 8 OS5, §176
Bl 2Bk < 23661 (G 400 mg B 5E£12341, # 40 mg
BEE 1S B 2EIBERRE L. LBHEE
B DR D XED b5 Tz,

2) BEREE, AR, WHEREY, BRE, BB
Hii,  UEOFRFT R L BABEICE D2 - 108k
—HREYIE TR 400 mg #rEEs 18.5 5, # 40
mg #5EHS9.1 5 8 400 mg FE5EHE 40 mg
BERL YERCEN (p<0.0l), T VEFR%
BN TCREAT b BRI AR (p<0.05) S .

3) EBEI L 3 BAHE CIRERNIcE 400 mg B
BEOBERENE 40mg WERF X bE L Bk
i p<0.10), & (ICEHYEHILZE 40 mg R
T Ul 400 mg Br5Eh 1241 (11.4
%) B bz (p<0.01).

4) BEHRCRERES 4 HE (BHURBEMRHE,
RATERERT, RBORE, VWEA) OINTTH
400 mg FEEOWERHHE 40 mg HE5FZ LIb
b, & IHRAERMB L CREORETHEO
EVEIRTH -T2 (ZHLFN p<0.01, p<0.05).

5) fMATRD 5 BERE T, WEOK IO
#H 400 mg WEEICE A5, 3EEIULOWE
LTIT 4 EE S 168% (12~T16HD 4 BRIZ-€5
7w 2 bOAEE) FTHEHCERE (p<0.05)
BAELEhtz. HEBRME TR T R # 400
mg FEEENOEAVED b, HECER
EiZis o 1z,

6) UBBICONTIE, 4 BOEMICE 5 &FMER
EIEL 7oREER, Sl 400 mg FEEELE 40
mg BEH L Y B A (EMEE : p<0.10) 23
Abh, WERTHHE 400 mg HE5FH (36.09) »s
40 mg 58 (21.8%) & H B2 HAVED 51
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2 (p<0.10).

7) BRAEREUTER, BRI, s

IRRFOEERE (BHREESH A, BRRE, HBPA
BIIBEOKRE S, VIRGREMERR) 28,
ZNETH 2 BTy THR—EEHER L O EREH
E (AR - R - BRETR) 2RE LY, chb
OBERBELTE QK—EDHEIED 5 -
1.

8) EIfEMR, M 400 mg BEEF 1514k 174 (11.3

%), B 40 mg HEFE 151 i 76 (4.6%) IH5
N, WEOFBHEBLEBED bz (p<0.10),

BIVEMPAE DI (58%) 13 B x & OEESHA
BT BT, 13 A EVHBBEAREHRIHRE

MTHR1IBUAIEHEE U, Z2OMOREREL

Tk, A 100mg R SECHE, hdTEE, B2,

BEEEB L EBRD LRI, & BB DR

AGISON et

9) MERETHRMERK, ~ESey, A2 by

10) MupEi 133610, OBEBIE S0P W THRET L 1cas,
&L R—EOBAIRS <, HITTHERIC d 238D

V) F OSBRI A S NS, BEL-OELNEET

&Y, 1CEBESRTEITT CIEEOKRDBED D

n, BERTR4BERCIZIIRSMECETZ
DEEA BN,

Lhigh ot

11) fudss v e vk 26 BlicowvT LH, FSH, o~

Ve, FRMRTF AL REAEURPEEESEE
BED LN T

12) PLEDEL D, B ERICAIEDRENIEES &

LT, ?SAA-291 DOERMNERERTIED NS
EELA.

MERZBICNY, KEROLERERC UEELEY
BEERHOBAEERAFE AR ERE,  HHERICOR
BHELET.
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