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Toxicity Profile of Silodosin (KMD-3213)
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The toxicity profile of silodosin, a selective oya-adrenoceptor antagonist, was evaluated. The lethal doses were 800
mg/kg in rats and 1500 mg/kg in dogs. Repeated-dose studies revealed fatty degeneration of hepatocytes and an induc-
tion of drug-metabolizing enzymes at 15 mg/kg/day or more in male rats, mammary gland hyperplasia at 60 mg/kg/day
or more in female rats, and degeneration of the seminiferous tubular epithelium at 25 mg/kg/day or more only in young
dogs. Silodosin was negative in all mutagenicity studies, except for a weak positive in a chromosomal aberration assay
conducted without metabolic activation. In carcinogenicity studies, mammary gland tumors and pituitary adenomas
were increased in female mice given 150 mg/kg/day or more and 400 mg/kg/day respectively, while thyroid follicular
cell carcinoma was increased in male rats given 150 mg/kg/day. Reproductive studies in rats revealed a decreased male
fertility at 20 mg/kg/day or more and a prolonged estrous cycle at 60 mg/kg/day or more. Silodosin did not exhibit any
teratogenic potential in either rats or rabbits, and had no effects on the postnatal development of rat offspring. In safety
pharmacology studies, silodosin produced no severe effects on the central nervous, cardiovascular, or respiratory sys-
tems. In conclusion, silodosin exhibited adequate safety margins between the clinically recommended dose and those at
which toxic effects or safety pharmacological changes were detected. As a new therapeutic drug for the micturition
difficulties caused by benign prostatic hyperplasia, silodosin should have few serious side effects in clinical use.

Key words——silodosin (KMD-3213); aja-adrenoceptor antagonist; toxicity

2. ERRA
" R E

il

Hag Gt cERG#H

IR aja- 7 KLU 228K (AR) JEWEET
HdHO R, %tk FubaERTERLR
1) SBHFE U 7z B SERRAERIE (21 S PR IR PR E G e
Ths. GEbhbiud, ok > FEFEI—R
% KMD-3213) OFK#EHAKER TH DO TOH
3G, RIERGHEERR, EHEEEE
ik, DABERER, BRI R O e
BraeEmEL, ToFEETOT 71V ERFL .

EBRMHRVFEE

1. EY  AERICEZORI Y GFybkaE
b TSR R ) 2L 7.

F o A A T ER S S B S S B 2 2 M SE P
*e-mail : shinichi_muto @pharm.kissei.co.jp

Mk, EEFEERAR, SAEMRKER, EEHEER
Mk R O 2 ERMEHERL, Wind MEERHO
MBI 2 EERABROEBOIELEICRET 24
T CER9FE3 A 26 HEAERE 21 5) ) ZHEsT
U, BHEABRIET A R4 > TEREL 7.
PUFic& a5 o B R NG TE DS 2 /R

2-1. HEHRSHFUHAR ORI oM
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TITRT.

1) Zv bEEHRERR 400, 800, 1600 mg/
kg, MEREE S {1

2) A XHEFGEE 1 1000, 1500 mg/kg, 2
1l

222, REHSHFHAR ORI oRER
HBRrOHEZHSNCTT 5729, Tv b (Sle: SD)
I a Ry 2% 0.5% AF)Lt)o— ZKIEikIC
BB, 1 X (Beagle) IZlZz Ry > 2EIF >
ATEIVIZAN, KEROKEG L v MRUA
X EBEREGHMP OEREOHE &N, HERK TR
IITIRR AR, B, MRFERE, ik
A, REE, fiR, SEEENE KO
MfEmEEsEmLZ. £z, A X TIIEBRN
i, DEREE, GOHBEE, ERE, EBimRX
ISR RO - B EEMAE D ER L. MAT, I
v b 4 J U8 26 JERER R O B R TR R
B R E &2 F e L 7=,
HRBRICBI 2 HEHAT 1 B4 720 Ofil%kZ DL
TITRTY.

D Fv b 4RGSR 0, 20, 60, 200, 600
mg/kg/H, MEMES 15 B

2) T b 13RS R% 0, 25, 100, 400 mg/
kg/H, MEKES 10

3) Zwv b 26 AkBERE 0, 1,5, 15, 60, 300
mg/kg/H, MERE 20

4) A X 4 EREG5RE 0,25, 100, 400 mg/kg/
H, x4 1

5) A X 13 AR5 HE : 0, 10, 50, 100/200 mg
/kg/H (57 HHX D REHAEZ 100 mg/kg/H
ZhE), MERE 3 B

6) X 52 A5 5% 1 0, 5, 20, 80 mg/kg/
H, MR 4 5

2-3. EEEMRE ORI oEzFENED
FEEFAND /20, FORBRZFEmL . MKz
NS EIFRAERABRTIE, ORI VEIAF
WANWEFRICHEML, F*XIF T AH
(TA100, TA98, TAI1535, TAI1537) KO KIBHE
(WP2uvrA/pKM101) % fl W TS PR 1L R FEAE
TROEGIERTT LA >FaXR—= a3 ikickDd
EiL7z. FyAZ—ANLRAY —DOEEMZM
WARREREERBRTIE, ORI >205%AF
IO —ZKERICERE L, Fv A Z—ZXNALR

& — i ki fkk (CHL) ZH W TRAENE MR
EE R OV JETEAE R DGR (6 BFRE)) ALERNfG TN
RS MEALRIETFLE F Ot (24, 48 [Refd]) ALBHIC
KOELZ. YUY T4+ —<iBRTIL, O
R DB AFIVAINEFD RIZEML, TR
ST —<HilE (L5178Y) Z& W THREHE LR
FETKROEGEE RO 3RKRLETYr 70 )b
FICXOERLUZ. U722 H0N5 /MR T,
ORI UE 0.5% AF ) )l O — A KRR I #E
L, Y7 X (Crj:CD-1 (ICR)) ICHI[EFZOKE
U, 24 KO/ 2 AT 2 23R ko B
BEZMKT L. Ty bOFMEZ WS AEH
DNA &k (UDS) iB&TiE, ORI 2% 0.5%
AFI)I O — 2 KERICHEEBL, v b (Hsd/
Ora : SD) (CHA[EREOHG L, 2 KO 24 K& D
NI B 2R OHIIE 7 L1 > 8 ZEHIIL 72,

HRBRICBIT 2 HEHAT 1 B0 06k % DL
TITRT.

1) MEzZHWLEREARE R 0, 46.9—
3000 ug/ 7L —k

2) FyAZ—ANLARY—DOEEMEZHNWS
Qeta R BLE AR - REINE TR LR EE T D 6 R L
0, 87.5—350 ug/ml, RHEIECRIFGEIE T D 6 I
HALEE 0, 37.5—600 ug/ml, fCHNEMEALRIEGEHE T
D 24 - 48 IE[EULEE 0, 21.9—87.5 ug/ml

3) RURY T+ —<ilBk - RENEHEERTEE
T 0, 60—350 ug/ml, fLHTE L RIEFEET 0, 60
—375 pug/ml

4) Rz HWL/NZEER 0, 250, 500, 1000
mg/kg, 6

5) v bOMMEZEHAWSAE N DNA 4 5k
(UDS) Bk : 0, 600, 2000 mg/kg, I 5 i

24, BWARMRER ORI CODBABHRE
DEREZFHRD D, YU A (Crl: CD-1 (ICR))
JO'Zw K (Crl:CD (SD)) 2> O Ry > % 104
TERENRAE G- L, B AR 2 F L 7.

HRBRICBUI 2 HEHAT 1 B4 720 Ofilkk % DL
TITRT.

D XUANANEERER - # 0, 20, 60, 100/200
mg/kg/H (%527 HE XD REHE% 100 mg/kg
/HICHER), Mo, 60, 150, 400 mg/kg/H, MEMER
50 4

2) Tv bBAREMERE 0, 15, 50, 150 mg/
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kg/H, Itf 0, 15, 80, 250 mg/kg/H, MM 60

2-5. EBRESFUHAR ORI COAFHETE
BRI T HELZFARLD, O >%0.5%
AF ) o—ZKRRICEEL, 7w K (Crj:
CD (SD)) XigwHF (Kbl: NZW) IZRO#5
L, ZHREENOERETOUMETEE, IF - BIEF
A, AT OV A D FE ARG TN RHAR D HERE I
TEHEEBZOWTHH L.

FARBRICBIT 2 HER, HEHMEOI 3SR
DEIEZELLNITRT.

D Jv MZREER AR £ TOHHIIRTE A 2B
9 S P 5-5A8% ¢ 0, 20, 60, 200, 600 mg/kg/H,
ZHECHT 64 H (W), ZECRT 15 H—4E0R 7 B (i),
HER 25 {3

2) T v MEZBREKVEIR L TOYHIIRTEEICE
T 55 0, 2, 6, 20, 60, 200, 600 mg/kg/
H, ZECAT 29 H (K, K 20

3) Tv bEZIREEKROEKR L TOYIMIEEICE
9 DM 58 0 0, 0.6, 2, 6, 20 mg/kg/H, ZZHCH|
15 H—4E0% 7 H (), #f 20 %

4) T MR- BRIBFEAEICEET 555k | 0, 30, 80,
240, 700, 1000 mg/kg/H, L4 7—17 H (), M
20

5 UHFR - BRIEFRAICEET 55 - 0, 20, 60,
200 mg/kg/H, T4z 6—18 H (), M 20 %

6) v bHARTR AR O RN I RHED
PEEEICBE 9 % 5A8% @ 0, 10, 30, 100, 300 mg/kg/H,
IEfR 7 H—74r16 20 H (), M 20 {4

2-6. REMEEHRER ORI >OPRMRE
R, DR KO R AR RIX T B A2 AND
=%, UTORBRZEREBLZ. Z v bR R
BClE, ORI 22 0.5% AF )Ll O— ZAKE
WIZHREB L, Jv b (Sle: Wistar) 12 Hi[a]#k 0%
U Tz, BG5S »RR I B RE RIS Gk mIE IC & D
E—fReE GEBEME, 1TE8L, Wit R - E
B HHERE) 28R L, BAREEE KRR ZHE
U7z, A XIMECRiABRTIE, ORI %2 0.5% A
FIL)lO—ZAKERICERE L, H 50U DHKIERE)
ARV M RE F & 2 WIERIMA 1 = 2 — L 2 iA
W72 X (Beagle) ICH[EFEOHKG Uz, MERELX
MEFEFEORFES ENSHE L, WIREEIIENRIL O
MEH AT A—% (NEZOE CEBEEAME, B
FoE, ZBACRFESE, MK pH) 531 L

. A XDIMERABETIE, ORI >Z20.5% A
FIL)bO— A KEWRITEE L, b 50U KERE)
IRICIERIER A =2 — L 2R A X (Bea-
gle) ICHERFOKRG LA, H5BERMNICIME
(ka1 PRaRi), SE¥mE), DB &R LEM
(PR [#F@, QRS FFf#, QT M@, QTc) #HIwE L
7=. Human embryo kidney (HEK) 293 #if0ic B
% human ether a-go-go related gene (HERG) EifR
B TlX, HERG F v %)L & F 8 S & /= HEK293
Mgz 0O RS > 2EMLURERKR TR L 2.
HERG BHIZF—INIV 7 > FiEICXDHEIEL
7o, BIVEw MEHFLEEM OIE BB EBRT
X, EILEY K (Crj: Hartley) 2 5HH L7958
fizelORSEBMRLUERKRCERL 2. 158
B IS NEBREIC K O B IEREM (RMP),
IEEBAIRIE (APA), 50% F /0 Wil 5 B B A Frft
e[l (APDsy), 90 % P 43 Hi IRe % B 28 437 557 5 IRF ]
(APDyy) MU AKRNE ENODEE (Vi) ZHIE
L7z,

HRBRIC B2 HEHKT 1 B4 720 06k % DL
TITRT.

1 Zv bR 10, 0.2, 2, 20mg/
kg, 1 10 fi

2) A XA 0, 0.2, 2, 20mg/kg, M5
4l

3) A X0MmERAR :0,0.2,2,20mg/kg, S
4l

4) HEK293 #ifgic 31F 5 HERG Eifiadhk : 1X
1077, 3X1077, 1X1076, 3X 1076, 1X10~5mol/l, 4
4l

5) EBILEw MMEHILEEM OIE BB AR
1X1077, 1X106, 1X10~5mol/l, 1 6 fi

2-7. EUHFERAEAER Ty FAAEMERR
(2B 1T 2 FEOR Bt i R A R e oD 76 AR P % fR B 4 %
2%, ORI UE0.5% AFI) )L O— 2 KA
B L, S v b (Sle: SD) T 4 R O&KS
(0, 150, 300 mg/kg/H) L, T v MZBIT2HIRE
RS ARIVE > (TSH) 297 U 7= HUR BRIE 5 75 56 A
=X LNOREGPH S T2 fiFfig UDP- 7)1
paozZ)b 5> A7 x5 —1t (UDP-GT) 2B D
WESOFINI ) TITT7—ETHRELE. £z,
AN SRR BRI B D FUIRIE S K O AR R
&, Zwv bR FERBRIC BT 2 MM AR O



250

Vol. 126 (2006)

BIlLDFRERTZMRAT 5729, FAEOLHETI O
K> &< A (Sle: ICR) RUXZw b (Slc: SD)
DO itz B ERE O 5 (¥ Z 10, 6, 20, 60, 200
mg/kg, v b :0,5,15,50,150mg/kg) L, I
S5O EANDOE G s TWaInh 7 oo 7 F
SWERIDFAL T vRAIETHIEL £

& R

1. BEESEMRAR 7o MHEEERGHRK
(400, 800, 1600 mg/kg) T, 400 mg/kg PA I
ETHRG%E DR, RigTE, RO, RO
ﬁ,ﬁ%ﬁ%ﬁ@ B2 REIRIRR, R S O B B

, HB5% 6 KK D HENEISR I Nz, THIT
iﬁﬁ@ﬁﬁ,@%l%&m%u@%%ﬁ%%m
1T & A ENEG% 8 REFILINICIEL Lz, B2
HIZ1% 400 mg/kg DA b D M #E THRES T A, 800
mg/kg DL EOMETHFEER R A NERI N #]
23 HHIZIZ 800 mg/kg LA L DM TR T A
RaINkz., HCRIENTN, 400 mg/kg DR T
WwWInH 0/5, 800mg/kg DMEHETWTND 3/5,
1600 mg/kg DIt TWITNH 4/5 ThHo 7=, Mt

WZHERE DB R 800 mg/kg TH D, LDy {&
1 878 mg/kg EHEE X417~

A X HE#% 5B (1000, 1500 mg/kg) Tl
1000 &% TX 1500 mg/kg THATNEFER, LA T,
IRER R RSB O Ao i, BRARshAE, (808 KO
MEH-AEERIN-. AT, 1500 mg/kg TIIALMY
LB RO bERshn, 1F3EK2 HHIC
L. 275 DOFFAIE 1000 mg/kg THIZ 3
HE T, 1500mg/kg TIIEHE 7T HH T THEIN

-, URIZEFNZTN, 1000mg/kg T 0/2, 1500
mg/kg T1/2 TH-/=. HMEDEIEEIL 1500 mg/
kg THo /.

2. REHSHURAR  Jv b 4EMRGHR
(0, 20, 60, 200, 600 mg/kg/H) T, 600mg/kg/H
Dt THRE K PG I OB I 7 RN T F >
7/ bs7>2727—Y (AST), 75=>7
R/ I A 75—t (ALT) KUHF P450 & &
DEEAGED 5Nz, WHEEREIE, BEExE
BEITH U T 60 mg/kg/ H PA b o M1 TR o A5
ZEDY,  METT/NEE AL IR IS o £ R MRS, 200
mg/kg/ H LA b D WA T IR O K A3, It CRERS
fE b Bl D IE RN BEE ICRED b Nz, £z, 600
mg/kg/ H Ol THEIRDOZEMD, METHIRDE
TR S VL i P D TLHE DS, TR I HRBRIC L L
THEEFICERD SNz (Fig. 1).

7/%Bﬂﬁ&§ﬁ%(ax,wxmm@my

H) TiE, 400 mg/kg/H o itf kT % g B KAl
7Y, HECORE S ONEBERS e D KMEAGED 5Tz,
o EAAR E T, VA BRI HL U T 100 mg/kg
/AL EO/ECHMIEDOREIEA M, /NS ORI
R DJE R e OB PR 2NBHE TR0 s . £z,
400 mg/kg/ H O 1 TN O &5 &ML A% D 84 7Y, It
T/NEHRDEF IR DR, FLAR DL, FEO
FEHtE B O REERL IS b R MR D AR K A3, VA IR HERE I b
L CHEHEFIZED Sz,

Z v b 26 B SEBR (, 1, 5, 15, 60, 300 mg/
kg/H) TiZ, 15mg/kg/H LA LD HE T iinbED & fE
7Y, 300 mg/kg/ H W T H P AE G O R AE K OV
P450 B O EEAS, I THRE K OSSO K

Fig. 1. Mammary Glands of a Control Rat (a) and a Rat Given 600 mg/kg/day of Silodosin (b)

Mammary hyperplasia with increased secretory activity was induced by silodosin treatment. Hematoxylin-Eosin stain. Bars: 0.3 mm.
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73, M ks O S EAGED SN, IR B AR AR
W21, A IREEIC L U T 15 mg/keg/ H DA E DBt
O 300 mg/kg/ H O il C - B oD AE 1 25 P e OV N3
HOD M DR DBHE IR 6Nz, £, 60
mg/kg/ HLL E DI RO 300 mg/kg/ H O T/NEE
ODPERFH AR D 47 EE M LAY, 60 mg/kg/ H LA E DT
FLAR D 8 Bl B OV RS 1 Fz AR o0 IR K A%, 300
mg/kg/ H O THIT 7 WIEE D TUHE R N F 5= DFE
HaS, REETEREIC L THEE TR sz,

1 X 4 EEER5RB (0, 25, 100, 400 mg/kg/ H)
TiZ, 100mg/kg/ HUA LM THRIL X570—
WOEER, BTT7 47V =7 2 BOEENED
537z, 400 mg/kg/ H DI TH 1 F J O U)HE
BB OB, REOMKME, Mk OO 6
m, eIk, @B O P, PR EE, QRS i
KO QT MRDEE, RFEFHE, M/IME O H
Rt ol A A, T AST, ALT RO\ 7 L7 F
Z2OEENED 5N HREMEREIE, A
KHEREIC L U T 25 mg/kg/ H LA B O TR D 5
SR, AT HafR D ZEHE K OREHIE b fe DZE P HY8H
ZFICEO 5 N=. £/, 100mg/kg/ H LA D
T AL D KA, 400 mg/kg/ H Dl 2 TF 100 mg/
kg/ H LA E O TH M MDY, BEREICHU
THEEFICERD SN,

1 X 13 A% 58 (0, 10, 50, 100/200 mg/kg/
H) Tid, 50mg/kg/H LA b D If i THREOKE
M, METHEIER ORMENERD S N7z, FEEEHET:
M1, 50 mg/kg/ H LA b DM T A5l 25 D Bk A 4E
7%, 50mg/kg/ H LA O K& 100 mg/kg/ H O #f
THIMR DZERED, TABKHHRBEICH U THEFICED S
Nz,

1 X 52 &% 5B (0, 5, 20, 80 mg/kg/H) T
1%, 80 mg/kg/ H @ ik TR fe ORI Bk B D (KA
R 5N, JRHEHHRRAANITIX, Smg/kg/HUA
b D M HE TR I RE M A R ILAE DY, 5 mg/ke/
H L O 1R OF 20 mg/kg/ H LA b DIt T B R 2 R A
IR NI RE PR AR Y, VA IR I b
L THHEFIZRD 5N,

3. BGEEURR @ Fr1Z—ANLZXI—-D
FEAE MR 2 F D 2 e ta R B BRI B 1 2 AEE
ERIEFAE T OERF UL TIE, MR#HEEZ R
500 ug/ml LA b D & B T O A KOS9 5 1
7o, MEZAWSEREALERAR, T2 7

=<k, YIRAZRANWLNNEGRBRE T Y D
FFEfE % FH O D RE ] DNA & 5% (UDS) B Tl
B Tho .

4. BARMERE AN EMERER
0, 20, 60, 100/200 mg/kg/H, M : 0, 60, 150, 400
mg/kg/H) TIZ, 150 mg/kg/ H LA LD THARE
B D, 400 mg/kg/ H O M T T AR PR ME D 58 1A ER
o,

Z v NOVAJEMERER (B - 0, 15, 50, 150 mg/kg/
H, It :o0,15,80,250 mg/kg/H) TIiX, 150 mg/kg
/ H DT H IR M AR R D 3 Avi e sz,

5. 4BERESURAR T v MEZBEKTER
L TOWMRTEA RIS 2 MR 5% (0, 20, 60,
200, 600 mg/kg/H) TIE, 20mg/kg/HLLETZHA
ROKAEAY, 60 mg/kg/H LA B THRE O & 0L
JHJehs, 200 mg/kg/ H LA ETRBROEMES, 600
mg/kg/H THRE KB EDOKMENED 51 k.
R B (0, 2, 6, 20, 60, 200, 600 mg/kg/H) T
1%, 20 mg/kg/H LA L TEIER K UZE KR O EKEA
RHLNTZN, 2 BB OKREM 2T 2 & TR
BRI OERBIIHT 5 BIEEEL . KRBRIC
DWNTIE 600 mg/kg/ H THEEIIED NN D
7=, MR (0, 0.6, 2, 6, 20mg/kg/H) TId,
e RO 20 mg/kg/ HIZH W TS ZEER K U]
R T H2EEIT DN, PLEX
0, MRS BN TRD 5 N ZBRE KU
REDEKTIZONT, ZREOKTFIIMTOLEL
2, KRR FIEMTOZBICHRTEZHDEE
AN,

Zw bR - JRIBFAEICEET HBRTIE, EREIE
AR s lan-o 7.

THF - fREFEAEICET 55 (0, 20, 60, 200
mg/kg/H) TIE, 200 mg/kg/H THRE K NELHE
DIRAE, WREE OFEB, REEY) OB AH O M 72K
TICERT 2 EEZSNDHBERERVOREEED
RAEE T E R IE RO EEN RO b=, W
EAERILZED s Naho 7z,

Z v MR R RO A O 78 A4 N NS R D B RE
2B % 8k (0, 10, 30, 100, 300 mg/kg/ H) T,
100 mg/kg/ H LA L THRAMMHIT BT 2 EIC
B EOKMENED S /=, 300 mg/kg/ H THEiz
KN BT 2 REY O DED 5N, REO
AmEERE, ARV O AEEIEE K ONFEENL NT A Gl
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R 2 EIIED s N - /-,

Ty RO HFR - fRIEFAEICE T 2B
2w A ET ROV AR 2 O F A TN REA DO 1 RE
BT 2BRICB N THICHE E R 2 H IR D 5
NEm-o 7=,

6. REMEEHER ORI (02,2,20
mg/kg) 137 v OISR (—HRRE, HREE
B, K KOA XOMNNR (EER, IWEREE)
WU CHIEE R D XS IREEE TSI o 7z
—4, A XOLMERICHL T 0.2mg/kg BLET
MER TEAMNED 5720, 20mg/kg THZD
KFIER20% ICHE- 2. DB E R &
LT3 20mg/kg T THEELE2RITI Lo k.
HEK293 #1217 % HERG BiHIZ@EEICBW
THIHI T, T D ICs flld 8.91 X107 mol/l TH
o7z (Fig.2). Bt l@¥%E TH % E-4031 (1X
10-7mol/1) & HERG &ifi & i F i il D 20.4% £
T bS®/= £z, BILEY MEHHAHEG OIEE)
BT ITH L TIE 1 X105 mol/1 T APDy, %
17.1% EE S 7= (Table 1). BN EHETH D
sotalol (3X10-5mol/1) % APDy, % 19.9% fE£ =
N

7. EUHFRITRE Moo Mook
(0, 150, 300 mg/kg/H) 7z 4@MREOKREGLZE D
A, 150mg/kg/ HUA ETFOF T 2B LTS
i UDP-GT 1% D Sl 235890 5 17z (Fig. 3).
iz, MHEOITDZKRUITy Mo Ry >y (XY
Z 10, 6, 20, 60, 200 mg/kg, T bk 10,5, 15, 50,
150 mg/kg) ZHEREOKEGLALETA, YTAT
1% 60mg/kg L EDORET, 5w b TIid 50mg/kg LA

o~~~
=
g 100
g
= ]
ot
S 75 ¢
)
2
S S0
Z
B
EES-
=
o
£ 0
0.1 1 10

Silodosin (uM)

Fig. 2. Concentration-response Relationship for Silodosin on
HERG Tail Current

Data are means+S.E. of four cells.

600
e
s00 | T
400 | e
= 399 |

200 r

100 -

Thyroxine-glucuronosyltransferase activity
(pmol/g liver/mim)

Control 150 300
Dose (mg/kg/day)

Fig. 3. Hepatic Thyroxine-glucuronosyltransferase Activity
in Male Rats Treated with Silodosin for 4 Weeks
Data are means+S.D. of ten animals. **p<(0.01 when compared with
controls.

Table 1. Effects of Silodosin and Sotalol on the Action Potential Parameters in the Isolated Guinea Pig Papillary Muscle

Concentration

(mol/1) RMP (%) APA (%) APDy, (%) APDy, (%) Vinax (%)
Vehicle — 99.8+0.2 100.1£0.2 100.0+0.4 100.1£0.2 100.1£2.1
1x10°7 100.9+0.6 99.5+0.3 100.7+1.2 100.6 0.8 101.4+2.2
Silodosin 1x10-¢ 100.5+0.6 99.9+0.2 105.7+1.3* 106.4+1.0% 102.0+1.5
1x10-3 99.8+0.3 99.3+£0.3 110.8 + 1.4* 117.1£1.3% 96.6+1.0
Sotalol 3x10-3 100.6 0.5 99.5+0.3 117.8+£1.7% 119.9+£1.7% 101.2+1.1

RMP: resting membrane potential, APA: action potential amplitude, APDs,: action potential duration at 50% repolarization, APDy: action potential duration
at 90% repolarization, V,,,,: maximal upstroke velocity, Vehicle: Tyrode’s solution containing 0.1% dimethyl sulfoxide. Data are expressed as the percentage of
the value 30 minutes after application against that just before application of vehicle, silodosin or sotalol. Each value represents the mean = S.E. of 6 preparations.

*: significantly different from the vehicle group by parametric Dunnett’s test, p <0.05, #: significantly different from the vehicle group by non-parametric Dun-
nett’s test, p<0.05, $: significantly different from the vehicle group by Aspin-Welch #-test, p <0.05.
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Serum Levels of Prolactin in Mice (a) and Rats (b) after Single Oral Dosing of Silodosin

Data are means+S.D. of five animals. *p<0.05, **p<0.01 when compared with sex-matched controls.
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