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W B S0EEY I Zh b ORI O H 5 LFERNAOEHORLEVEEBRK @H ) T
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STOEHEEICBNT, W L BAROBEHEHERISE Thoe 2 E b, BEHA
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FTALEEL., EREICESWERERERRBE I,

EREvrf—RohboEEZTHELE,

EXET A —12, REANTZERRBIB T, H{ERPTE LI REsND Z L OFER
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ERO2me#E : BB, ¥/ 74 M. BHEER (r—L) | 24FF (1925Lux-h) |
SmgdE. 10mgSER U20mgsE] . IHEFE [40°C, 75%RH, PTP (RNY o Ly) | 64
H. SmgfE, 10mgfE Kk U20mgée] | BEHIRFRE [25°C. 60%RH, PTP (KU Fo L) |
247 B () | Smg#E. 10meSER UR0mgE] NEEI N TV D, WERBROIMESEME
B 2ERTIE., Ko RUEREREIMCRIERERD o7z, MEBEETIC
BOTI20mgfE TG RUESEHEFC BB A b, REEEF T TEL TR
2, Lo T, mghEl20mgfEliBERCEEIANLTEETHI EEL bR,
SmgFERTF mgfElil DV THEETH D LHRTE D, Hicxt L TidSmge,

10mg#E f UR0mgEtt & b IWEE Th o, MERBRIZBW T, BEHE R UKS OEH
M I FRBEEEOETARLONELORTFELEN, ZhonEkixd 8RO
BEE2RIEFTLoTRRV EHF Sz, BERRFRRIZBWTIRELEEDhT,
Lz LO2UDAREETHAZ ERbhok, FABEHRTFESET240 A THHIH
WP LEELREEBALNENI 20, 360 ABLVERBERICBWLTHREZGEM L2
WeEBLX b, APHME6HH ERET D LEMRAETHD LELLNE,

PDEORERLY ., RAOFERUVEDMMT RERH, 360H THD,

FEYE I, ﬁ%@)rxb%ﬁﬁuimohﬁkoﬁm%ﬁm RELHYTHD
LHEELTWB,

=. EicET &R

R D EE L LT, BRI S EMSHR, RIEHREEE7RE, LR EFERR,
BEFEEAAR, PARRRREVTREREBEROSHUAROCERMEE I T3, &
FHEFRBEER I TH N,

BRI 5 FEHERBIL, 7¢Z&U7JF%ﬁwtﬁmﬁﬁﬁﬁﬁﬁvkvﬁx A
BUOA X EAWEROREERBRRETbh T3, BORSEB TOLDsIX, 7 X Tk
& H#91000mg/kg. 7 v M TIHEETHI250mg/kg, HETI90mgke ThH o7z, Eio, BIEOTRE
BITHHEA X T200mgkeg Th > 7o, WEHEEZICAONEFRIZ, B REEEET L,
LANEBAT, MEBAGL, R, MEERERS, MREERVRETETH .

. RERSEERBIL. 7y FRUGA X 2RV U~SZBBORARETERILTVS,
Boh et Rid3mgke/ B AR (M7 » F27BRI#RY) 2 5625mgkeg/B (5 » MBRR
5) ol THoT, B, 7y Mimgkek ENRE L L E0OBREESERERE
& Q0mg/R) &b MG Ui & 2 omBEhRELERE L T2 L Eeludiefi s
75, RERSEERBRFICAOhIEERFRIIROLEBY THL, 7 v FTil3mgke/ B
P ETRIB~OEERALNEY, FRARRAFEOLEFIREMAICL 2NEERTEZ2E D -
HOV=y - FTrIPF7 oo RENLEREIERTHE B2 b0, £, BEBR~D

FEBR Smgkg/ AL ETAHALRTVS, £, L0, BIREUFRBR~OEZENTSme/ke/
EJAJ:: THLNTWD, A X Tk, 4BERR SRR TImgke/ B UL ETUBA~OEEREL DL
nTW3, ¥, AEOEBERICESSE L LTS v FCliémgky B L CEFOR
R, 25mghkg/ B ETHETR, BTRECEBOBREREARRZ I, X T, 10mgkg/
BELETR, EERUIEEORR, EOXEAHE:. DEET, L\?ﬂﬁi%ﬂ[lthkPQ QT
A U P IR IR O BERE SR D B iz,

ATEREBMRBIL, 7y FPRUBUIFFE2HACTRFEENLTVWS, ZhhE - BERETO
HIHREREICET 2R T, 7> b T, B8P0 —FEEicaT 5 EEEEIIome/ke/ A
Th v, HEVMHOERMER I+ 2 EEEEITVFLbH100mgke/ BELETH -, H
AR, HARORERVCEHRERICET 2R AR TIE., Sy P TOERMHEERSEY T
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8mg/kg/ B, HAERFITiXImgkg/ B Thotz, B-REREICETLIAB TR, 7y T
EEEEEIFEOE VI - BIEEIC18mgke/ B TH Y. U F TOEERERRES T
3mg/kg/ B, AE - BRI T18mgkg/ B Th -1z,

BEFEERRIT. AETHCEREARR,. WBOEEHRE AV RAERER
B, TotlE (vUVR) 2AVA/NERBRUWALEOREMNEE BV 2R EAERE
BRERIN TV, FOBR, WIhbEREZTL, BEEFEHIEFDbhidol,

RABERRE, ~ VARG v F2AVWTHUIAMERZIHL T3, WINbREH
B [v7 % :1505~1934mghke/B. T v b : 25mghkg/H (M) . 7smekg/8 () 1 T
BERICER U EERAEOBMITAR bhieho i, ‘

FHEARRIL, ATy bRHWERBRZENT T 74 X —RURHERT T 7 1
FR—RIGHECN TV AEHAWEZREET 7 4 7F =GP ERSNL TS, £
DR, WTFhbEEZTL, HEMERERED bhihot, ‘

EHEY A —I, AERL ST EHAERICER AN - IR E AV - ERER
EEEFRROBENEL, BFEREOESYICBIT3EMEORHMET+LHRENE <&
EEZ. ZORIZODVWTHEFICHAEZ RS, i, BiEPICAESBET S h-5a.
FREMLTIF, B RRE~OBEERBLIND D, FRP~OHREIZSVWTLSE
iz,

HEHEIE. WThoRBRICBWTHLETE. &, EBRS~0FBIRHL T T,
T, BRP~OHEREZAEL TWRDEDERICEDMORWEEE LR, 2B, &
BERABTE2HEL LERR TR, MERE CHVERRE. BT, BrEBE, BES
BELLAEEITDONTELT, BEPIEIRELREE LT, H5E&00.000188%558F
fEhTna,

BEYF—, KEFRE LS ERAWEERER, B - BE~OEBZOWTIE
SHIDIMNENDENELEZ LN, ToOffl. RERRIZBWTRE REESLRE S
o i,

. ERERCETIEE

1. EHEN-EEOBEE
(1) ZAEEMT2RBR
1) invitrolo BT 585
(O PDEMEER

BFERBMBROPDET A YV F A 2T BHEEASRT S h, KEDOPDET A Y F A A
TR BICofERE. b hiL/ME. b MEEERER O Y RKEBIIRAFEPDES TEREN0.7,
3.4RTU2.4nM, ¥ Y KENRAEPDEL T180~210nM, 7 - LlF3RPDE2, PDE3 & UFPDE4
TEREFRIOUMEL L, 2.5~ 28R UMM Th o7z, Eiz. 7 HBEHEPDESDIC AL,
cGMPHEEES3, 10ETN00uMODBHZ Z 3 F100, 1R TISIMTH -7, HEI LTI 7
4 VE RV TREREZRE T, SERICHT 3ICEE. © /MR Y & KBRS
SEPDES TEALEN6.6K U14nM. ¥ I KEIRRESKPDEL T380~396aM. 7 S/HiIEH KPDEG
T, cGMPEE3 3, 10RTN00UMDBFIZZ N 120, 9B NR6nMTH o7,

AIE (InM=049g/L) BT F 7 40 (InM=047pg/L) OBEETFHEME L £ MY T
v T ABIPDET A VA L (N F a0 TANREANT I AT 733 VEIZEDSFO
MBI RESEE S OEAVE) 1T B EAARN S, [ColiBETRIE: & M
PDESATIZZFNF40.89 U8.5nM, Bt FMEIPDEICTHENFNI2IRU3500M, RE k

8

P8



FPDE3B THREENEN24METI0pM L W K& | FE MIPDEABTIXZ R EN2.05 KT
3.19pM. Rt FEPDETBTIZTH Zh46uMBETAIOpME Y K% <, At MEPDEIOTHF
hZFNIpMET3.8uM, e FEPDEN TIXFR FH03& U0 7uM, Bk FEIPDE2A, A+
7 ZAFPDES K U'PDEIA TIE W TN OERITH L THIuME D K& Mok,

vt MRS TS M APDES # AV, cGMPIEEE0.25, 0.5 R TM.0OupM T OAREDREE
A%ERFL, DixonZmw L7245, AFEEPDEZHAMICHEL, KifEi45nMTH
35&Ehie,

@ MHBREEGECET 5 OMPREICHT 2 B

A (0.1, 1RTI0uM) OREMRETF DGMPIREICX T 2{EANR, FrF7 7 H¥E
EESREUFERAVCTRN L (RESREEDERE=Y ) — LB THEIFRA FL,
=il EEROGMPR e AMPIRE #RIAIC L U BIE) | 1R TNOpM TH B IZcGMPEE 214
TR (#913pmol/g tissue protein) & e ~<FI3{FICHIM S7= 03, cAMPHREEIZ DV TRIBIE
AEATLRBR Sh ok, S, NOAHBEMER (L-= ko7 r¥=r2Fim
ZF b : L-NAME, 100pM) 2 X WNOBFEMET 5 & AIIC L 5 cGMPEE B ER
BRI o, —FH, NOESETHA= ey K+ ) A (SNP) (XERIEARR

(12~13pmol/g tissue protein) IZH:~<cGMPIREE % 1 pMTHIZ0%IEM L, 10pM THI13fZHEN
LBl EOBE T HcGMPREITIEM L 2h o, 728, cAMPREDOELIZESS
Nigdofn, AL, 1K TI0uMOcGMPEEEBMIEMIZIuM SNPIZ X 9 #8838 Sh,, SNP
FIET TRIEFEATREE (12~13pmol/g tissue) I AT H-ENG465, #5554 R THI10{ET
ol

B MEEESRE BES e AT ABHEITORIEDERESRSE L 0 5-REWREK
AV, SNP (1uM) FETFROHFET TOHEREF OCOMPRE~OXRER T AT T
74 NOEERBRE SN, FORKE. BECER, A G0nM) RV AT 7 44 (300M)
DR R OGMPIREE X Z N FN450.3,. #91.0 K UM90.5pmol/mg tissue protein T ¥ (3
FHOLMBHIZHE~FEEDHY) . SNPFEET TRHAEL 10RU3MMTEFhLEh#1.8,
fﬁ"]iﬂ&(ﬁfﬁ’%&pmol /mg tissue protein, VT T 7 4 M TREEIZFNENH09, $1.7EUHW
2pmol/mg tissue proteinTdH o7 (AL E K USNP TIREETRF#0.39% VY 1 pmol /mg
tissue protein) , SNPEHIZH L CAERE TII3nMEL LT, T T 7 A ABETIBIIMTEER
RERL LT,

@ FHHEEMEREIC 5 IUEHER

FoFT U ERERREDR (F—F Rzl 07z=v7 0y (FEFAaY
HRZEEVT FLT U v MRRE2E2AFhT Ca v MRS T =F 2 5uME L
THERT) IR B4R (InM, 10nM. 100nM., IuMETNMOpM) OERBEE S, K
FIIEEEFHRGEMIER 2T L, ItMTIREZZSICMHI L, ICfi3s4aME &h
o, WRHES R 210mM L-NAME L RIS S ¥ A%, 7 == b7 U VIR ICRT 2 AR imEH
{ER #Etd 5 &, 10mM L-NAMEZ (B S 8 WA ol BRIGHBREZ A TR 7 &
. ARZFEL10pM TIHE & 5222 MBt L, ICsfifits40nM & Ehiz,

FHREREHEIZIEWT 7 2= L7 Y 2 TUHE S 8728 7V 3 JE#2 15 12 Electrical Field
Stimulation (EFS. 10V, 2msec) 1T\, HIESAE %2, 4. 8K M16Hz (10FMEH) 3N
DT =T ) CIEERREE I ATFE LTS EBFSIKL D 47T Fvt i
BEEEME N TV SERIC & DY) | 2 OMEI{ERES30uM L-NAMEFIN T2z il
ENHBImM L-FAXF=FENTHRSMEIERR OGNS Z &2 b, EFSIZ X 2 GHEmHNIC
NOMHET B & &hiz, BREICBITAEFSIK I 7 == 27 ) VIEEIEIER I35
AFEL, 3R CNOng/mLOIEAPEET v, B ERVBHLHTEH - RIBRE2HzE R
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EFSOLOBEOMAER (9%) ZZhnZFhs, 11EU30%EMI ¥, £, RElOng/mL
U AEIRIVE R ORI ) 2 40~50%EE Uiz & ShTw3, ek, AEITong/mL %8 %
BDRETIAEBEOMEERNERICZS & 3h, 10ug/mLE TIZONWTRF S,

HHE MEEERAE AT, 15 & FHRICEFS (FIEEE130.5,. 1.2, 6 . TRi2Hz, 75mA
s A1T0.5msee, ISHEHEE) k237 2= 7 Y VIGEOMEHERICSH 2 RER R
NFF 740 (30nM) OIERMBMETSh, REEEEOMBIER CREER) HBROEE
FRIAEAE B L TWeR, PHzORIEEE DRG0 MBEEROEBEFERE TH 7,
AERVATF 7 40 (3, 10KRTU30nM) iZSNP (InM~1pM) X2t MaEER
EEhEERM 2 ARRFEMICHEE L, EHERRFLFNIM (15ng/mL) Bl ERT00M
(4.7ngmL) LLETHEETH D . SNPDOECs{E & SNPHEEEREE (30nM) DECEDHIEEIL
ZFhi128+3.71RTM0.66E3.70 Th o7,

2) invivelZBiF H1EH

EEHREEEOHRICEEFEA SN THIEA XICER, BENHIZNIIEHEREUHEED
RE=VIZBWTHE MEEEBHELBEHLTWR LS EEBY VX EAVWER (Ul
Res 24 : 27-32,1996, ibid 42 : 698-704,1993) = L b itahi, DREMIT. BEETEH
LTWRWRBEFICEHT SBEEDOR X (mm) 2#HBRERSH, 5. 10, 15, 30, 50,
60, VRVROFICAELHEEZN: HIEEERT TRESRIHETEE) |

BT F 5 O FIUAREFHIRAKRE TS &, 0.Ingkgh SREDEERBBRESH,
RAERHMZ L v BREMARCERERRIIIE o705, Ingke & 3mgkeg TIHERIZERR
biiedoifc, S5 TEARER LERDEFERIIMO~15a0MIcBESh, (EREE
FFRITARICEE L T30o~ 2L L E Ehi, AEOREORE (1. 3. 10K T30mg/kg)
TIXEAREREIIN205 T, BN EHEI Ingke THEEIC L 0 BEIIM < 42 0 FEEER
bEL 2 okR, 10mgkg & 30mgkg TIIA & REEABRREDP 2T, VAT FT LTS
WTTEHROBEZ T o & Z 5 3Img/kgifRPIR 5 R U25mg/keft O R 5 TRRIEAPE L
h, ZOERIZREOIBThHo T, i, YAFT7 4 VR EEOBIRPNKZESRTEQR
B LRBECERZTRT 20T, ThthisERUB~SEHEBPSNRELENLTNS, 2
B. FHREBNSREVDREFEREIIAE L ZERETH - .

REBET 57 U3 X2, SNPO2mghke # 5RIRAEL 575 L Smm O BEER O RIGHEE
i, KF03mgkg, VT T 4 M0OIR P ImgkgOFE O #E TR 1 R RGBSR
ENholo i, SNPO2mglkg ZBIRET 5 L AT T 7 4 MO3R K Imgkg TENE R
9K U9 14mm, AFE0.3 K DNmg/kegit 5 Tl T FHA915 K U 18mm O K 23SNP
BERIODUAICA bR (R Imgket® 5 TiRSNPIER LM A3 mmO iR BEE &
#L7z) o LED XS SNPCHRINIEEDEERA~ORENEAELIINT 7 41
BERIGBEORIHEMEAGBETERE (AUC) 2BEL LTHEEH, WThbAREKE
. BRAUCEMERARD bk, £hEN0. lmg/kg Bl ER TCmg/kgl & THEZEM{E
ARR b, ThEhOBME S L AENHERREF BRI L Eh T3,
2. AE (03mgkg) BESTHICSNP (02mgke) ZHIRABELEZHEICENTH,
TN BEME 5 e ~AR R ER oBE R EESEZ I TV 5,

3) REHOEEEH

FEOEBERIDTH BMI, MARUMS (~ESR) Io0 T, METE#z & MUPDE
T A VYA AR AREERRSRE Sh, PDESAI AT BICHEIZ TN TN32, 16R T
18nM (A<3%130.89nM) T&H Y | PDEIC, R2A. R3BRUNEMBICH 3 5 ICE & ARITH A~
KEho7o, Ml (LERU3mg/ke, s#RNRE) o XEEXHEEASRIEH, B55%
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BIZERBDBERAZRL, ERARIO~ISHEERE LR, TOFERREEICL~®1I0E sh
fro MIBES#£5551% OSNPZ BRI S L O MIDEESEER BB SN, Imgkg®MI
FIRAREOERIIREHE T TOREImg/keiHRNE S OER L REE Tho /-, Bl En
5. MIOERZin vitrole T in vivolZ B THEIRIZEE =GV & Ehiz,

(2) —REETAR

—HEEER (T b)) . PHEEER (v P XEYUR) | EEEER (tUR) | HE
=R - HRR (T vy h) . FERER - HEER (o b)) (BLEEL 3R Tiomgkeg &
HiE) ROEERSEE (BREE X TiX0.3. 1R UBmg/ke® + ZHBARS., BER X Ti30.1
~3.0mgkgZ O 5) KRIEFETEEOEENRET S, inviro Tl BRFBRRCERD
WRIETEE (24T y MEHERBICHT 3/EM. 1InM, 10nMBET1000M) R OMEEREER
WRIETRE (v MEEMER. 1~100uM) PBETENE, Z20OM, KERUEHFEICHT
B (Zv b 1, 3R I0mghkg 2R O#E) | MEFEMATA—FRIZTER (7 v
b1 3R TNOmgkg ZEOKE) | b MI/MREEIZE ST BER (nvitro, 0.01~10pM) |
MRkt 51ER (T > b, 3R 0mghke R OHS) | LEICRIZTEE BER
ViR v b, 13BN Omg/ke 2B #®E) | FEZRFICHTEER (B R T v b,
Y FHE, mviro, 0.03~100uM) BEF S,

AL, T v bi:m\—c1omg/kgjﬁff%ﬂo%f&@:ﬁ@ﬁﬁﬁ%ﬁrﬁif’émf:ﬁBt%jm L= (FeE

HIZEER) . —BEOBRELLO LI, i, FHERT v MRV T 0me/kgiR 5%
KBREOMFEREROAE R EERRDLAER, BEHNSOLOBMTHD Z & KU
DEEREBRRET v FOSEBRZHEHMRICHE I LD, BREOZBDLEEIRTNG,
A (0.3, 1EU3mg/ke) T+ "HBARS SRR RICBWT, HEEFALZER
BB BROKT L OO D R OO I E 0B3RS &t IHEL i (SBP)
OIETIEREE (B, 03, 1R WMmgkg TENRTH, —5, —11, —14%—28mmHg,
EBITZFNFNI10, 30, 10BRTN545%) THEFRHEL ., 03E P Imgke TIHLERMF
(DBP) =86t} 3 B RBREERIE10~12mmHg T60~75538#5 L. 3mg/ke TidHZ X 17mmHg
T120~15057 8%k Lz (UL T —emmHeg OE{R) . MEEEER I Ing/kg TR
MILEEHL (TPR) & RA25% % THET S H605FE LI, 3mp/kgBt & Tris5 Tl
BIEMMBI L. MR TTPREMBIE T SH1805FHE L, LBEIT03, 1R UBmgke T
ENENZRI, 14RUSSH/G (R—A T4 EH90H/5) WML (RBRIEThThES
%10, 10R TS50 #, BEAE TR SSSBRICEXI6H/SEM) | FhENne0, 715K TN05
SRCAME LA EE Uiz, DTS ERIE. 03mgkg TIHR F55%IC—RHE
5% L., 3mg/kgit s CITAIERFRIT (2405)) HNABESH, &ZA29%EM L7,
DRI 3 EMR. 3mg/kgd SRACR KL% BN, 180558 Lz, KIREIRL S
ERE, 03, 1RU3mgkeg TENENIZ, 1I8RU6%IET Lz, . QTRIROEN:H
BRFHEMSBRE NN, CHREOBMCES L &h. Bazet®FH i THIE LQTcH
RBICELII R BN oo, BEEA XIZAZEEZFE QRS L & Z ASBPRU'DBPEE T &1
DM ES (BEHE 9RO —5mmHg (£HZNSBPRUDBP, LATFR) | 4
gy (k. PATFRED | 0.1mmgkg : —15K TP —8mmHg, 13f1/4>. 03mgkg : — 15K}
—1lmmHg, 16H/57. Imghkg : —11R—5mg/kg, 22H/%7. 3mgkg : — 18K F—12mmHg,
220/453) o = b U v EAREEA LSS, SERIC L 0 DRESEEE, 0.1,
0.3. 1R UBmgkg TENENI4, 27, 15, 26 R UL/ L. SBPH3me/kg ©—25mmHg
(BB CiE—14mmHg) & Bk L, DERICEIMLOBEE BV THESEIEH LN
ol Eh TS,
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E FEEME (HEK) (CFE 4% 7%hERG (human ether-a-go-go-related gene) ¥ H 2
WHTHERERVVATF7 4 LOERMBRE S, BipIEERARE (oHHR) OhERGT ¥ Fv
HIBERICH T BICsENL, MIEMETOKEEZ1I0mME UTEREMDS —20mVTIETh
T84 28K V11 £33puM, BEEM D H4mVOBEIR TN EN2 7R US6 T 12pM, Hifa
SRR O P OKEE #4mM & LB #+20mV & LB A1, ThENR30E0R U47+7uM
Thotz, BUENBEKERRI AT T 7 4 VOhERGT v+ R/ EER L, PDESHEER
CHABDTHEWEBERINTWS, $£7, hERGT ¥ A ERTER BEEE S K RELR
ED10~20fF L L THIE—RENICRE L E X b3 (Sci Tech Today 2270-280,1999) & X
NTWB Tk (AF20mgR T T 7 4 M 50mgik 50 0 5 M R EE1X. hERGIZR
T BICHEDENZNT9~22375F R F112~2644%) | WRIC L F TQTEREBEBEHT 5
7Y PR a~) F= AV OhERGIZAT B ICfE it TN EN12 R T28. M TH S Z &
., KERE NCQTERZIIERE ZTAEEILIZLA LRV EBZEIN TS,

F o MCAE (10mgkg) TROBE LB, FOEKE, ~< 2 Uy FRU~NES
0B BERFRHERILAERICIGED Lies, iffoFanRohizns e, 7y ME
FMREEBEUA XOBRERICHTHEAEZHH LE—BREERBIIBVWTHRRLE
LiIFBEIhEhoZl ehb, Ty FTCROLAEEISEOBEIIC L 56D Tl
<. FEoMEFIHT HERICESHAEODENEAMT LA MIEAROAERBEMNO:
HEEBRINTVWS, 28, AMEEE O/ MRECERIEA b holn bt ER TS,

aF—4 (25ug/ml) . ADP (3uM) | U46619 (1pM) XIITRAP-6 (10pM) 2 kD
FREANSe MUMBBREIHTARKER R AFTF 7 4 L OMEER S BERANSE
i MEmEE (PRP) ZRWTHE S, A3 (001, 0.1, 1R T10pM) B ATF 7
40 (M) Hi e MRS L CHBE RIES 2o o k SRz, 72, SNP (03pM)
FET TR, &FiZa5 — 4 v RUTRAP-GERM/MREE ¥ TN FN I pMELE B T 10puM
THEIOH L, YATF7 s ida 7 —r B MugEF RIS L, —F,
Fy bEAWTRERRUATF7 4 MEREDOES GRC10mgks) L7-HEOHMER
~DEE Ei, ~RN) Yy (ETEE) KL3HBLEREE~ORERBRF I (B
HEBITAEHEAEKETRERVATFAVE FudioFariln—2@Enks, BHENRE
A2 FAZ S Rmghg N BE) | KRRBATF 7 108 b B 5T H i B~
DEBIRD LT~ T X D REREE~OBBERD bhkhofc b &his,

14T D EERTF v F AT 2EAEOEERELERFT &, AEIQWMTEESE
RICHRNRY TV FOBSICHT 550% U LOBERERRONEZERITT /v
A BUALEREE (B k) | IBERM7TRFLIY v (Fy MR ( TRLVTY &
B a B EE (T y FEFE) | LB AL T AF ¥ Filbenzothiazepinefs &L (7
RE) | BT IVEREE (TFXEE) THY., ThBICHT 3REDICHE ()
IREhFh43, 0708, 1.38. 1.57, 0.825, 9.63R V001 pMTh o7, BLED LS, &b
WMOEMEERLET T VA SRR T ATEEYE (ICsfH : 0.708pM=346pg/L) i
PDESFHZERR Y (ICsfH : 0.89nM) IZHE~F51/800TH D | AEOBEREXHERAE20mg% &
A5 LESAOCmax (23pg/ll) KV ISERBRETHD Z b, FEOEEFEIWT
NOZEFCHLTHEENEEZERZENL TN,

T O, BT SEFETRY,

2. BEHE ¥ —TOEEDER , :
EEE 7 —i3, AEOEHBFICOWTHRAT LR FORELARPHEERIIR
B3 L Ak,
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HFER., UTO L3 KHAL, FRABFOEZAZRFERPICELLE, BEDE
M. MR L D BEERETEGRCENICEET 2/ BRFRHAME TS Z LI
L0, BEERERICODERSTKAL, BEERESIEET I ZECIVREHTSD (Physiol
Rev 75:191-236,1995, Int J Impotence Res 9:17-26,1997) , Z OB HiEicBEb 3 DMBIET
Rl U wdEa Y R (NANCHEHE) ThY, TOMFEEEDE L L TONOKEE 2
Z#&LTHEY (Br] Pharmacol 125:1627-1629,1998) . 77 =A@ 7 5—+¥ (GC) ZiGtE
£ L THIlNcGMPIRE 218N, FIRfFEEsE, BEDEEZFR TS (Urology 60:4-
11,2002) , —J7. REJE/AIZIIPDE2, PDE3, PDE4 R UPDES DIEENREENTH D (Int
J Impot Res 8:47-52,1996, World J Urol 280-283,2001) . Z® 9 HPDE2R UPDESA3cGMP %
AT B = L AR TH DA, REBHEN TR S hmcGMPHEIZPDESIZ & b 1
KGfEZ I, 5-GMP &% L ST (Drug Future 26:13729-13732,1992 Int J Impotence
Res 8:47-52,1996) , AN ENFPEMTARRICR LI X 510, PDESEBIRMICAE T3
Z LI E D GMPOIIAEEZ M L ERHIEZDH L, BEIREET,

HEL L H—. AEROERBTI ST T&T S, L, SASEMT 5REBD -

EU2) CESWT, BEEN [KRERPDESICH T HEBIRERE L, HEEEEHRE
LRI ANOIL X AcGMPREZEM I Z OMER# M L, invivo 1281 ANOK &
DEEINIBEEZE L0, KRERHEFREBREEL LTOFEEELTND
ZEBREN, £, TOPDESICHTAMEBEEEII AT T T A MTHAGHARE, B
RiEbEhofz, | REDBEZT>THWHILICHEL TR, AEXDRFSEFELL
TOREEFLTWAZERTRTDIHOD, AT TT 4 L EOPADEC R UERRME
DOHBIZ>WTIRUTO L) A bRl tELD, 2B, YAV FF7400k MREE
HEIR A JRPDESIZ %4~ BICsfE13.5nM & & TE Y (J Urol 159:2164-2171,1998) |, AFED
f 34nM) EIEERICTHSB, YT FT7 4 A EDOBTIOEENIOWTHL, BIENMBEET
OEBEHCEVGIIED b3 b ODORREH (n viro. in vivo, NOBEEEOFES) |2
L OEEOPHITEARDZ LMD, —BRICHEWE T2 2 L iEE TR, BRER
UNTFFT 4 MCHARENE SR TWEZ EICELTIL., HERABEEN O R END
HLOO, b MZBWTEHETOFERABHREEZAMFTE D LEIBLT. £, BERA=R
TIBREDEWEBE L RO RWVWES LI b, BERERCBEVWTIALT T 4

N EHRRTEREREWETIREDEY TREVWEES LB,
 EEEVA . b MEERMEREDSMC T APDES A AEAEE LEBA KON T,
HEEFICHAL KD,

BEEA L. TR, DR, M. R UCI/MEEIZSHE L TWAPDESREL-HEDE
NENRIOWTEZY I 3FR, ZhboE&REREREEUVEERBRBIETREREShL T,
ANEINESALELT, BEARICBWTARREZIVRD LN EHEAL., &R
B ORKZAFP L EFRHOPDESZME LI LIC LV RBELILEEXDE, TOMho
FHRENBERICOWTH. FRERRTEEINL TV A EE bRRAREEZHET S LR
RTRBT LA LVERA LE, #ic, EFRCESmMERT & KEEDL
MEEME LA RITBWTE LS. REORFHIZA BV TEW (B MZ80mg% 1%
L 72BE0Cmax L CAUCH ZREh105pg/L B US2ug - WL, A Xi203mghkegZ 5 L=
BEIRENTN3pg/L R UM6pg-WL) #F, ME, LHEEBEERCLERICEENREDLATE
LF., BEAETE MILERITS»A0OBEERIZTHREEIIENEELS,

FEEv ¥ -3, DEORETHA+SEB L, ELIETRO LD RBRHETo1,

EEY ¥ X, BERUHBRIZOPDESHEET A I LARESRTHE MG (]
Histochem Cytochem 48:685-693,2000, Biochem Biophys Res Commun 247:249-254,1998)
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B VBRI T 2 BT OV THEFICELREZROBEPTH D, b, —REERE
H (Zy R EEWT—HETHYBEMEEZS LTV PAMEE FFERD LN, X

. 7 v FM2TEERERSRBRIZE YV TlSmeke/ AR50 _ECHB~OFE (BET v b,

15mg/kg TIXIBREZER/FERMHEL, RS, BEEREE. 75Smgke TIIEALIIMR
AEOPDEEICL B & SNBRERKR) OO TWAZ L LBEEXEEEERDT
"5,

FEYVF L. cOMPIIcAMPZ{EEMHE L T 2 HMIEABEREERICBVT. Zhb
OERCERBAEICEELL I BANHSE - L 2 lE 2 T, AELMOPDEREE L
gz L aREEIIOWT, BEEICHBE RS,

HESHUTOL AR L, AR TEBERSE TERASHL TW A EEDH 5
" PDEFHEHIL. AT F7 4% L, PDEIREATHL V' REF . PDEIBER T
BABETAY v, SNy v NARFY v, uREY—, PDESRUCHER THS
ey FE— FERNBEEHNTHLEIFA 74V Bh5, ErieFr ot
ABOPDESERERE V- & RUE VF v F L OPDEIFAEEAIZHEL  (ICsolf : 21pM=
" 7.4mg/L) | BRRABRTOCMaxiIsTug/ L ThaZ L2 EnLRKARTIIRER EMEL 2D
L ORFEESRIEUAMREREVEE LS, ERIRMPDERERTHATA T4V
EOBRIEAL T, 747 4 Y EECHRNCAMP, A7 ABIMERSICE S 2
&L TAT7 4 U OPDESICHN T SHEERDICEII300pM (54mg/L) [ DiLDPDEIZ
B4 BHICs HIL50pM (9mg/L) ~300uM (S4mg/L) 1 . BEER B TOCmaxit52mg/LTH Y |
ERHAE COPDESHEEA DBRIE LKW Z L AEOHEEEM IIPDESIZED TEHER
mWI Ehe, HRICLIVEBERICBWTIHEERBELS LEEZIBEY, £, KEo
ERBRRICBTAEREEESRREEIES (MEER) | ffARCTA7 1Y v ORE
TIRER BT REEIIENLE B2 5, Fi, YV Fe—AOPDESEEER TR
FITHAT[ANZ & [ICH{EIO00uM (0.45mg/l) . AR TOCmaxit12mg/L] . ¥E°Y
FEr—Nc LA3MEEERTT 77 v 0BRGN -5 X PDESIAEMERI L5
OTHEVEZZbNTREY, BEMAE (/I HEEMEEHRIE L LTIETI00mg) THIM
FEEBZRIFERNWILAEND, BRHECOMRBRERICH L THE LEX:
HMEEREBIERITIEREBZBANEY, £, cGMPEcAMPEEEDNE & § 2EMEE
FRIZBWT, ZRLOEREFRPELVKEET 3EE. cAMPOEEINC L Y cGMP4LfERF
FIIRELZ T2V, cGMPHEM S 2 L PDE2LTEMAL & FLoGMP B UFcAMP % Il 43 A
L. PDE3iXcGMPAMEIMNT 5 & £ DIFERE Sh. cAMPOINAR S A EIH 4, cAMP
BERHENT 3 LBBE SN TS (I Biol Chem 272:6823-6826,1997) . AR EFFH L=
BEKcGMPXiZcAMPIC L D HEBREEFZR 24 L CTRAERZE U 5 wieiErdH 2 ERRE
THEASATWAPDERERIZ, 72V /2, ) > RAFY v, RS —
NMEOPDEIER B X b D, RENFHICL Y Zh o 0ERFOIER 2 383 2 etk
BHdH, YuRET—AUAMILAEBEETHY . RIS FRERERED TEL,
e AL —AVOMEEEEREBVWI L6, BRBROAREL o4/ —1OH#H
LD ODMERKEBERLFEFSVPELITESRENEZS 2D, DLEO L 5iZ, GMP
XiZcAMPH# mEME L THHBEEROHEFEAZZE L TH, REShOPDEREE
OHRIIC LY ERGTEERPRETIWERZEVEELZ LN,

EEY Y R REBWTIMERTERERCORE, CHREARCMARE
DEMBRD b, Tz, BEA ZICBWTHIEE FIERARCREOEMERED b,
BIZSNPHFRA CTEDOERMBERIND Z LR ENE, YR EZ S —ADHRICELTELR
DRt Eky, BEPTHD,

14

P14



LA L A REZZT TWABREICEWT, PDESHEESMERTERZE ZT
BENRH BN, AT T 7 4 MOV TRRB R ERICFDAICRE Sh /- 8 /TR
BRoZeEfiEic I, TR LEDIC L3 EEEZT TV A8E (WA T L5ERA,
ACERRER, offBFl. PEMAS 2 WIIFIRFZ, HASHIZWVIEHHT, ROUERT H
BWVTRIEDIREOEDICRA) 2200w T, AT H7 o VMRBRICIER T IZBEES
ZIER B DFEW) BECRVZAITEBVLOTREVWI EBRERTVWS, | £&h
T3, LdL, REIZOWT o BEIfER BRI 7 AFRE R FOESLREICE
EEZDERAEHALUEBEORBRE~DHEBI QW TENART TS EELZ LN
W, FEECY—IE, PHEECEALZHAZROBSF TH D,

FEELZ—X SNPEEFTEAER 27 -7 FR  MU/MREE R WM THE IS
LicZ &d b, FuBEEA & ofFRICREN 2V, BEEICHBERD L,

HEEEIE, LTO XS ICHEALE, REF e Mu/MoEENGHERZ R LA IWM

(488.6ng/mL) LI EDBETHY . & MIAEmg#HE LEBEEOCmax TH 518~
23ng/mLICHA~20fFLLETH Y | AREMEBE S T MUMRERICEERERIEE R o2
ETHII0MTI2005LLE L 25 L h, BERERFICIAEER & ORI L 9
BLpamiEiEn e E2E, i, BEREERRBRICB TR, BERAZTIALTZ 7Y
Y, TAED», FTAa—A L AEPHR LB, DREER, HnFRIcEELR
FERNWILRHERShTWA (MESR) , Fh. m/MRIZEBO THEAMP K (eGMPD
VR b A /NREEMERREE T 225, PDESAERITHI VO RZ S — LD
fERC LY, /MBS EROEEABRS I A28, A3EiZ4890gmLE Tt kiR
HEILEB LW e, YuRE A OI/ANEENEER 2 FRIE P IB®RTE D L
IXanweEL3, ‘

T2 —ik, cGMPRBEENIS 5 L PDE3OFEMITERE E ncAMPOIAK SR HH &
BLEMD, YrARLZ YA LREY ORI X D FiEEE R AN & B AT
BETERWEEZ, FRL Vo7V OFAKE L CEFENARBREICE SV
A%k, HIEFIKBEPTHD,

EHEE X —%, 7 BEEEPDESICH L TAEMNEEER ST 52 255, PDE6
MREERCERT 2RIERHRBRO WISV T, BFFICHAERkDE,

FEEFILUTOL S5 ICHE L, PDESRRICBE P oS AMIEETLZ - L2 Eb
NTEY, PDESHBEEINEESIL. BETOGMPEEN LS LT EMEONa1 4
HBEMAEE D, AIOBOIEIC A U B ESERBEE ST, Iblue vision] HNEER
BRELBZLBBZLNLN, BERAS T CAEIOng2 5 L THIEREREZ St
IRFHREL T BR, REREE 1 BEUGERH IcBRY (i, SEh) 25, 24
R OB EMREL BV COEIESHORTRRED b, £ T B8 BETH-
7z (VEZBMR) , o, BHEFEMTIRBR TR RER VLT FTT7 0 VD7 ABEPDES
&t MEIPDESDICsED ki, cGMPIEE33, 10K TMOOUMDERHZ ZNEN112 8 TN4.1,
123K U%8, 176 U854 T, SbiZ, ENABFERRBIIRBTAEERERAHEE S
REDFRNTF 7 4 VICHERTE, ., TS OFRENOAIE20meE TTHIVIE
BREERBEEIIIATF 740 50meg b ARES LS FhUTEELS,

FEEF—iX, in viroBRBEHEBE M OEEBEEDBICRMTIHOTRRN &,
T, BRACBWTERRFRBHEZ _EERT THER LR Rwo b, @
EORAATOARBRERBEERLILERHETIZ L RBLWEELD, —F., HHHE
20mgD2{E B DAk 5 TREE T8 L SN TV ARHELAIEREENEESh
TEY, HRAOCGMPIER L YPDECDICBEX Rz Z :hbd, ARREOREEE
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RAEREETRRIAEEREETE Y. REIBWTLARER ICET 2 IEHRIBMENY
BLEZD, BB, VAT FHF74ATHER I TS THESELHEERSE) 2o
T, AERCBWTLEREZhaZ LT,

%éiﬂz‘/é?ﬂi\ F v MBI AARE I OmgkefR 5 IZ LB FROHE, ~~<r7 U |
BRUAE7 oy BEOHKIENICEEZN%EP ORI, AEONFITHT 5/ERIC
ESK EEOMERBFACLMBREEOSEREMILD LBEINTWEE, TOKB

KAMBRE I/ MREETRR N AP Z D LHHARTRTE S bOTIRARNWED,

HEEE ICHERRAZRD, BT Tha,

~ B, A, O3, HEticBEd- 2 EE

B EORNTIIIHMERER ORI (hvivoRRB - B Y 7P/ »-MC, invirodBR
BT L0 BAVLRE, v T A, Ty NRUS ROMETEDERE SRk o
v b 75T —EESWE, b ML, BROHEENOREMAEIIARIDRE 13 &Rk
yav IS —BEMSTENEEERES nv 8737 —HERIHEC XY AIELE,

(1) FEREFRFMBIRBRBRE ,
RN — B EHR SR O EHBEEIZ, T v PR XTEREImg/keg DFE D XTHIRAR S,
7 v PR X~OKRFE03. 1R UBmgkg D% O 5 X 130.3 K Fimgkg DFHARNEE 512 &
DR EhTs, REOMEERRENRT v FTI%, A X TT6% THoEN, EH A4
TAZEYT 4 (BA) 125 v FTT4~286%., A ZT27~33% LW b{k<, FERE
WEERBAB T ORAE LR S, Img/keft QRGO MmEPREEREICIIBEER
fEHEZEDR B b, T v b TOREEREFEITS <, PASOTEHEOMEEC L2 b0 ES L
b, Ty McAEImgkeZRABRE Lz L&, JEEAE T DCmax R CAUCITHEE T & L
MLTENTN27T%RT3I%BICIET L, 7 v MCE#REImegks 27BEIRERNEEL
el g, REESHOMFETHEEREESR CEDEE T A —F IR SR L H
LRREFROIRNEE I DRI, o

GA— T v MCERE Imgke FEATHRENERS Lt & &, ANEREER., XEHoM
TR0 ZICEEAZA L, FEHBRTE< GRiETREDLE) | BIE. BE.
i, ~—& B, B, B8, BEAEREY. TREBECETROETH %, 52480
T TOMFREOHEERERL, BE TI04RR THh o LSMImYE (6.685FM]) & RIRELL
TTh VD, ES5HI168FRE OREFTRABBTFRIIRSEDH0.03% Th o 7, ERiEImg/ke
OTREREHREBNT, BEEH. FTHERUCER LG CIIERIRESR LY H2~3(55
WEHBRIR I AR 03, B B 248 R O B AP B SRR R IR 5 B OM0.7% Th - e,
EHA—FFIOFFTT7 4 (Gmgke) WEBWT, T v FOBEEST N E — R EE T
A, Ty b THAVEHEESHE R LLETRECEE SN EEESRBRLTWS
EEZbNE, FEZ v P TORBRBETRHEOHAERMIDMBETHY | RA2HE
FIHARSHFEEHETHRD O, AELIRSHE A T ARTENELZE T &
Zzbhi-, HRIDEEOT v MIESEK I mgkgF BEEORS L L &, BEMCBT

HHHEDCAUCIEBEMOK2ETHY | BRTHFEECRE ChoBE X v &V i

REELEDIN, HEBRBERTIIWThOIRIRAGS I BT HEEIISRE S his
=7,

AEOMPEFOFEESREEL ., EEEE (n viro : 0.1~10pg/mL) 1, w7 X, v b
EUOUHFT29~71%, 1 XT122~128%. £ FT47~67%THY . & MIBITDHFER
BEBRRTATIVThoT, Fv b, A XRVE MBI AARED MR/ 5 E
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0.30~0.87ThH o7,
KE—AFEI W ThospEIcBW T b RIS E 2. IR PR
N-E=Frfl M1) Thofe, X7V VROBARISKR UL DR L0 KT D A0
RT 2 RE (M7 RiF-omE T A Dbz, TOM, BT UVRNN-BRT AT
£ (M4, M5) BEHOLhE, F2ARGE LT, v VA, Ty PRBA X THEMIOEAZ
DrBONKBREED WVEAN-DNVREAAED TN o SBREERED LR, B FTHEHMI
ON-7 N7 o U ERAEEOERERD b, 7 v b~D100mg/ke/ 8 D4EMRER 51
FOFANRT B 6B -IKEMLEBERTEMS L H LCYPIADFEEARRBR I,
Pt — 7 v RO RICEEE Imghg & BEE O SUIERIRAIR S Lc & & | BREHEED
94%L) Bt #ERBUR &, FiReBRE2ToBEASERT v FRUA XOBEHPIZ
R EHREEDT0~79%BER S, BH %2/ LiEEP~OP A EFEO THHREE CH
BrEZLAE, 7y b TCREBERORGBBHERICL2ERREZZT T, HEPT v
MBS E3mg/ ke EEIRE OB S Uiz & & i ik P RO T~ IS Th - =,

(2) BRREYBEEABRRE

AEOEDBER, BNICBNT, BERAZNS BHEER N1 | ABIZEBVT,
R A, EEE . DEBEERE. FEESEFRVBEEEERT 2HE (REER~—27,
28. 34~62, WAEE b —2~5, 9, 10) RFEHE, BECAVLAERAR, BERNT
e A eAAL SAETIER AT EAA, BIRNESRABR, &4, REARTHE
BHITHoT,

BERAICBH K5 — BAEARERASEE RS LT ORERITbIE,

10, 20R V40 mg (=2 7EAA) ZEBFEERRRS Lz &, mFPRELEKD
Tmaxid, 10& U20mg & CHIRED.75FRH (§5FH : 0.5~ 1.0 | 40mgiz & T IL{E0.75
B ([@10.75~3.0005 ) TH -7z, 10, 20K T40mgk 512 BT, CmaxiZBMFEIE10.05

(MITHEERERZE - 1.86) |, W18.35 ([A1.29) RUFS1.71 (R1.86) pg/L, AUCIHE{TIE
20.94 (MEHEFEZE1.72) . F44.14 (F1.39) RUWRN37.73 ([F11.72) pg-h/L. #HR¥EHE
B39 CRMEERZ : 1.08) | F3.98 (Fl46) RURS5.33 ([1.20) BER,
BOs V75 &(CLA) 13844759, 453.16 % UR290.42L/M, DA (Vz/f) (1E436.05,
4199 T35, 78LkgTH Y, BERARE (5~20mg) TRAEITHREOEYBELRTLE L
bz, ERHAYMIDAUCE CCmaxiIRE(IMEDENEN2T4% R T312% Th o7, &
%R E ORI, REBEITERSEED0.60~0.95%, M11E1.02~1.09%EIE Z iz,

SEAERERASEE SR IC LT OREBITb T,

2mg % HEREEHHIRNR SR & Ol L b | FERA10mgR DR 5 OERBAILI4.5%
LEHENT, BEEA (25, 5. 10, 20mg) #TERFOTmMaxiX0.9~1.08H (FEEDH
2fE) | CmaxJk TPAUCH2.5mg~20mglil BWTIRIFH B AT 5 L EX bhi, A 6
~80mg) HERFOTmaxiZfN0.6~0.8%FH, H5ERUMKE THIE L7-AUCKH., hAEL
B L T8mgl F IR THREEWETH o -, EHE33my/keg D BRI 0B 514516885
FTCORBEORRUET ~ORILERL, FRENTEBRL39%KVR25% Tholz, EFD
ERBMEIMIREUMATH Y, TR ENBRERETED25.7% K T43% % 5, REEL
0.7% & HThTholz, & MEFIZBWTREEZNEMI, M4ETMSDAUC & PDESIH
EEHER (ICs) b, MIOABENC O TN LE ST ATFREEIRR EN-,

BFEEA20mgE 7 1 AF——EIZ L0 | $if (910keal, JERGF57%) . ¥ & (700keal
[30%) RCRMAMOEERICERRENRELL L&, ANFOEERZEINT 28R
B EREOAUCHL.01 (90%IEEEE : 0.74~1.36) Tih o7, CmaxlI20%ET L, Tmax
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DIFRERELE L, &ﬁ:f&&%ﬂ#@%%@]ﬁﬂiﬂﬁ%@gﬁﬂﬁﬁi&% EHELT %Eﬂi& biu
fedod,

TR AT B R4 B [ 40mg, >0 7E=A%)) . 15 1E31 5B Q0% U40mg. &HI) .
XiXER1ESI AR (4omg, R RERS LEEE, REFSHOMTPRE(LIKREEH]
Bil, B5ERUERSFERCICTOREERLARTHY . RERESIC X 2EREER
bk Ehi,

min (66~78%%) RUHRE (18~455%) BiEizdomg (RAD ZHEEORS L& %
BEE TRAVLETRELEEELEB LR L, AUCERUCmaxDEHEIE, ThEhERs
B L B L U52% T34 % EmVME Tdh o 7o, Tmax, HR¥EEL R UCmax D B RHESEEIC
FREREZA LN (EERERUFERRSE TENTR0S~1RTU03~2KFE, 4.8
~79RU3.1~6 85 /E, 27.8~108 R UM 1.3~91.8pg/L) . AUCOBKIEZE S 5 L FinE
TRSSHEWNER S R (BEE143~408, IEEERE42.7~262pg /L)

ABRCBT IR SEADEREERE BRELHDEV) ICHAI0, 20%RV40meE &

AL L Z0EDEEIL, BERATOEDHBREIZEREKETHS T,

g—oy AENFRERRER GRAEEEN—14) | 72V ENHEEERRR REEE

F—13) RUBERFEFTODEEERE CORNRR RAERF—16) XvBLhE
1028412822 D MAE R EE 7 — 2 & VW BEHIEHEBMEIT T ol FER, EEEFE L LT
BRRETVICHAENT-FRESD > b, CaEHEFAEEH TIHSBERIRRD
AUC/EREBOHHBH L, A Sh-CalFREIV - FIL L CYPIAADEE Th - 7278,
CYPIAADEE L7 A M Z A L= H TCIrAUCIR E B/ ICBEILA LT, Ei-.
CYPIAATHEEOHRIITHER L L TEREFNMIHEISAENEh 2722 26, AUC/
BREBEOLEFECaEREFAICEIDI LIS NELIERERORBICL 5 L OMikH
BETRARVWE ENRTE,

FFREREE B2 (Child-Pugh®D#EARUB) EUMEHRAIC10mg (REFHA) 2EERERD
BELLE X, IMEREERECBT AMEPRELEREIMEERALY &<, HEE
BRI HIERTAEmMET L, BERAEEE L T, Child-PughABE CiXCmax R PAUCHE
& BT 2{% (90%EHEER] : Cmax0.76~1.97, AUC0.66~2.07) . FIBEE TiL#2.36E (A :
145~3.77) RU%2.6f% (R :1.47~4.61) Th-o7:,

BEERARUCEEERE (FULT7F=0 27 V7 F 2 ACaS30ml/min : BE, 30~
50mL/min : FEEEE, 50~80mL/min : #RE5) %FRFBRiZ20mg (BIEAAD) ZHEEOKE Lz
LE, PEERUVEETREEREICRBIT 2 RE(MFAUCH, BERALLEBELTEAENR
31% B 021 %EWVMEER L, CmaxiZ oW Tk, PHEELRE THI0%Eh-o i3, HERSE
TH23%E& < . AUCE UCmax & Cer & ORI E/2MHEIIRD bhviad o, BEERE
TOMIOFEIEHHNIB~0RFR OBEEHTH Y, BERALEHEL QSR OEER AL
iz,

EPHEEER ‘Dﬁi‘i‘ invitro TORIHZ LY. B MoBWTAE I E=IEMIE OMAIZ L8 &
L, MI~ORBEIZBIT 5CYPIA4DFSITH80%, fhomFRE (CYP2CS, 2C9, 2CI9KR U
3A5) DEFEFIF2.1~10.7% THB & ENF CYPRERI /7 n V—r i AW-REOKE,
RECFERUMIBCYPEMZEET 5 2 LIZ L 5in vivo COERMEEEMH O WEHE T
EEZ b, 3VHHMRERSHEE (RTERF-5) T, BEFIRUB0BEDORP6S-
EFaxyaaF S - anF -V I EEREBRALNAT, RERFIZLD
CYPIA4~DR B A RBTAHRIIA bW EEL B, BAKSKEL T, &Lk
DIFERETE 3.9~4.7%., lpgml) i, BERMEPEEMEOY Y FABMRET M T Z IR
EETTHI%CERL, V0TI F (BEREEOHNSEORE) HET CRIGIZ%
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oHEm L e,
SAEABERAROCERLESRE &0 RICEREYHEEERRBRI2ERNER I N, B
EAR2Omg OHEIRE Lv—0 v 7 A1I0mLEBR 5, BEA2mgOHEIHRE L AF V1]
[E400mgdr AWM E 7 =F ¥ 1E150mgD 1 A2, F8ERERSES. BiEHNA- (fFA%Smg.
BEfl20mg) DHEREG LY 2221 2 1E500mgl A3E], FRERKEHRSRTT Fa)
Y —V1E1200mgl A 1[E, FH4ERERS. HFERAImgOHERE L (P FENTHE
800mgl A3E, FHIOERERLE, AFEEF20mgRBHE 1E7TABKERE LY IX
0.375mgl A 1E114 B B EERS, BHERBARmgnEERES L 7Y <07 5 2 F3SmgRk Ui
# ) —N05gkgKBEOBERIKRE, REMNF20mgO I BIESERREREL AT 7 T
25mgHER G, FHEEFMmgn BEEHRE L =7 = V30X iT60mg DR ER S, = b
FYEY 04mgERBER T A Y »162mgh4 X037 0 B ER S I W TR Sk,
REH Y O ERTHIE L AEDOAUCKE Cmax D BHRI/FEBERILIE. =Y Ru=of v
(EFARRIZ4.03 (90%SHEIE : 3.33~4.87) BRUB.12 (R :241~4.04) . 7 haF/—nff
FAIREIZ9.95 ([l : 8.22~12.04) RU4.06 (F :3.02~547) , AUCK UCmaxDHFRI/ZEGFRL
i, A T EAERERC163 (Al - 124~212) R06.92 (A :521~920) THY., HfH
X2 mEPRE EROBFIL, CYPIA4EHEREI L 5AXREORH Y V7 7 ADHED &
£z b, CYPSAABFRILS Y L oMAERFRBERIC OV T, BE ERHFICERE
TAREEECRAAV IR,

B, BAMCRBNT, ol (YARnYYy, TV RE=ba Uk
AF10X rk20mg & DOFRAIC X 5 BREREEEBR AT, o BEEE L OoffAIRBRTEESS
(EME) XY HEShiztoEERRERTWS (FNERHE) |,
EHFHRSECET2RF - mEAOEREHNRSEICO>OW CEBEHRRICKI VR L
el LTwWs (uEER) , =F 7244 (BRNE [ HEUVESEE THERREA)
a$ EEA (ENE TER UM S IERREE) OBADHEN, S EARERA L5
W10 UR20mefflic SWTRET iz, =2 B PR AR B PSR D Cmax DI0%IE
FEMIE, 10mgk U20mg TENEN0.66~090KT0.80 ~1.10, AUCIKE 2\ THEZThEh
0.80~0.97RT0.89~107Th -7, Fh., U H7EAFIRCRER (FEHE 1 RO
& IMERBREA) ORI T 2HHABARWTILH80%LLETH ST,

WY A —IXEC U T ORI DV THRE R T T,
1) ESHHEAEERIOWT

HEEEE I, x%oﬁ%th&NMMwﬁﬁmf%<<NMMMsﬂ#$£®
BRI RIETEER., EABAOE (915%) RUEVHEERRBRRASZ BT 25
CHEEODUANT T ANVUETHBEBLLNAZ LD, CYPIAMRERFRAOAER
CATH7 4 VRAFEOEEBEZ T LTWAEA LoEEOTHOZLEIZ oW
T ERD =,

HEFIIUTOL 2ICHB L, hvino TORRD L, KEORBHIEFET HCYP3AYS
DHFEEITHN% TH D, EHI0mgs 4 PF At ORI LY., CmaxiZEH70.8ug /L
(36.0~118pg/L) . AUCIXZER3I77ug- WL (146~676pg-h/L} %7K Liz, AZEOHLER T
i CoOMEBEBZRSELME NS, BARRKTR7FICENT 5 Z LAFA
ENBB, AP T et OHARR TIIAUCITIEHREONIsE L 2o TRy, FIE@E
BRHOREIINL, ERIZVTIFABETLTNSEEXObNS, £k, FEFLRD
FB T, EMBREFELLE L TEL, BHICER, DFV., BXRUHELEFREREL &
bh/=i, WTINLPDESHERICKB L EFEFHTHYVEE R L ORI o, RED
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IR6E L HEESOMRICOVT, PPKAEF O & LB EIHEEBERARICIS T 5 Cmax
ETAUCOERHEEETERL, M7 A2 LAEELRAE (2 TOEEELRUAK
L OERBERETETERVWEEFEO I L2%B L LORBHEFR LTS 8HF, oL
BIE. B, HFEV) ZRELEE LA, AEFLERFITAUCK D Cmax L HE L T
BRI, AP FTENEEE0mgl AR OCmax L FAUCKH:., EERRABME~D
A0mgi% N S O BBIAEEEH (Cmax : 7.7~124pg /L. AUC : 42.7~427ug-h/L) (ST L.
PPKAFAT O HIEEMEM L, ARESmgl 5 2 & T20mgik S ROREEERMICRED
PHRLTWAY, AEOEDEREOEAFMEBSHRKEVW D, —HOBETCIXLY
%W%ﬁéﬁﬁféTmﬁiEET%ﬁwoL#L\Zﬁ%ﬁf%wmwﬁﬁﬁwﬁﬁﬁ
HRB (FERERA, YEBERUPERSBRESIGH) KB TEEENERZINT
BY.SmgEA PP EAHAMOHEE T LB RWEE LD, A T EAR
AR TRENAIAEOCBRBEOHEBE CORERERRRARBII VW T . FF,mg & V7T 7 1
A25mg (BSERABABNREHERT —F VAT F7 4 VNENKRRFEEEESE b
—253) EHETHE, A VT EAHAROZERHR AT 74NV ERBETHD EE
%5, £l YT FT7 40100mge U MFEAGEREFCE, VAT T 4 A OCmaxid3.9
2 AUCHIUZIZH#EAN L7 (BrJ Clin Pharmacol 44:190,1997) , % bihvEFAEELIIVTh
LEEA THh o 7o 88, BEEH4RRIE b BB 5RO CiaxiC JE I TR B B SR S e
b, BUERMAIIECRWT, RIS U 2SmgF 2 W Z B EE L
WeREESh, A5 &Y MFEAOHEERARBRIIER L CWins, EREEENES

CEESNEHEAOTRLY . CoaxDEENLA VP EAGAB L B L TRE2VH O
@¥ﬁ%®ﬁ§u&?Mﬁ®ﬁM#%ﬁéhéoLtmof\/WTT74W®&*ﬁH
XE AR R SRR E4SFFLL LT3 LB ETHELEZORD,

ZhiCHL, FEEUF—E, BHENEERICBWNT, LYEHE Q0RT80mg)
H@éﬂ$£®@ﬁ@k%Wﬁﬁ%@ﬁﬁﬂ%%abLkﬁmﬁﬁkﬁﬁEQkowaﬁ
Eﬂﬁ’i‘b R ORZEMEIZOWTHMT 5 & 2 Rdi,

HEEEIID T O L 5 ic@EE Lk, BEEEGHRBR L W Bbhi-7— 2 (RFguifgEd A,
TEEE, PEEERE. BRUNEEEET47160, AEI2.5~80mg) IC oW THEE
SREEFE (ETOFEEFLRRTEAEL ORRBESETEETCERWEEFRD > LAETE
ER2%UETH O ERBLVEEEICEDONEAEES B, W, BN,
MmERER, Bk, HEV, BHERE, BR,. EAERUIRE) LEE (CmaxRTFAUCOE
BE) LORRERFLELISL 2TOFEELR, TR, F8H. BRABRURRORE
"R Cnax B AUCE ORI EQMBE %R L, MEVLGEORBBEHEE IICmax, HEW,
LR B R UIESIC 2V TidCmax30 o /L. AUCL60 o g WL A % 735 A W RREUEE o1
BHE LN, EIERVIEROBREREICHRE X oAb ho Tk, ESENE
BERRERIZBIT AT CINEEFSUIAUCL D Cmax & fBRAT 5 & LA, ZHITEEEN
5~20mg TEHE XN BAENERRAR CIHBRZEEO K& WIERE BB D hoTe Z
itk BEEZD, ¥, ZetEEFS2HLETE DEE&/\“—} A—F{ICmaxTh 5 & HELE
L. 48K Lok % B it iZEBSmgd V M EADPHIRFETH S & LR, EED
EETIHMHIVEOLF IR RO E L2EED LRIV o7 7 —ElEERLE =
NATEMEH A ZEBEBE LA LEVWI EBEE LW LT 5, BREAXEIRBWT,
TR - ABCEETAHEREOEE] KA P ELRTY b FEAZRSTOEET
EAFERA LAV EREELVWEORBABML, Hbbd THERSORR L HTT
B,

PEDEIZERZSWT, EEEVZ—RUTOLIEERXD, RFEOCEPENBIZAARAT
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{340mgLl F O AR BV THRFMAIRR Eh S 2 & (TEE2M) | RigiScaniZ & 5 7
Tk, PR (BREEED) 340mgTY7 P—ItEL TS EE X605 & 40mgl H2BEIR
ERFBICARERICLVPIEENEHBRHA L (MNEBR) | BRELEFEFLOM
FTTRWERRAREOT —Z IEIHEERAOCT—F Th Y ERKICB T 2BREHROAE
BAOEERERIFAEENDH D Z &2 800, Smgl 5 RICAEORBMEMACHE
BAOREMITIIRMANES, SmgilBER TERASNAREOARTHE ¢ 00, BET
DEFILBARREZEE 25 & AFEORHEARIIB WL, HIVF e 77—l EESR
BEETVARAYZ - _XT7 4 v FOBALOHRATRETEEVWEEZEZD, £, oBEE
EOHARBNTEEESICIVTESNERRALS - b 2, EMAERICHE
BLEEBWEIZONWTCIL, RXEBRECERE PLETEMEREDER ST AR
BT L= (RESHE)

2) SEHEEoOEIC-ONnT

FEL L 5 —ik, RIS ERHCBN T, B OEMENE DL 20mg B U 40mel

SREOBRBHEFEICE SO TREEALHAEATHEUL TS EFAL TS, BIRHEL
LTWE5~20mg CORFPEITINETH Y, ZOREEE 2, RPIEOHBIC OV TR
xR, '
REERUATOL S ERA L BAY | HERERII= 2 7EARICE Y EESH,
BN Y v Oy FRBRRABRE SO TRHR—®AIC X 2 BDEBABRNRIT20mg & 40mg
DORAEIZOWTOLNAE AL IR TH o7, 40mgP SO Cmax X TPAUCH., BEAT
PR ERERBATHEMER L, —F S EA Tidomg E TITIT ARLGIESED G,
AAEATIRIVERE ORBSORMBEC-TRENENENTE, LL, AFEDEY
BRICIEENRE 2EREAMNEDSL L0, HMHEOSHIIAEALELL WD LS
Thh BREAZZB LEHEFRGOLENITRNEHETFLE, BEAZBNTOngE S A
FPREE AR 2EDHI0RU0mg CORB LIS THBELAE 25 20mgETO
BECBOWTERSETHELZAUCOBEAEAEA L OR (ARAEAN) i20.78TH
V., 40mgZH AR (Jhi0.92) & HE L TRIS%ENR- 7, CmaxiZ 2T HRERIC T
HEFTaHARELRE, LAL, Zhb0EEIWFRbEREMTHICHE L T
EWnEEZoh, EHUEOCGMOLAEALAERALTEELIW LD &R ERBELA TR
EHICHITL., AAANCB T 2HEFROMNEMICBTAERICKEZEELREITHO
TRV EEZS,

BEL LY —iF, A—01%5 (= d 728 OENEHRERBEEICENT. BAAT
IF40mg TIIIEREM S RIR S EERME# b RE R LERTH 555, 20mgE TOREIT

BAATHNEWVERPRENTVWDEEZS, RRAERT 77 A BRTIATTT

A NTIEHBAEOFRBBRICESBFLY., BRALABACBWTRZEOESRES
NTWDZELEEAS L, BRA SV TR SN IRBRAGR Z B i B 0 A2 TEY
BHESEELTWA ETAEBIIEERMERS, UL, BETOFRCEIMERVES
HOFELEEXD L. REARLBIT ZHERBOULEWRICE T 5 PiEEOFBIC O T
XTRTEHHOHABL TS,

BT, FRUBSEERE~DEEIZOWT, BEIVATF7 4 A TiawTh bR
EMCHAERSICET 2 8ENREREN L INTWD, ZhiZonT, XEOEMEE
Te7rANECEHEN A CERICBIT 2EDEERBREL2EE 25 L. FICh
EEEFIRBTINFRE~OBBIIBEETHILZALND, BERBRTOY R R
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274w hOEMLEEZ T, INHEA~OBREICOWTHETRETHY, ZOHED
WTIHMESROZ &,

FRoBSiomx, FEELF—iE, FEO AT = VHEIC oW T, REOZERRE
TORENR L EWBEICOWTRETPPKEITICOWT, T—HIKEIWEZBEEZRD,
BHINEZEZEZSOWTRETRATELLO LA L, EEHIEICEEYICRET 2 X 5B/
L7,

b BRRBORBREICHET B
1. BHShEBEERBROEN

SR L LT, ENEREEITE L RERAB B R O I HER RS BRI O
WHEIRRER & LCF | MEERRBB0RR, £ IHAERRERER., SIHEKRRBRE
RUBHBERESRROFUBRRARDL Shi,

EAERREER
5 1 {RERARPER

(1) BEEHEESHER - - - BEER -1

BERABETF (4) 2x8I210mg, 20mghkT40mg (> H 7EAA) 2 EERHEE
BORE LiEROEZeERUCENSREZRET 20T 7 e AdR_EFRHARETD
ni-,

ZEMTIR, BEARUCEELRASERIIRDO Aok, 779 ERBREHTRAEE -

FHd L T, ARBRSHIPAGNCEH IR O A EERNED b, ARIZENE4F, BERE2
i, HEWMFETH -, MERVCIRREICE LW ERSERH bhT, NoRERmRERA
ZEDTERREEORFTHIRE D Oh 2o, 3, EHEEIZE L TE~ERR
oI,

E 5 TAHEERR AR

(2) ENAERRGRR (Vv Py 788%) « - - BEERF—12

HEREZETL2EARABESRE 2834 #xHE LT, 3A&E (Smg. 10mg. 20mg :
HEFHAD 18 1IEREMESOCEIMRUCESEERFT2EM TS S RB_EER
HERMAIThbhiz, EREBEERCIRIGHITIBSERAEEOH 288 BA SN, &
ST R FIBUI280F, ITTH S SHI#I2796. TR SR TH >
7o ITTRRATRIEHIZ 33 T, BMIOSER 23,7 +2.7C, FE 001 E146.8%, Hiks
4:87.8%, REMS A% ThoTr, RIERBEUIWFhoaBERIIZBWT S 7 ~8E D AR IE A
Fot,

ATk, FEFMER & LTEESDERER 27 (IEF) #HEZEOQ3 (HAMNHEE)
RUQ4 (BhR MR O&E#E A 27 (LOCF) MAER &z, THEBTHREMTH BITT
fRATRr 2B THE, BEBOIEF Q3 (R/hZHEHASE, UTHEL) X, 77 ERE317+
0.13, AHSmegEE4.06+0.14, AF10mghE4.5330.13 % AEF20meg#d 640.14T, [IEF Q4
i, 77 EREE23120.16, AFSmehE3.4720.16, AF10mghEs. 150,15k AF20mg B
4315016 TH Y, FAVTHORAERTH 7RI LTHFREIZELTWE (p<L
0.0001 : _"—A T A MEEEERETHHSEOI) . ARFEL 7T ARBEL OB/ THRT
oz 95%IEHEEM) 1. HEF Q3 THAHFISme#E— 7 F7 ¥ REE : 089 (0.51,1.27) | #AH
10mgls— 7" 7 &ARH £ 1.36 (099, 1.73) | FAR0mgHt— 7" 7R3 : 1.48 (1.10, 1.85) .
1IEF Q4 CAAISmgR — 75 ¥ AREE: 1.16 (0.72, 1.60) . AH10mght— 77 £ REE: 1.84 (141,
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0227 . FAROmgHE— 77 ERE 200 (1.56,245) THY., WTFhOHGHEEIZBNT
b AFN 1 Omgd¥ — RH Smght & UM 20me it — A& Smed¥ & OMIC TN EThAERE (p<
0.05: X—R 7 A MEZHER LT DELNBLIT) BB SNTB, AF10meRE — A F20mg
BELORICIIERS DN o7, AT ST HLRIROBRPFT oI,

BEMETHE, BUflXH ook, EELATERILT 7 EFEE B, £H5Smg
B : CKER., AH10mgsf : ol R UEAROmeRE : BFEETH 0, BEMIXT N TEESHh
o AEFEBHEMASIL, 7R3 (52.1%) . KHSmgBE39/68%H (574%) . &
F10mg#E47/7581 (62.7%) K U20mghE49/6607 (74.2%) Thot-, RFEAROEETE 2
WHBESRRASL., 77 REISTE 21.1%) | KH5mgB24/68% (353%) . AH
10mgBE34/7561 (453%) RUER20meRE36/6661 (54.5%) ThHY ., ARBFETLHLNIEER
Lok, MFHEE (@D - 7o EREY7I6 (5.6%) . AFSmgiE14/6861 (20.6%)
AA0mg#E22/7561 (293%) RUAF20mgif24/6661 (36.4%) . B8 : 77 B AREEATIH
o (5.6%) | AHFSmEE568F] (7.4%) . AF10meREo 7561 (12.0%) R UFHI20meHE7/66

Bl (10.6%) . &% 7T EREOTIE (0%) . AHSmghE3/68% (4.4%) . FHF10mgik
57501 (6.7%) BRUFH20melE6/66#] (9.1%) Thol, LMEROFEFEROBALIE
W, 75 EREETTIH) (9.9%) . AHISmgEE18/684 (26.5%) . AF10mghE25/7561 (33.3%)
B OAA20mglE27/6661 (40.9%) Tih-oiz,

DEDHERELY, 3HE (Gmg. 10mgRkU20mg) +_ATRKBWTEHEBSICHT5H7%
HERRENTLE ENIL, Fh, WThORELAFHRRETHLIN, ERATEZOR
BRI ERNICAEREFNIZER LEL SN,

WS R R AR
55 1 fBERARBR

(3) WEZRESRR - - - BAEE T2 ‘

RERABT (Gaf) % ICSHE (Smg, 10mg, 20mg, 40mg. 80mg : KAl % Z=RE
PR O RS Lo 2R CEMERELRTTT 2 e 7 v At RIEER L ZE
ERBEBRRTTPIE,

ZEETH, BECHARVEELFEEFRIRO bR o, AAF29F P UANIIFTS
HoFEEFERRD LI, EESHIetE, HRREMNSIGHERD R, B8, 4
YAy BERLERRECRB O THET~EHARRD LT, BRBEEICLERRLE
HFEREBERD ONANPo, 25, EHBHBICELTI~EBBOT L,

4) ERZRAWEREESHER - - - TfEE -3

R AS T (256#) ZH%icdomg (FFD FIA1ES L HLIAE (14BR) UER
05 LR RUEDESRI BT D77 e RANB_EFRRENTDON
pralt

FEM T AR40megD 1HIRIRSHCREEREEFSR L LU PIHICF#ERE
BEFAREHLN, BEMESHE THREPIESHh, BEERBEECERWAETFR LI,
AER TiIES-BIAFRIDOAST (GOT) . ALT (GPT) RUGLDHEREHEMEOWEAANTH-
7=H, GLDH{Z11 B BIZ122 U/LE T, AST (GOT) . ALT (GPT) X128 BIZE£HF1166.0
UL, 1420 ULETLER L, FROBERY L EDAAEF 746 OEFFEMRN
R b, EARFRITERSMIC23E, FEmASACHRD b, BIERL LTHEN
AN, MRS, METLEE, MR, HEFRBRRUBRREREXRESIFAICRD b, TR E
U AR EBRE S TR b, ToERIFENTHY . HEREMAPICELEIZ T
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WELTWAZ L bEERE ORRERIIZWLO L EE, 70, AFMOmgD1 B2E]
BEHTI. 48 BiCcEBRE 2P P EE0TR AU AR (FEE) 8D i,

BEARBBIIRAIRBEINE, EREBIINTRLEFETHY, 77 EFEOAEIIIX
IRBDIERIZEBH LR T VRN T, SRR U PSSR OB TomER
OBETIHAWE Sh, ERECCKECREREMATIVTI L AEROGHENICHY, ¥
A NVAREPHREFMRETHEEHRARTBD N T, B8, A4 2814 KRLER
BETOLREIT~EARERED NPT, ZhbDERIIRGFMAICHCTHEELL
7. 4H BICiiBBARIE Shi, ok, MEPEMEELEEESFEROBR, L TH
SNGEHPICH Y BRICEBEED bhiaho e, EEEICE L Ti~Ra2RoZ &,

(5) =B 7EeNAERNERERERRK - - - FEAERF—4

e A BT (126) ZWRi240mg (= v 7eAA) 210 IE4HBREREDESL
FEOEEER UENBEA BT DI T T e AR EERAR TN,

ZEETIR, RUAIRUEBLTEFRIIRD bEhof, FHIFSE PRI T44:,
F 7 REAG G AIC O EFENR D L, ERASELETRH P Th
b, FHERVCHARISHAICRD 6N, TS5 L0 W TIREREORESFIEX
Nz, B8, M ZAVA CROLDERBREOER., BE LEFRTEFRERL, BE
REBEZ LR LERLREEIERD bhlhote, 2B, EWEECEL T~ E3Ro0
&, '

(6) PRERESTFENSRL LERERERAE - - - HFIEEF-5

hEFERERABT 5ofl) H8ic40mg (HHAD 1B IEBIABREROEE LR
DEERRUEHBHELBHTIEMN T 7 AR B_EERARAThhiz, KL
LT, 20mgl B1E#E, 40megliH 1E#S. 40mgl A1 EREOIFEBRF I TS,

LM TI, FECHR L EEAFEFRITAANRImg] B 1ERSEO.LEMEIO 15T,
WEBFRE [E5BHER L] & Shiz, F520mel B 1EIHFSHETH12E9104), 40mghaE A
1B R C40mg 1 B IEHRE#H TV b BT REAK, 77 ERBETIEREATFICHTESE
HRRO BN, ERAEERITIER,. YERERUHEHLERR Tho7, 28, B
BLTHER~ESZBOZ &,

(7) IR~ DOE - - - BRNEE -6
R A B T EREE S Bt gicdimg (HHERAD % HERES LRo@EeE, M
ARIRETEELBRHFATIANT I ERAHB_EERZ o At —A—RBRBThhi,
FOETIE, 77—V ARU—R - v ENMOORBROBER, 74 16T A A4FETEE
LT 7 —R a7 (EHESD) IKiRs&1ER | 6B RU24KEE TENE
TR 4994251, 511223 4KRU57.6226.0, AFEE : 6442344, 610133 7K TF
584E31.0THY, HEBIEMNERUHEEB THBNREAENRBD bR, BREHRIF
MEBERUSHRIB DF A 23 (BHRER) RUT A 4 BERAE) oxd—2a7icsFRs
B &7 7 ERBRERTHENREAERRY S/, VTR LREE24ERE BICZIER
L Thot, MESMRETIE. AAREZIEE205 B 0BEOEORRE (5 cds/m?) 1
AR—A T A EIZH L2T%IET Lic, #EObEDETIIREG&KMER205HIZEWTHD
TR D b, £, BEE4FEEOREBIEN—XF 4 AR ECRE LE-NT
SR SR L BT 5 L ERRD bz, HERUITFEOLE ORIE (24 cdsim?) X,
E# 12047 B R UG EI2040 B iCRABR R & 77 b RBRERTIZ S A FETRD L
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highofehl, 24FEH% THAF L 77 RO TERRD b, LDk ) bl
BICBE»> —BECETHRED bk, alORBIZIZERE EARLREDIIRD bhlh
o, Ein, ERGISEFEMIZ 2V CiEalE XTI DO T2 T H S H24ME E T
AR L 7S ERBREFE OB TERZR ok, ARRIZBWTHELEFES
SIrELTIES | HEREERBROTZ2EOF LD E2EBO &,

(8) B EBMBICRIETER - - - BB -7

RERABTF (6fl) ZHRLE L C20mg (RHEWA) ZHEERES LCHORTEDRE
BT A0l 7 ERMBIEER Y n XA ——BBAfThh ik,

HHMETR, WHOZ v— F (A+B) OEEEEZRTRFOEE (%, EBESD) i3,
ARZ V== FRE:59.94193, I REEHR LSRR 61,7287, FAIRERESEHE -
63.1%£92TH Y, WHOZ L— FADETIREZRTHEFOESE (%, FHXSD) ik, 7Y
—= VR 115837, T ERBREEZLSREEE 115128, AHRE®RISERE @121
£29Thol, BrOPERBICOWTHTSH, “WHODZ L—F (A+B)” 1KY T HIE
BT ORFOEP20%L EED (BEMICEERZELOHERE L L CTFHIEHRELE
BNCHE) LEEREI W o7, ARBREBWIHRBRL-ASERICELTIEIE
REEEERBOEEMEDEEDERED &,

(9) TEREABB R 2 EDMAFRICRIETIHE . - - RAES -8

FELDEBRRBERSE 14]) 23%L LC20mg (FENED ZEHEERE L-RFOE
BHARICRETHEIRTFT DI T T ERHEES RS 2 24— —REBRTh
ni,

b Ly BFIAEBIRER (0=39) : 7T EREE4272105%, AFIF433 210080, HOEE
TORER (=34) : 77 EFE202:1108, FAFE291 X123, X FA 51 mmid
LOSTIETETORER (0=31) : 77 &RE334108%, FFF381 108 ThH o7, &
RRCEBWTERLEFESFECHEL OIS | HEREERROZEMHEOE L OZE2RBO
e,

(10) £ I HEREERBROZ2EDE LD

ERAE | RERARE, EAGHE THERRFeRER, EAENMERARIRER, £
PR R R G R B O Z2ERRIC oV TEFRRIr S huis, HEE6s7HlH
EEHRITRG & Sh, FARDRL & BIERE ShicEREILIBATH - 72,
LT, EBREEERLE LT, AAN0mgh 5 BUNLE, AA120mgik 51712 ML
EREMREMESET, REXHRLE, FRIC L5818, 17T A0EE - BIRETLE
MBBRH LN, VTR HAFEOERMHERZL. bLESHRLEEShE, TEF
B2 LA RIEFIL, AHN0mgH &R CHREMEMERE - 25 - BB, FAROmg 5-M CHAE -
fenk, [EIR, EHIC LA, KREBRE. MEXREEEAERLEMS TH-
r. HEESRBEMEEIL, 2502, 5mg# 50 T462481 (16.7%) . AFSmgt 555 T134/48
B (27.1%) . <A1 10mg% 58 C58H1/1434 (40.6%) . AA20me 515 T19041/38741 (49.1%)
R UOFEH4Omg SR T4661/69F (66.7%) Thotlz, RRBENRTETE RV LD, &
2. 5mghr 5K 2124 (8.3%) . FHISmgik &F: C10H/48% (20.8%) . FHI10mgk 5
B C4601/14301 (32.2%) . AF20me 5-FFT138651/38761 (35.7%) B UAF(40mgt 5 5F
TA3569F (623%) THY, FBEHEOEL LD (%L EOERE) 1T, FERsmgks

R THR R OB RIS 151 (4.2%) | A Smgik 5k THEE6A (12.5%) KT & &2 (4.2%) .
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AH10mg % 5B TEERM205 (14.0%) . MEIRLIF (7.7%) . BRWoH (6.3%) . &S
SE7{ (4.9%) . HEWTH (4.9%) R TR 556 (3.5%) . AFI20me 3% 5-RF TEERES2H (21.2%) .
M HEAR3SH] (9.8%) RUNEZ26( (6.7%) . AF40mgit 5k THEIR32H] (46.4%) . &
422081 (29.0%) . HEE6H (8.7%) . EBRESH (72%) . HRSH (5.8%) . THIHS
il (5.8%) . BESH (58%) . MEBFIERER D EWVEIF (4.3%) Thoiz, RIZETS
AEELOBRLAYRBERRCEERETHY SR ERSHBRPTERER S (40mg
B E¥E 40mgl B2EIB S, 80meiR 5 H) IKRBHLIL, INBDIEROS ITBEH L<

hEETHY . BE0S~1BEEICRE L3~ 4BEFEL -2, WL ELBICTHE -

Py By e

HEAE T RERRR .

(11) BTHAZE O ARERAAER | RERFEEHREAS (RigiScan) 1 - - - FAER -9

DEREZAETHIAABNEERE (26 23&L LT, 10mghkU20mg (EAD HEEES
Hogeth, ek, EHEMER RigiScanEBIC L 2REBEOHE) RUEDEIREE
BET2ANTT I ERHB_EER S v A4 —A-RERTThbhi, ZBHENER L
MENEFARS ORI S BE 4], B0t B iT22gl Ll Shik, Bk, K
@Rl LTI~ EEROZ &,

B EMIER TR, BEET60~100% s (FEFEELE) o MoEEBEER. B
EREREURERT CENTN, 77 RS 1 1709219815 K 1030.55 23485, A4
10 mgBE : 39.18+£26.275 K U54.05126.6445 . AAH20mght : 44.62:35.954r K% U66.86 J_r3s‘49
S RBEEMCER L, A0 mgl— 77 v REE (224.8147 © p=0.004, =2438% :
p=0.006 : 3ESHT) & AF20melE— 77 BAREE (5528.684) 1 p<0.001, 37.19%4: p<0.001 :
ST OBMICHERENRH DI, AH20megHE — A 10mgBt (33.8855 : p=0.601.

#£12.819 : p=0.127 : FEAW) TRARTAD -7, i, BRROFEHE THOBE0

~100% iR . RSB AT (RAU) B UMEEHSERNT (TAU) THLREDOERIE S
hiz,

FZeME T, ;Etﬁl&ui%f;ﬁf—g%ﬁﬁiénfmaoL. HFEFESII0RE S,
REBEFRELZSETERVWERMGOARAFIE. 77 e RBETERS I, A& 10meiE TERB]

. EOE (EF) IMERCERE (BFEMm) 14, XH20melH TIMEIGRE WH) . K& (&

Fif) RUHEREIFETHo =,
LALED#RS b AFRHEFLRESBF BV TAPT, 10mgR U20mgv T h bk
EEichasZ EHRRINE ERE,

(12) RTINS - REGHEBHEGHRR (RigiSean) 1T - - - FFHEHE F~10
HEEEZATHEABMER 4F) ERHE LT, 20mgkU40mg (A HEEIRS
HroZett, REE, BNENERRVEDESRBERFAT DI I ERBHEHER
7 mAF—A—RENThNh i, EHFENER L RDETEFEMNRTT ORI R BE 1321461,
Z2EOITREE E24F & Shiz, 2B, EPBRICEL TE~HEa2RB0Z &,
HHZER T, AFR SR OBEG~100% Rkl (TEFEER) O FHEiZEie
RER, BEARBRUVEERTTERAEN, 77 ERE 1276 215115 R TN3.58+15.24
4y, AFDROmgHE - 48.71 £30.355 KR T58.07135.334), AHK40mgHf : 48.74 126.68 % 16448
+26.35% & ARKHFRICEER U, FH120mghf— 7*‘712ﬂ¥ (3£34.60%y : p<0.001, 34288
4y 1 p<0.001 : SEUHT) & AFAOmMgEE — 7 7R (334634 : p<0.001, ZE4928%5 1 p
<0.001 : Ay @F“ﬂ_ﬁﬁf:%ﬁﬂmnua AHR0mg—AF40mgRE (E-0.0255 -
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p=0.997. Z—6.404F : p=0.336 : PELDIT) TREE Thbodk, i, BIRAFEMER
T DIEEER0~100% 1 F5e R @ﬁ%mﬁﬁu (RAU) R UVEIREEEHNA (TAU) THREEE
OfFERH LT, '

EEETIE, FCHRCEELRFEESIIRO o d o7, FEERIT66H L S,
HAREGREEETERVWTEERIL7 7 RETTHI08:. KF20mgBE TOF 164, &K
AOmgBETI3F29FTH D . T 7w RETHEEF. HhsEAE, MEEE (M) 1R U
I, FH20 mgBE CEBE, WER (B Stk SRR UEEF, £F40 mg
HCEmBM. NEIE G 74, B4k, EHEME. NNER. BRI, B, KE
EUHREEZIETh T,

LI DRI, AFIRDEREFREICH L THZ T, 20mgk U40mglivvih b ¥ aeeE

haratRREhE L EIhi=,

(13) BB IR (TV vV IdEs3R) - - - BEER -1

PREESFTLSBEEE G0IF) 2x5L LT, 3HE (Smg. 10mg, 20mg : =>'H
TEAHD 1R 1IERERRSEOFDIEL VRS EZ BT IO T AR _EHE
BB BB T i, ERBRE R URENGSIIRESRRIFEE D 5 3 BE LR
Edin, LA R EIEIIRRE L IR L 725904, ITTARHT W 2B $h158008), A2k
FRHT e B ETS06( T o 7o, BMIOEEET26.9143T, WO SMILILEME30.3%.
BEet27.3%, REE424% Thotr, BREREIIV-FHO4LERIZBWT HEHS~11ET
Hot,

AT, EEEMEHE & LT ERSAEEER =7 (IIEF) %ﬁﬁg—"i@m FBADEE)
RUQ4 (BB OHEFRF) OJME R 2T (LOCF) HEM &k, FBEL2ETHSRER T DITT
ARSI Tik, TIEF Q3 (EHELSD, BATRIL) . 77 BR#2.710.12, £H5mght
3.7£0.12, EH10mgEE3.0+0.13% UAH20mgiE4.04:0.12T, IIEF Q4it, 75 EHREE2.5+
0.13, AHSmgRE3.520.13, ERI0mgHE3.6 £0.13 R UM20meEE3.820.13TH Y. WTh
DOAKEL 77 ERBICELTERICEL TV (p<0.0001 : R—R T4 ExETREL
Uiz i) AR E 77 E R L O/ R OZE 95%EEKXRE) X, 11EF Q3
TAFSmel — 77 AR 1.01 (0.69, 1.32) | FF10medt— 7" 7 EREE: 1.16 (0.84, 1.48) .
AF20mght— 7 Z & REE:1.28 (0.97, 1.59) | IEF Q4 TAHFISmglE— 77 ¥ REE:0.95 (0.62,
1.27) . AH10meH— 7" 7 &R 1.08 (0.75, 1.41) | =FR20mel— 77 ERBE: 126 (0.94,
1.59) TH O, HEOHEMIEWKRE S hofs, FOMMEITARHATLREORREESH
e

LTI, REFRAONEP 2T, BREPEEERIL. 77 DR CRAIL. T4,
FEOR RS & OWRITSZARAE . AR Smglt THRENR, E@iRGEE, DHFEERUMEEIZ%, F510mg
HTEMIZE DAME. AFN0melE CHETIARIS. Bk, FI GHELER) | piRERC

BIMBERTH Y MRS ESh -, AEEFSEHMALL, 77 2 REE34/152(0) (22.4%) |

AHSmgFEE60/14761 (40.8%) .. KA 10mgEESS/1416] (39.0%) B UAF20megRET4/150 4
(49.3%) Thol, AEBFOTETE RVWEESERERAFNIL, 77 & RE13/1520
(8.6%) . AFSmgiE31/147% (21.1%) . AH0mg#E34/14181 (24.1%) K UAFH20mesE

49/1506 (32.7%) THY ., FHPETH LI AZER b O, MEIER @) 7SR
1152 (0.7%) . AAISmeHE14/14781 (9.5%) . A&I10mgiE14/14161 (9.9%) R UFH20mg

BE15/150480 (10.0%) . B0 : 75 ROREESN5280 (3.3%) . AMSmeREo/1474 (6.1%) .
ARI0mgEE8/14161 (5.7%) B UAFROmgEE19/1506] (12.7%) . HERER : 75 & R E0/152

Bl (0%) . AASmgBE11476] (0.7%) . AFMI0meBE4/ 14141 (2.8%) B UAEF20mghE6/150
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7l (4.0%) WRCHH 1 77 L REFO15251 (0%) . KA5SmgBE3/1476] (2.0%) . AH0mg
BE4/14100 (2.8%) RUEHROmgHETN5061 (4.7%) Thot, ,

LLEOfERMP L, AFBHAE (Smg. 10mg. 20mg) T RTICBWTEHRESIC T 3H
wENH I ST, £, WThOAELEEFEERBRHE THo- & &l

¥ E AR R AR .

(14) de7 AV A EMEERMARE - - - IRAER 13 :

DEEEEETI5HEBE 05H) 4L LT, 3HE (Smg. 10mg, 20mg : PiEH
#) 06 ARMBREOHIME LM ERFT 2207 7 E RGBT EERRBRBTH
i, BIEHENLBERRTOBREDH 3 BEFRBRII S hi-, RIS 01EIT762(.,
ITTHENT ST 2 FIEUT 74961, FEMRIT S 2 MEITTISHTh - 7=, HERF S 6HI1Z#20%,
B EERIIOER ORI T8 ~11RTHh -1,

AotE T, TEHLE R IXEESREMgER =7 (IIEF) JEE"E/ PEE EBF) KA
A A7 (QI~QSRUQISOET) OBRENRERIIBIFAA=27 (LOCF) &L &h., &
BRI BRER Th SITTRITT &I TIE 7 7 B RE15.010.7 (B/N_REHLSE, LITH
L) . AHI5SmgEE18.410.6, A5 10mgBE20.6:£0.6 % UAF20meii21 406 Th o7, ¥,
FHEHHEE CHLBEHR FAORD) KO HRoRkk) oRSRERETOR
R (%) X, TATh T 7 ERESLTE25RTU822527, KHSmeBE65.5524% U506+
2.6, FA10mgEE75.5+2.4% 164.52.6. AF20mgh80.5£2.5K 645227 TH oz, Wi
NOFHRE R IZBWTHEFRER 7 7 TR L THREIREL TV (p<0.0001 : ~—2
GA MEFER L LSO .

ZEWETHE, BUHRERRD o hof, EELAEFRIT. 77 BFEE  ~ V=T34,
R L DAME. T UAX—GUS, B, KA. LDEMBY, BOE, DEE. DHEE. K
%, BRI, mIEME. BEE, FF (B - B8 RUEREREIH. FEISmgh : .
KM, MEMREE, R, B, FH (HERE) . skl Bk SR8, Sk,
Bige, BISNIRERBRCIERZBERE1H. AH10 mght : kb, LEHE., KENRHPEREE,
DMEREE, BAE. BBk, FEERERERUELES 161, 520 mgk : ~NV=7,
EE. o mikiAL, SHIRFAZE. FBEEY. PEMEHEY. HXBRBRUBEAE]
FITHY, BFEESTEETT RV HOME2M (RAISmgE : Kt FH10mgH - LEHMED
Thol, BEFSREEFIEIL. 77 B RE70/18200 (38%) . AF5megEE110/19341] (57%) .
AFN10mgHE135/19961 (68%) . AHK20mgRE127/188% (68%) Thot, HRBEBROBE
TERVWEEESRIAFIEL. 77 ERBINR2A (7%) . AR SmgiE37/1934] (19%) .
AFI0mgRE66/19961 (33%) . AH20meRE79/18861 (42%) TH Y., FFRBEETHLILEE
72 bk, B 77 2AREE2/18261 (1%) . AFSmgRE13/19341 (7%) . A 10meiF34/199
Bl (17%) BRUFF20mgEE33/188%1 (18%) . MER (BIFD) : 77 = RER0/1826 (0%) .
AF5meiEs/193% (4%) . A 10mg#E19/19941 (10%) B UAA20me#E23/188% (12%) .
B TTERERN8E) (1%) . AR Smg#31938 2%) . AFNO0mg#E16/199%1 (8%)
R OER20meEE17/18881) (9%) | {HILTFE : 75 EARBE0/1828] (0%) . AH|SmgiE2/193
Bl (1%) . AFN0mghEs/19981 (3%) RUAF20meHE10/18881 (5%) Thot, LME
ROFEERILT 7 RE182H (4.9%) . ARSmghE20/1938F (104%) . AFl10omeht
25719961 (12.6%) R UAF20mgEE37/188% (19.7%) ThHoiz,

DLEDERDG, 3AE (Gmg. 10mg, 20mg) 3 _TIRBWTHEREICHT 28
BrEh, BECHHRCBWTLRSFIZAZR L RROPRP T EINTEanG, . ¥
THORELEREHEBRF Chotz Lt ENi,
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(15) F—w o EMHEEERERSRR - - - HREESF—14

PREEREE T I EMEEE (84561 Ex4L LT, 3MAE (Smg. 10mg. 20mg : AR
) RUFETHEATFT 740 (R4 T773™) 50meg1 RIENIZEMBEOEIER
UCEEHEZRET EMNTY 7 ERANBIETRERI TN, BBV RESHEERAT
DEEED 5 5 BEIIRA SN, TR AREIBIIS036, ITTHRAT SHE0X79841,
BB RSEFAEITIB Th o, ERFGHEFIN20% TH-T, VAT T 740
DEARBOLHIBERHONTED I LIATF 7 4 L D HENKREL: (A%
BEINTI0% CH -, REMII4SEROME T EHs~10E Th o7,

AodETIx, TEIMGED EBDEREER =T (IIEF) BEE Dt (EF) FA
A A7 (QI~Q5RUQISH#ETN) OHE1ZABICEITAA27 (LOCF) iX. ITTHRH
AEFITH, 777 B AREE13.220.62 (/P ZFFEHESE, LT L) | AHI5SmgH¥19.80.63,
AFN10mg20.9+0.62, AF20mgf21.5+0.62K PV AFF 7 4 V#2131062THho iz,
T, FEFHERTHIBERL HAORY] RO 9RO oR5RERSE
TOEDE (%) i, ThEh7 T ERIFE453 257K TU4.9+2.92, FFSmgi71.7+2.56
R U54.9+12.89, AF10mgBE76.4 2. 56 R U%61.6 £2.90, AH|20meEE79.5+2.54 & 1'63.9+2.87,
INTFT 4 VEETR T 254K 6491287 TChofr, WTFNOFEFMERICBWTE,
AFBER T 7 AR BEICH L THBRIRENRTWE (p<0.0001 : ~—ATF A AEFEEEL L
To B, RIBRETNC AT 7 A MBREDThH o - BHEIronT, BEI128%D
RO EATEN G DERE (FHESD) (3, NEFRRBRE KA 2 a7 TR7 ¢
AEE—1.3154, FAHSmglE5.0+7.8, AF10me#Es.7£8.8. FF20mgHR.SL8AR L AT
FTT74NFISEI2THY . BHE AR HAOKD B I#EORE) Tk, 77 &F
B—12.02249F 0962279, AFSmgEE15.0228 5K TF31.6134.5, A 10mgEE33.8+40.0
R Uf35.8£40.1, AF20mgFE38.5E37.8K (83524361, LA-FF 7 4 LB 7TH38.5K 1267
+394THoi,

Zel T, BEMTepiERs shi, 1FILIHEE AT 7 4o 0E) Tho, 1
BRBBERRESh T ok, BEERAERRIIT T EHH : JRREE, Tk 541
&, B, FF (CLEXR) | BLEEE, HOEEEEE. FFES. Wk, ERFAER
VFEM (WR - £EFR) | FHSmgH - BRE. FA10mgh « FHIC L 28182104, .
A~ =T RUCPK R . AFR0medé~=7, S8R, FERWE, LR, A, HERCE
W, YATFTT7 AR WETH, DHEE, v-GTPER, IFREHRERS, CPKER.
EW (BB RUBKMBRETHY., VATFF7 4 ABED2 (v-GTPLE ., AIFPEE)
THEEEASES N2 ofc, BEFHRAFIEIL. 77 £ EE60/1604 (38%) . &H|
Smg#E59/15761 (38%) . AFHI10mg#E75/15961 (47%) . AF20mgiE101/1636 (62%) R
VAT 7 4 VEER2164M (50%) Thotr, ARBEROTETCELRVWFEETSFTRAK
F7' T B AREEL6/16081 (10%) |« ABISmgBE30/15781 (19%) . AFI10meR¥44/159%] (28%) |
AH20mgBE66/1635 (41%) B NTF 57 4 VERA6/1640 (28%) ThYy, AFBETHD
NEFRLORBEIEE () : 77 2 REE31606 (2%) . AFSmgBE12/1576 (8%) .
A 10mg#E20/15961 (13%) . FE20mgEE22/16381 (14%) RO AFF 7 4 VE18/164
il (11%) . 889 : 77 BR51608] (3%) . AHSmghe15/15761 (10%) . A<AI10mgh¥E8/159
il (5%) . AFROmgEE28/1636 (17%) BT F 7 4 LEEITN64H (10%) . HIEAR
B 77 AREE1608 (<1%) . ABISmgEES/15TH (3%) . A OmgHES/159% (3%) .
AF20 mgBE11/16361 (7%) RO AT FH 7 4 VEESN6AH] (5%) Thote, LAERDOE
EERRBLBLT T B RFE101606] (63%) . AFSmeiE17/15761 (10.8%) . AAl10mg
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2571590 (15.7%) . AF20mgEE33/163M (202%) RS NTF 7 4 /LBE25M16441 (152%)
Tholz,

LlEdy, 3AE (Gmg. 10mg, 20mg) 3 TiZBWT, BEEEFITH T HMEIE
BEN, EFI0mgD VT F 7 4 AS0mglo T AFESHRTFR A &hi, £, W
ThORBLEFMEIBHTho & &Nk,

(16) 2.5 mgAERAE - - - WTEE F—15

ﬁ@l““i%ﬁﬂ'éwﬁ'%% (5254]) &xtZ L LT, 2R&E (2.5mg. Smg: FEREM 1
FIER2EMESOADERCRSMEERFT DI T 7 e AR _EERBERITD
Nz, EEMREIHRESIISTIF). ITTAEITRSREASNI5006), AR TR FIET49]
FIThoTe, VAT T 74 VOERRRYES 2 BHEIETHS%, FDIBLIATFT 40
L OPEREELL (FD) BFITH0%TH-,

AT, TEFIEE oEESE#ER 27 (EF) ;HE?/?JJE%% (EF}) KA
A AT (QI~Q3RUQISO#HTI) OF512B%ZICBITE A7 (LOCF) k. ITTHNT
HEFTE, 7T EREISIL0.7 (BRI ESE, UTFRIC) . FH2.5mgEE18.8+0.7
BUERSmgE203 0.7 Ch ot £z, TEFMER THABERL THAOKRS &
O (PR OFEE) ORSRARETOMIhE (%) . ThLEh7 7 BRE4TE28RTC
28731 AHI2 SmgRE65.9 2 7R U474 13.0, AASmglE76.3 £2.6 R U59.029TH -k,
KHPER T I AR LTHEERICERL TV (<0000 : =T A w&2EERE LT
ESEHIT)

2T, Beff (77 BREE, 2.5mglf) KA LN, Wb ER L O
BEHEATEESN, BERFEESRIT, 7R RATHER. EUETRE (ORER) |
AF2.5mgl3 ) CEBEAE, DHEE, EER, Fl (&, BB . Wk, B @R -
AR RURBEE, AHSmgEaf L%, BE, FEERERFRUELETHD,
R (RHESmgi#) DI CEEEATETERWE Shiz, AEFHBEAEIT,
77 AR EE64/1680 (38.1%) . AF2.5mgHE80/17361 (46.2%) R UAH SmghEss/1704]

(51.8%) THotz, ARBEFROFTETERVWAEFRIBHRGAEET. 77 EHEE18/1684)

(10.7%) . A#2.5mgBE33/1734 (19.1%) R UARHFSmgiE43/17061 (25.3%) THY.
Hoik, OEHEE @) - I ERTE68H (<1%) . RF2.5mgBI1736] %) R
RAEFSmgEEL 7170651 (10%) | T8 : 7 F R EE4/1688] (2%) . AA2.5mgfE9/173F (5%)
B OAEFSmeBE13/17061 (8%) . B : 77 REHVI6H (<1%) , AAH2.5mgit3/1734)

%) BRUSHSmgEEA1708 (2%) . HFEL: FIERT686] (<1%) . AF2.5mg
B4 Q%) BUEHSmeER2/170 (1%) Tholz,

25mg TR ONEHRIIEERMICEROHIEEL L THLNL U2 ha—AITE
WK (751K EOER, UEFHEEHE FAL VA3 7 TSHA > MElE, BHFBRT
18%BLE) 2R LTWedot, E6IT, Smgd bl UiEE, HOEic W TiIEEIC
FoTHWBFEMEARSY, iz, ZLMEITOWVWTHLHELELAEMER 2N E0252.5mg
DFREZFSThRwE SN,

(17) ERBE2ETIPEESBECRBIT SR - - - BAER—16

BRFAEZATHHEREERE @526 Zx%L LT, 2HE (10mg. 20mg : HHERHA)
D1RIERERFREOHHER CZERE2RETL ANTT 7 AR _EERARIT
b, EEVERT SEIENT4300, ITTREHT S OIEIT43001, & ERET R S A145K1%420
FlCTHotr, HBREIFBREESH0%E D, AT T 7 4 LOEDFIIRE RN S0
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LR X, IREEEIHO 4R ORI T 7 ~9RI ChHh - iz,

APETi, TEFGED OERDEEER =7 (IEF) #WEE DiE#E (EF) KA
A 237 (QI~Q5EUQIsH#ET) mF512B%IZBIF 5227 (LOCF) I, ITTHENT
BEBITIE, 7 F7EREFI64£07 (B/ATFEFEHESE, STRL) . FA10mg##l17.120.7
B UAEOMgE 19007 ThH o, . TEFHMER THABFHE/ BAORKD))
RO IPROBE] ORF12E%E TORTIE (%) . ThENT 7 ERE64128K
UR23.0£3.1, AH0mgiE61.2-2.8%1049.2+3.1, FA20mgh¥63.8+2.8% 54231 TH»
7o WTFNROEBEFMHEBILBNTS, RARS 772 RBCELTHEERENL (<
0.000] : —RAT A »2EEEE LsEsi) . FRRSFHAOLEIZB W TIZNEF
e F A A X2 7 TAFIOmgEE & AFDR20mgBEE ORI CHEERE (p=0.0292 : <N—X 5
A RER Y Lin M) #Rdk. '

ZEMETH, BRCfRLbhizhok, BEELFEERERIT, 77 RXBaf TR, 7 v
FE—F, BR., EFHN, &Fv., REREERRERCER WK - £583) . £F10mg
BE3fIChEE ., IS L SA1E., Ak, EEIRES. STIET, MR, RRIFER UK EEE,
FH20mg#4l TOEME, DHEE, fISE. BRAREORE QR - £ THY .,
BEEENPTETEZV SO, FH 10mgBE TR, - REBERE - PRESHZSRUOSTET. &

FR0mgBE TREMBR CRGIE ThoTr, FEHRREERMEIL, 77 £ REE65/1435) (45%) .

AFHI10mghER3/1526 (55%) . AAN20mgPEs9/14441 (62%) Th-orc., RRBHEDOTET
THRVWEEHSRBRAKE, 77 ERE10/1436 (7%) . AF10mgHE40/1524 (26%) .
AF20mgFES2/1445) (36%) TH O, ERbL O, 5BF . 77 B REE34361 2%) . &
F10mgBE14/1526 (9%) B UEHR20mgRE15/1440 (10%) . MEWRE (@) : 7T &R
114361 (<1%) . AH10mgiE13/1528] (9%) RUAA20mgEE14/14451 (10%) |, Sk
7T 2 REE/1436] (0%) . FFN10mgHa/1528] (3%) BUEFI20me#Es/ 144 (6%) .
HIEREB : 77 2 RE01435 (0%) . AR10mghE4/15200 (3%) BUFH20mglEe/ 1444
(4%) . BEV : FTERFEVISH (<1%) . AR 10mghEs/ 15261 (3%) RUFA20me
BF4/1440 (3%) . PR . T B AEO1434] (0%) . AA10mgBEC/152 (0%) B UAH
20mgEE3/144651 (2%) . KI%E - 77 EREEO43F (0%) . AFI10megBE3/15280 2%) R
UAFDROmg B0/ 14481 (0%) Thoto, T, LLEROAFERILT T & REE6/1434
(4.2%) . 10mg#¥23/152f (15.1%) . 20mg#E20/144%1 (13.9%) Th -7z,
LLEDIERI D, 10mgl T20mgD W TFRIZEW T O ERBAET29BEEICHT3H
PEDRE ., HEF FAA A3 T7EIZHENTI0mg & 20mg & O THASMICER %%
B EhE, £ WThORABRLEEHEZRF ThHom Lk Ehi,

(18) MIBHRTIRERRWR ODERTBEICBT 2B - - - BEER 17

RRERD ISR R OYDERESRE @40f) 2d4e LT, 2AE (10mg. 20mg :
REEIA) OIHIEREFAESOAPERUCZEEERFT I AN T I ERAR _ES
BRARBMThIE, BT SREIT427H . ITTRSEET4230 . &R
BPIBL394F T o 7o, RIGRIALIRETIRHTH & OB L E . 7E TH70% D BE TIT
MO MRIBFER ST Shir, BB, VAT 7 4 VOEDFIRSA Sh., REEII4
1 ] O B CTHEE6~BEI T dH o 7=,

AT, TEFEEAOBEDERER 27 (UEF) #AEE/PiEgE (EF) A
A 22T (QI~Q5RUQIsMET) DS 12RHBIZHITSA=7 (LOCF) k. ITTHZT
REHTH., T ERE2+07 (B/AIREFHESE, LTRL) . &K 10mgEE153%0.7
B USAOMgH15.3 0.7 Thote, Fio., EEHMNER CHHBERRE,/ BADRTL)
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EU THREOFR] ORFERBEEE TORTIE (%) T, #hFn7 7 RH21.8+34%
109.9+3.3, AHNOmgE46.6 £34% 37.2:£3.3, AF20mghE47.5+3.4K U342£33Th -
o WENROTERMERCEN TS, AFERF T RBICL L TABIERE (p<
0.0001 : N—R 5 A EILESE L LSS 25, AHN0mght & ARH20mghs & ORI
HERER LR Tz, :

ZEWTIL, ECitA ook, EERAFESE. 7RI FHic ks
BIERUMILEE, AF10mgB3 Ml : T X A5, MBMRERE R URIZEAL ., AH20mg
BBl FHC L 38ETHY, 2TARBRREESN:, AEESRBRMER. 77
REES6/14001 (40%) | AAIO0mgRES0/1406 (57%) R UEH20mgiEo6/14781 (65%) T
bol, ARBFROBETCERVWESESRRIAFTL, 77 BARF13/1408 9%) . &4
10mgEEs51/1406] (36%) BRUEA20mgRE73/147#] (50%) THh vy, Ehb ok, LEFEE
(BIED) : 77 BAREE0/1406] (0%) . AF10mgiE26/1406 (19%) K UAAI20meRE31/147
7l 21%) . B : 77 B AREEA1408] (3%) . AR10mgBE21/1408 (15%) K UAEA20mg
BE3/14761 (21%) | B 7T ERE1408] (<1%) . AF10mg#E11/1405] (8%) RV
AF20mgHE 14714788 (10%) . HETRE : 77 ERBE1406] (0%) . FA10mg#Ed/ 14001
(3%) EUAEFR0mgE/147 (5%) . BR : 75 ¥ ABVI406 (<1%) . &F/10mgi¥
214061 (1%) RUAFR0mgs14761 (3%) | BIEIES : 77 R0/ 140 (0%) . £F
10mg®E0/14061 (0%) RUARF20mghEe/14740] (4%} . 8k : 77 ERBE1406 (<1%) |
A7 10mgEE2/ 14061 (1%) B UARF20mgBE4/1475] (3%) . HEV: 77 REE2/1408] (1%) |
AF10mgEE2/1401] (1%) B UAF20mei4/1476] (3%) . B3 : 77 & ARE0/14061 (0%) |
FFN10meE2/14005 (1%) RUAH20mgRE3/1476 2%) ThoTo,

LLEX D 10mgR U20melz 35\ T, BIGMANRIRSWRTHER oBRES I 2850
DR EN & ESh, ITTRIFSERMZBV T, AF10mgEE & 20mgBE OB TITE=ITR
bhizholct&hlk, WTFhoAELAFMIIBHF ThHoT e &N,

(19) ZhRRBAFPOBRR - - - BITEEM—18

DEEELHETIAASHEEE @6ffl) XKL LT, AA2HE (10mg, 20mg : FiE
HED BERSHEOHERERMEVEESEEHRHTIENTT SR ExdRick LizZ

BRI g A ——FEAIThh,

T, EEMAEER THIBREXBM TOTWENCORIE L RO PRER, 7
F R 1255, FA0mel : 17.05 R UARA20me#E : 110 THY . AREX TR
BLEHFERMICERED O 2o, TOBRIZOWT, BEHFR. ARB T2 k
a—nb WHEBEOEEEILHATIEERH T VL Do DITREOWHRE N
ZLRBICRAANL LN, EBE. T ERRER, REICEERIE R UEHERE S
BZ < (449200) Abhizfed LFHRALTWS,

E2HTR, BLARVEELFFFEIA DN R, AEEERBHAE LS 7
REAF, AANOmgE 1661 R SAEFRImgE17H Th o7z, HERBROTETCERVWEESE
RREBFENL, 77 2REE/A60] (9%) . T 10mghE15/4661 33%) RUFA20meiE16/46
#l (35%) THY ., TRLORTERE : 77 B REEV46H] (4%) . AEH10mgRE7/468 (15%)
RUEH20mgiE10/460 (22%) . MEYR B : 75 2 REH0/46f (0%) . FH10mg
BE5/4610 (11%) RUFH20mglE4/464 (9%) . 8k : 77 B RF/A46H (0%) . AF10mg
Ba/4601 (9%) RUKRA20mgiEd/a6f (9%) . HERE 77 R 146601 2%) . &
Fl10mgBE /4651 (2%) RUFRF20mgRE1/4661 2%) . BE : 77 wREkodel (0%) .
FE10mgRE0/4661 (0%) RUFFR0mgRE1/4601 (2%) Th-iz,
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ARB TR R TOPHEIMSER L TEEDHRICE L BEZRIILEEDIC
FEFEHAC B ORRAICEEESZED bRz b Shiz, i, REHIZHWT
IEAEEN0mg & U20megiR I L THE THhORERBRREE R LE L Ehi,

WARER SRR

(20) BHBRERBRD: - - - BEIEEE F—19

HEBELHTIBERE G4 %L LT, 20mg (FHERH) 18 1E6» A M
FE BT AEEERVEFESRIAT A LD -7 RN Thhl, ABRICIZE
NEHIE TERR (RAEEF—11) KEAANOLEEA B ETh TS, RERBILI
B TLIRITH ol BEMMITHSREILS7AF, ITTRITSH &IS58 ThH -7, FH
ik, BREME32%. HEEME25%, BEH43% ThH o7,

B TR, NEFEHEERE R A A v 2 a7 iR 548%24.016.9 (EHESD, LITRLUL) |
BL248#%245270THY . BERRS A0S (%) RO IgEoks (%) X
ENEN4HES62+269K V749 £34.7, H5241B1%878L23. 9K 785300 TH 7=,
WTFhOEEFMEBERICBWTYH, RS4BZICHEEREEEZ L, 4BETLREHER RS
T HDINVERBETH-T & ah,

REMETIE, ECXIH (BR) KREsNP, BREL OBERIEIFEIh:, BE.

BRAEFGIT, 22601 @%) @RESh., BEEPTETERVWSOE3ME (LEAE - D
Eu - FERREEES, LEMAE., BEIEHE - HRE) Thol, OAFFERBBEE L. 256/574
F (45%) TIEBRIEL OFEEMERTE TRV EDIR97/574% (17%) THY  FRBOF
WHEESE, Bm4USTAE (7%) . EFILR (B 38/57481 (7%) B URERS16/57445
(3%) Thot,

BlEDFERLD, 20mgD6 AREIC L), BEMME: 22 X3 RAEESEET DL
hipholkt &hi,

(21) RARGRBO - - - BAEE 20

BERFEAHFL-DEESZ2H T2 5M4E2E (4000 208 & LC.2H & (10mg, 20mg :
HEERA) O1RIE2AERRE BT 2 FOERUREEF BT 280 T, ERREH
TOHERERE BT OREFEER (RAER T —16) 3 &fid “TEERABI{TLL
Foo MBANGNIERD > b, BRFE*FT2DEBEFEREFICBIT 2RHER (BHE
#B& h—16) IKBWTF Z BRI T 5 T IERITEF 1 0mg X i 20me iz Hl v
fFiF i, AF0meglHEE U20mgEE ThoEFICHBIEREFTORAERBRE SN, £2
PERZAT AP G1E328 41, ITTARNT SR AIE328BI Th - 7=, IRERBUIEFE TI9~2.1EIT
Hol,

BT, FEFEEE TH H IR E24BEOUEFEEMEE K A 4 > 2 27 (LOCF) i,
AF20meglE [ [T 2R -ARF20mgl :19.159.5 (EHESD. SFE L) RO [4E20mg
—ZAF|20mg] :20.3%+89] BAFomgH ( [77ER->FA10mgl : 17.7596KV T4
Al10mg—>AR10mg) : 17.819.7) ICHh L THEh ok, EEFBER THLIREUBER OB
#HHE/ TEAORD RN EiE o] i3, RRICEF20mgRE (177 B R>AF20mg) :
65.3:£40.3, 542+408RT* TARF20mg—AAI20mg) : 72.6+39.2, 61.4+41.6) HAH10mg
B (7 FEFR->FF10mg] :55.5£432, 46.8x432K 1 [AH10mg—AEF10mg] : 632
+41.8, 54.0+418) KL TEI-7mi, RLAER TR, ERFEZATIDEREESRE
BT AH0E (REEE F—16) TCORESFAITH o8 ( [HRA10mg—>A& 10mg] &
U TEFR20mg—AFR20mg) ) B7 TR ( 175 R -EHOmgl RO [F5ER-4&
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#l20mgl ) ThoHCHLTEEZR L,

AT, BEHAIH (LHEE) KRS I, BRES oEEIRTE S,
EEABEERIE. (77 ER-FH10mg) 351 : LEFRETRC I, R ERE2E, [
ZER-FF20mgl : (0%) . [FH1Omg—ARM10mg) 66 - MMEFREE 4, LAHEE
. WL, IFsERER 2. T (BEE) 1ERUETHIREIE.  TF520mg—&
Fl20mg) 261 : FHEIC X 281814, DHEEEIGRUCHEERIGTHY. REEELEE
TERVWEERAEERII LA MAFEE) Thok, ATFRRHAGE L. 7757 ¢
F—=FFomgl 215181 41%) . 7R ->KFR20mg] :18/47 (38%) . T[A#|10mg
—AH 10mgl - - 48/1168 (41%) . [RA20mg—ER20mgl : 42/1146] (37%) Thot-,
HRBEROGETESRVWATEERERABL 177 R ->AM10mg) : 6/514] (12%) .
(75 R -AH20mg) :6/47 (13%) . [FA1O0mg—AH10mgl - 11/1166 (9%) . K
F20mg—AF20mg] : 1211451 (11%) THH., ELLOIMEER @@L . 177¢
A-AF0mg) - 15181 Q%) . T75ER->FF20me) :2/47 (4%) . [TH=HF10mg—
AF10mgl : 12711604 (10%) . [&H20mg—AF20mg) : 13114 (11%) . @ : [7
T R—AF0mgl : /S 2%) . 7 TR —FKF20mg) :4/47 0%) . [4F10mg
—A#10mgl : 1011661 (9%) . [AA20mg—AF20mg] : 12/1144 (11%) . B4 .
(752 R-=FF10mg) : 2514 %) . 77 wR-FH20mg) :2/47 4%) . &
All0omg—AF10mg) : 41168 (3%) . [HAAROmg—FH20mg) : 6/114% (5%) RUH
ERE : 177 R-FF0mg] 0514 (0%) . [7FER-=AF20mg] : 1/47 2%) .
[FA10mg—A4#10me) : 5/1164 (4%) . [TAHA20mg—FA20mgl : 6/114f (5%) T
Hot,

PLEX Y, BERFEEETIHEEZICHNT S 10mgR U20mg06 » A MRS CliZekic
MEL AL REEEZRBO LRI ENl,

(22) RHIREHBO® - - - FAEB 21

PDERELFTOBMEEE (10208)) Exgd LT, 2H&E (10mg. 20 mg : FFEEA)
D12y AR (28 BB AR2NROEMELRET 2 AN TESRERITbH
foo BEMERNTRRH 102041, [TTRRHTHREIILI00061TH o7, RERBIILEEH T
AHN 0mgEE2 3B R UAEF20mgB2 4B TH - 7=,

AHME TR, FEFEREE THAEEDERER 27 (IEF) HEZE /i (EF)
FAL A7 (QI~QSRUQIsDET) ORESGBRIIBITZA 27 (RURSHHE.
SOELE, ThENRFHESD) k. T T 10mgi22.6+8.1 (9.6185) RUEH
20meRf23.9+7.7 (10.7£8.1) Thot, i, FTEFMELE THIBEHIR/ HBAORK
) B TR ORE12BEETORIIE (%) AF10mgiEs4.5 128 5K 73,5
+35.6, AF20mglE87.51266K (7891333 Téh o,

EAAMTIE., BT flicls Sh, 1FTESEMT BED) BT Lz, ol
(A#10mgHE) RONEREBROSCEAIETCTHY BBREL OBEESRRETE S LT,
EELFEHSREEMBUT, AR10mgBE3s5/5146 (7%) . AF20mgiE42/5068 (8%) I
BESh, BEESERTETCERVWEERFEERIT. A 10mgi2f] (ETHome14,
FrgieearE L8160 . 2320 mg@16l (CKER) Thoir, BEESREHAEIIAH
10 mgBE318/51440 (62%) . AH20 mehE359/5064 (711%) Thoi-. BEMEOTETE
RVWEEHLEHRMSIL. AH10mgRE182/51461 (35%) . 20mgRE228/5064 (45%) Th
W, Ehb ok, BERE  AFN0mghE70/5145 (14%) | 20mgRE101/50661 (20%) . MmEd:
B AL - AE)10mgBES/S 1461 (11%) . 20meR¥E86/5068 (17%) . &4% - AH10mgh
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38/5141 (7%) . 20mgEEss/50661 (11%) RONEIEAR : A 0mg#E22/5148] (4%) .|
20mg#E31/5068 (6%) Th -7,

LLEDFEREMI G, FFH10mgk U020mgx 120 AF#RE LEBOASEIIBFTHY ., £

MICREE R LY TR LEBLVWHTEL2EGESEZIIFEO st Shi, i,
FRRBESERIARICBWTH+S2AHRERL QO E &N,

2. EEw I —TOEEOHEE
FEEYT L Z |3, BEOREIZOWT, UTOXHIcE b

(1) BEERBBRBREROT —~Z Ry ir—TIonT

1) Complete Clinical Data Package DRIz DT

FA ¥ o ¥ —THiComplete Clinical Data Package DIERRICSWTEIO K 5125 2., BREER

BRANR DRl 21T - 72,

R

BIERER

-1 EE R

ERfEER

X1 -Complete Clinical Data Package

BRERRER

BABERR

HERERR - 778K 10,20, 40mg (k1)

HE - RER SRR
(£:2~ b8 ~38~~~d7 ~50~~62 b-18)

B 2 AR L. - BEGHEREERMAR(I-1)
7 5&#, 10,20, 40mg (F-9.10)

7 AR A ER R . 77

5 10, 20mg 19w n=288 (h-12) =

7Rt EE MR . 75428, 6, 10, 20mg
12w n=601 {k-11)

Bridge

ﬂ-ﬁ<

2) TV w P S oRYEIToNT

ARFERT Y vV T arve 7 Mob ESBETHD, RETR. RAIKET 5/ ER
RT — & ORFA~DIEARIEIZOWT, RIENEEAOHR. 7Y vV 7RARICBI5H

BEUSEDEREFT O Fo L 52\ Ui,
OREMER

35

7 AVD - FSERAHBOETHRHERE : S 5EN,
5 10,20mg 6M n=805 {h-13)

a—nys s I ERHBEERLEERR 7R,
5,10, 20mg LT 7 £ 50mEg 12w n=845 (h-14)

2. 5mgDFH RN OLDOT S ER B ETREERE
F5 i, 2.5mg, 5mg 12w n=525 {}-15)

ERATFTA3HEREBELHRL L7 7 et B THE
RIER 75 10me 20mg 13w n=452 (}-16)

BRI RSRRENZOSEREERS RS E LTI &R
MR OEEIRHEERE « 75 ¥4, Smg, 10mg, 20mg, 12w,
n=440( k-17)

OA—7 - BE20mg, 6M, n=574 ( ~-19)
OFERFEHHRE TSR 0mg, 20mg, 24w, n=340 ( h-20)
@-EEHREEFE 10mg, 20mg, 52w, n=1020 {}-21)
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PEESOESICEL. BETR, A1 VRFrREE HEDF ¥ ADT5% L ET,
HERATS5 DI ARTREE AR & 0] (Masters, Johnson, 1970) . AT ADIC+
FRRPFERB oA/, DEBEFRTERVLDOLEAVRTRAET I AET,
BIRS. BITHERBO L 5 2HBEESEROXNO L5 R REEEIL i E D20

(Smith, 1981) Z L EEIN, ARTLINLEZEEBIA VRT VAFES FRE AR
BES) 2k (AU RF 2L, BRI EDRSERE SRRV DR RN
ITZ7VIREBE FE L, BEHAEOT v AOT3% L EeHZRITLAVREBEST S &
EWbLRTWVWS, . SHIE-SVWTIRZOREERICL Y, B, o RF A, B
A VRTF VR, BEEAVRT VA, FOROA VRTUARLGEER TN, 28,
AT ALV HBRECKRTER SN ol DIz, RETH AARNEERS
DABEZERERSIIBVWTINE [FREET] L322 LARDoNTND, HERFORREK
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1. NAME OF THE MEDICINAL PRODUCT

LEVITRA 5 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 3 mg vardenafil (as hydrochloride trihvdrate)

For excipients, see 6.1

3. PHARMACEUTICAL FORM
Film-coated tablet

Orange round tablets marked with the BAYER-cross on one side and 3 on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications -

Treatment of erectile dysfunction, which s the inability 1o achieve or maintain a penile erection
sufficient for satisfactory sexual perfformance.

In order for LEVITRA to be effective. sexual stimnlation is required.
LEVITRA is not indicated for use by women.

4.2 Posology and method of administration

Oral use.

Adult men

The recommended dose is 10 mg taken as needed approximately 25 to 60 minutes before sexual

. activity. Based on efficacy and tolerability the dose may be increased to 20 mg or decreased to 5 mg,
The maximum recommended dose is 20 mg. The maximum recommended dosing frequency is once
per day. LEVITRA can be taken with or without food. The onset of activity may be delayed if taken

with a high fat meal (see Section 5.2}

Elderly men

Since vardenafil clearance is reduced i elderly patients (see Section 5.2) a first dose of 5 mg should

be used. Based on efficacy and tolerability the dose may be increased to 10 mg and 20 mg.
Children and adolescents
LEVITRA is not indicated for individuals below 18 years of age.

Use in patients with impaired hepatic function

P62



A starting dose of 3 mg should be considered in patients with mild and moderale hepatic impairment
(Child-Pugh A-B).Based on tolerability and efficacy, the dose may be increased to 10 mg and then
20 mg (see section 5.2).

Use in patients with impatred renal function

No dosape adjustment is required in patients with mild to moderate renal impairment.

In patients with severe renal impairment (creatinine clearance < 30 ml/min), a starting dose of 5 mg
should be considered. Based on tolerability and efficacy the dose may be increased to 10 mg and
20 mg.

Use in patients using other medicinal products .

When used in combination ‘with the CYP 3A4 mhibitor erythromycin, the dose of vardenafil shonld
not exceed 5 mg (see Section 4.5).

4.3 Contraindications

The coadministration of vardenafi] with nitrates or nitric oxide donors (such as amy} nitrite) in any
{orm is contraindicated (see Section 4.5 and 5.1).

Agents for the treatment of erectile dysfunction should generally not be used in men for whom sexual
activity 1s inadvisable (e.g. patients with severe cardiovascular disorders such as vunstable angina or
severe cardiac failure [New York Heart Association IH or TV]).

The safety of vardenafil has not been studied in the following sub-groups of patients and its use is
therefore contraindicated until further information is available: severe hepatic impairment {Child-Pugh
C), endstage renal disease requiring dialysis, hypotension (blood pressure <90/50 mmHg), recent
history of stroke or myocardia) infarction (within the last 6 months), unstable angina and known
hereditary retinal degenerative disorders such as retinitis pigmentosa.

Concomitant use of vardenafil with potent CYP3A4 inhibitors (nitonavir, indinavir, ketoconazole and
itraconazole (oral form)) is contraindicated i men older than 75 years.

Hypersensitivity to vardenafil or to any of the excipients.
4.4 Special warnings and specizal precautions for use

A medical history and physical examination should be underiaken to diagnose erectile dysfunction and
determine potential underlying causes, before pharmacological treatment is considered.

Prior to initiating any treatment for erectile dysfunction, physicians should consider the cardiovascular
status of their patients, since there is a degree of cardiac risk associated with sexual activity (see
Section 4.3). Vardenafil has vasodilator properties, resulting in mild and transient decreases in blood
pressure (see Section 5.1).

Agents for the treatment of erectile dysfunction should be used with caution in patients with
anatomical deformation of the penis (such as angulation, cavernosal fibrosis or Peyronie’s disease), or
in patients who have conditions which may predispose them to priapism {such as sickle cell anaemia,
multiple myeloma or leukaemia).

The safety and efficacy of combinations of vardenafil with other treatments for erectile dysfunction
have not been studied. Therefore the use of such combinations is not recommended.
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The concomilant use of vardenafil with alpha-blockers may lead to symptomatic hvpotension in some
patients, Unti farther information is available, the concomitant use of vardenafil and alpha-blockers is
not recommended.

Concomitant use of vardenafil with potent CYP 3A4 inhibitors (ritonavir, indinavir, itraconazole and
ketoconazale (oral form}) should be avoided as very high plasma concentrations of vardenafil are
reached if the drugs are combined (see Section 4.5 and 4.3). :

Vardenafil dose adjustment might be necessary if the CYP 3A4 inhibitors, erythromycin, is given
concomitantly (see Section 4.5 and Section 4.2).

Concomitant intake of grapefruit juice is expected to increase the plasma concentrations of vardenafil,
The combination should be avoided (see Section 4.5).

Vardenafil has not been studied in patients with spinal cord injury or other CNS disease, hypoactive
sexual desire and in patients who have undesgone pelvic surgery (except nerve-sparing
prostatectomy), pelvic trauma or radiotherapy.

In vitro studies with human platelets indicate that vardenafil has no antiaggregatory effect on its own,
but at high (super-therapeutic) concentrations vardenafil potentiates the antiaggregatory effect of the
nitric oxide donor sodium nitroprusside. In humans, vardenafii had no effect on bleeding time alone or
in combination with acetylsalicyclic acid (see section 4.5}. There 1s no safety information available on
the administration of vardenafil to patients with bleeding disorders or active peptic ulceration.
Therefore vardenafil should be administered to these patients only afier careful benefit-risk
assessment,

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on vardenafil

Invitro studies:

Vardenafil is metabolised predominantly by hepatic enzymes via cytochrome P450 (CYP) isoform
3A4, with some contribution from CYP3AS5 and CYP2C isoforms. Therefore, inhibitors of these
1soenzymes may reduce vardenafil clearance.

Invivo studies:

Co-administration of the HIV protease inhibitor indinavir (800 mg 1.1.d.}, a potent CYP3A4 inhibitor,
with vardenahl (10 mg) resulted in a 16-fold increase in vardenafi]l AUC and a 7-fold increase in
vardenafil Cpax. At 24 hours, the plasma levels of vardenafil had fallen to approximately 4% of the
maximum vardenafil plasma level (Cp.x} (see Section 4.4).

Co-administration of ketoconazole {200 mg), a potent CYP3A4 inhibitor, with vardenafil (5 mg)
resulted in a 10~fold increase in vardenafil AUC and a 4-fold increase in vardenafil C,. (see Section
4.4).

Although specific interaction studies have not been conducted, the concomitant use of other potent
CYP3A4 inhibitors (such as itraconazole or ritonavir) can be expected to produce vandenafil plasma
levels comparable to those produced by ketoconazole and indinavir. Concomitant use of vardenafil
with potent CYP 3A4 inhibitors (Htonavir, indinavir, itraconazole and ketoconazole (oral form))
should be avoided (see Section 4.4).

Co-administration of erythromycin (500 mg t.i.d.}, a CYP3A4 inhibitor, with vardenafil (5 mg)
resulted in a 4-fold increase in vardenafil AUC and a 3-fold increase in Cpax. When used in
combination with erythromycin, vardenafil dose adjustment might be necessary (see Section 4.2 and

4
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Section 4.4). Cimetidine (400 mg b.1.d.), a non-specific cviochrome P450 inhibitor, had no effect on
vardenafil AUC and C., when co-administered with vardenafil (20 mg) to healthy volunteers.

Grapeftuit juice being a weak inhibitor of CYP3A4 gut wall metabolism, may give rise to modest
increases in plasma levels of vardenafil (see Section 4.4).

The pharmacokinetics of vardenafll (20 mg) was not affected by co-administration with the
H2-antagonist ranitiding (150-mg-b.i.d.), digoxin, warfarin, glibenclamide, alcohol (mean maximum
blood alcohal level of 73 mg/dl) or single doses of antacid (magnesium hvdroxide/aluminium
hydroxide).

Although specific interaction studies were not conducted for all medicinal products, population
pharmacokinetic analysis showed no effect on vardenafil pharmacokinetics of the following
concomitant medicinal products: acetylsalicylic acid, ACE-inhibitors, beta-blockers, weak CYP 3A4
inhibitors, diuretics and medications for the freatment of diabetes (sulfonylureas and metformin).

Effects of vardenafil on other medicinal products

There are no data on the interaction of vardenafil and non-specific phosphodiesterase inhibitors such
as theophylline or dipyridamole.

In vivo studies:

No potentiation of the blood pressure lowering effect of sublingual nitroglycenn (0.4 mg) was
observed when vardenafil {10 mg) was given at varying time intervals (1 h to 24 h) prior to the dose of
nitroglycerin in a stedy in 18 healthy male subjects. However, there is no information on the possible
potentiation of the hypotensive effects of nitrates by vardenafil in patients, and concomitant use is
therefore contraindicated (see Section 4.3).No significant interactions were shown when warfarin

(25 mg), which is metabolised by CYP2C9, or digoxin (0.375 mg) was co-administered with
vardenafil (20 mg). The relative bioavailability of glibenclamide (3.5 mg) was not affected when co-
administered with vardenafil (20 mg). In a specific study, where vardenafil (20 mg}) was co-
administered with slow release nifedipine (30 mg or 60 mg) in hypertensive patients, there was an
additional reduction on supine systolic blood pressure of 6 mmHg and supine diastolic blood pressure
of 5 mmHg accompanied with an increase in heart rate of 4 bpm.

When vardenafil (20 mg) and alcohol {mean maxtmum blood alcohol fevel of 73 mg/dl) were taken
together, vardenafil did not potentiate the effects of alcohol on blood pressure and heart rate and the
pharmacokinetics of vardenafil were not altered.

Vardenafil (10 mg) did not potentxate the increase in bleedmg time cansed by acetylsahcyhc acid
(2x 81 mg).

4.6  Pregnancy and lactation
LEVITRA is not indicated for use by women.
4.7 Effects on ability to drive and use machines

As dizziness and abnormal vision have been reported in clinical trials with vardenafil, patients should
be aware of how they react to LEVITRA, before driving or operating machinery.

4.8 Undesirable effects
Over 3750 patients have received LEVITRA in clinical trials. The adverse reactions were generally

transient and mild to moderate in nature, The most commonly reported adverse drug reactions
‘pecurring in 2 10% of patients are headache and flushing.
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The following adverse reactions have been reported in clinical trials:

Body System Yery Common Common Uncommon Rare :
(= 10%]) (>1% < 16%) (Z01%<1%)* | (=001%<
0.1%)*
Digeshve Dyspepsia
Nausea
Nervous System Dizziness Hypertonia
Cardiovascular Flushing Hypertension Hypotension
Syncope
Respiratory Rhinitis
Body as a Whole | Headache Photosensitivity
reaction
Special senses Abnomal vision
Urogenital Erectile
disturbance

*For adverse reactions reported in <1% of patients, only thoss which warrant special attention,
becanse of their possible association with serious disease states or of otherwise clinical relevance, and
which have been reported in >2 cases are listed. )

In addition, two cases of pnapism have been observed in a Phase | clinical study with 40 mg
vardenafif (twice the maximum recommended dose).

in a study evaluating visual function with tvice the maximum recommended dose of vardenafil, some
patients were found to have mild and transient impairment of colour discnmination in the blue/green
range and in the purple range one hour after dosing. These changes had improved by six hours and no
changes were present at 24 hours. The majority of these patients had no subjective visual symptoms.

Serious cardiovascular events, including cerebrovascular haemorrhage, myocardial infarction, sudden
cardiac death, transient ischeamic attack and ventnicular arrthythmia have been reported post marketing
in temporal association with another medicinal product in this class.

4.9 Overdose

In single dose volunteer studics, doses up to and including 80 mg per day were tolerated without
exhibiting serious adverse reactions.

When vardenafil was administered in higher doses and more frequently than the recommended dosing
regimen (40 mg b.i.d.) cases of severe back pain have been reported. This was not associated with any
muscle or neurological toxicity.

In cases of overdose, standard supportive measures should be adopted as required. Renal dialysis is
oot expected o accelerate clearance, as vardenafil is highly bound to plasma proteins and not
significantly eliminated in the urine.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Medicinal product used in erectile dysfunction, ATC code: G04B E09
Vardenafil is an oral therapy for the improvement of erectile function in men with erectile dysfunction,

‘In the natural setting, i.e. with sexual stimulation it restores impaired erectile function by increasing
bloed flow to the penis,
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Penile erection is a haemodynamic process. During sexual stimulation, nitric oxide is released. It
activates the enzyme guanylate cyclase, resulting in an increased level of cyclic guanosine
monophosphate {cGMP) in the corpus cavernosum. This in turn results in smooth muscle relaxation,
allowing increased inflow of blood into the penis. The level of cGMP is regulated by the rate of
synthesis via guanylate cyclase and by the rate of degradation via cGMP hydroly sing
phosphodiesterases (PDESs).

Vardenafil is a potent and selective inhibitor of the cGMP specific phosphodiesterase type 5 (PDES),
the most prominent PDE in the human corpus cavernosum. Vardenafi] potently enhances the effect of
endogenous nitric oxide in the corpus cavernosum by inhibiting PDES. When nitric oxide is released
in response to sexual stimulation, inhibition of PDES by vardenafil results in increased corpus
cavernosum levels of cGMP. Sexual stimulation is therefore required for vardenafil to produce its
beneficial therapeutic effects.

In vitro studies have shown that vardenafil is more potent on PDES5 than on other known
phosphodiesierases (>15-fold relative to PDE6, >130-fold relative to PDEI, >300-fold relative to
PDE11,-and >1000-fold relative to FDE2, PDE3, PDE4, PDE7, PDES, PDE? and PDELQ).

In a penile plesthysmography (RigiScan) study, vardenafil 20 mg produced erections considered
sufficient for penetration (60% rigidity by RigiScan) in some men as early as 15 minutes after dosing,
The overall response of these subjects to vardenafil became statistically significant, compared to
placebo, 25 minutes after dosing.

Vardenafil causes mild and transient decreases in blood pressure which, in the majority of the cases,

do not translate into clinical effects. The mean maximum decreases in supine systolic blood pressure
following 20 mg and 40 mg vardenafil were — 6.9 mmHg under 20 mg and — 4.3 mmHg under 40 mg
of vardenafil, when compared to placebo. These effects are censistent with the vasodilatory effects of
PDES —inhibitors and are probably due to increased cGMP Jevels in vascular smooth muscle cells.
Single and multiple oral doses of vardenafil up to 40 mg produced no clinically relevant changes in the
ECGs of normal male volunteers.

Further information on clinical frials

In clinical studies vardenafi] was administered 1o over 3750 men with erectile dysfunction (ED) aged
18 - 89 years, many of whom had multiple co-morbid conditions. Over 1630 patients have been treated
with LEVITRA for six months or longer. Of these, over 730 have been treated for one year or longer.
The following patient groups were represented: elderly (22%), patients with hypertension (35%),
diabetes mellitus (29%), ischaemic heart disease and other cardiovascular diseases (7%), chronic
pulmonary disease {5%), hyperlipidaemia (22%), depression (5%), radical prostatectomy (9%). The
following proups were not well represented 1n clinical trals: elderly (>75 years, 2.4%), and patients
with certain cardiovascular conditions (see Section 4.3). No clinical studies in spinal cord injury or
other CNS diseases, patients with severe renal or hepatic impairment, pelvic surgery (except
nerve-sparing prostateclomy) or trauma or radiotherapy and hypoactive sexual desire or penile
anatomic deformities have been performed.

Across the pivotal trials, treatment with vardenafi] resulted in an improvement of erectile function
compared to placebo. In the small number of patients who attempted intercourse up 1o four to five
hours after dosing the success rate for penetration and maintenance of erection was consistently
preater than placcbo.

In fixed dose studies in a broad population of men with erectile dysfunction, 68% (3 mg), 76%
(10 mg) and 80% (20 mg) of patients experienced successful penetrations (SEP 2) compared to 49%
on placebo over a three month study period. The ability to maintain the erection (SEP 3} in this broad
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ED population was given as 53% (5 mg), 63% (10 mg) and 63% (20 mg) compared to 29% on
placebo.

In pooled data from the major efficacy trials, the proportion of patients expeniencing successful
penetration on vardenafil were as follows: psychogenic erectile dysfunction (77-87%), mixed erectile
dysfunction {69-83%), organic erectile dysfunction (64-75%), elderly (52-75%), ischaemic heart
disease (70-73%), hyperlipidemia (62-73%), chronic pulmonary disease (74-78%), depression
(59-69%%), and patients concomitantly treated with antihypertensives (62-73%]).

In a clinical trial in patients with diabetes mellitus, vardenafil significantly improved the erectile
function domain score, the abilityto obtain and maintain an erection long enough for successful
intercourse and penile rigidity compared to placebo at vardenafil doses of 10 mg and 20 mg. The
response rates for the ability to obtain and maintain an erection was 61% and 49% on 10 mg and 64%
and 54% on 20 mp vardenafil compared to 36% and 23% on placebo for patients who completed three
months treatment. .

In a clinical trial in patients post-prostatectomy patients, vardenafi] significantly improved the erectile
function domain score, the ability to ‘obtain and maintain an erection long enough for successful
intercourse and penile rigidity compared to placebo at vardenafil doses of 10 mg and 20 mg. The
response rates for the ability to obtain and maintain an erection was 47% and 37% on 10 mg and 48%
and 34% on 20 mg vardenafil compared to 22% and 10% on placebo for patients who completed three
months treatment.

The salety and efficacy of vardenafil was maintained in long term studies.

5.2 Pharmacokinetic properties

Absorption

Vardenafil is rapidly absorbed with maximum observed plasma concentrations reached in some men
as early as 15 minutes after oral administration. However, 90% of the time, maximum plasma
concentrations are reached within 30 to 120 minutes (median 60 minutes) of oral dosing in the fasted
state. The mean absolute oral bioavailability is 15 %. After oral dosing of vardenafil AUC and Cpae
increase almost dose proportionally over the recommended dose range (5 — 20 mg).

When vardenafil is taken with a high fat meal {(containing 57% fat), the rate of absorption is reduced,
with an increase in the median t,e of 1 hour and a mean reduction in C.x of 20%. Vardenafil AUC is
not affected. After a meal containing 30% fat, the rate and extent of absorption of vardenafil (tzax, Crax
and AUC) are unchanged compared to administration under fasting conditions.

Distribution

The mean steady state volume of distribution for vardenafil is 208 1, indicating distribution into the
tissues. Vardenafil and its major circulating metabolite (M1) are highly bound to plasma proteins
(approximately 95% for vardenafil or M1}. For vardenafil as well as M1, protein binding is

independent of total drog concentrations.

Based on measnrements of vardenafil in semen of healthy subjects 20 minutes after dosing, not more
than 0.00012% of the administered dose may appear in the semen of patients.

Metabolism

Vardenafil is metabolised predominantly by hepatic metabolism via cytochrome P450 (CYP) iseform
3 A4 with some contribution from CYP3AS5 and CYP2C isoforms.
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In humans the one major circulating metabolite (M1) results from desethylation of vardenafil and is
subject to further metabolism with a plasma elimination half life of approximately 4 hours. Parts of
M1 are in the form of the glucuronide in systemic circulation. Metabolite M1 shows a
phosphodicsierase selectivity profile similar to vardenafil and an i vitre potency for
phosphodiesterase type 5 of approximately 28% compared to vardenafil, resulting in an efficacy
contribution of about 7%.

Elimination

The total body clearance of vardenafil is 56 1/h with a resultant terminal half life of approximately 4-3
hours. After oral administration, vardenafil is excreted as metabolites predominantly in the faeces
(approximately 91-95% of the administered dose) and to a lesser extent in the urine (approximately
2-6% of the administered dose).

Pharmacckinetics in special patient groups

Elderly
Hepatic clearance of vardenafil in healthy elderly volunteers (65 years and over) was reduced as

compared to healthy younger volunteers (18 - 45 years). On average elderly males had a 52% higher
AUC, and a 34% higher C, than younger males (see Seciion 4.2),

Renal insufficiency
In volunteers with mild fo moderate renal impairment (creatinine clearance 30 — 80 ml/min), the

pharmacokinetics of vardenafil were similar to that of a normal renal function control group. In
volunieers with severe renal impairment (creatinine clearance < 30 ml/min} the mean AUC was
increased by 21% and the mean G, decreased by 23%, compared to volunteers with no renal
impairment. No statistically significant correlation was observed between creatinine clearance and
vardenafil exposure (AUC and C,...) (see Section 4.2). Vardenafil pharmacokinetics have not been
studied in patients requiring dialysis (see section 4.3).

Hepatic insufficiency
In patients with mild to moderate hepatic impairment (Child-Pugh A and B), the clearance of

vardenafil was reduced in propertion to the degree of hepatic impairment. In patients with mild hepatic
impairment (Child-Pugh A), the mean AUC and C,.x increased 17% and 22% respectively, compared
10 healthy control subjects. In patients with moderate impairment (Child-Pugh B), the mean AUC and
Chax increased 160% and 133% respectively, compared to healthy control subjects (see Section 4.2).
The pharmacokinetics of vardenafil in patients with severely impaired hepatic fanction (Child-Pugh C)
have not been studied (see Section 4.3).

5.3 Preclinical safety data

Preclinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, toxicity to reproduction.
6. PHARMACEUTICAL PARTICULARS

6.1  List of excipients

Tablet core;

Crospovidone,

Magnesium Stearate,

Microcrystaliine cellulose,
Silica, colloidal anhydrous.
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Film coat:

Macrogol 400,

Hypromellose,

Titamium dioxide (E171),

Fertic oxide yellow (E172),

Ferric oxide red (E172)

6.2 Incompatibilities

Not applicabls.

6.3 Shelflife

3 years

6.4  Special precantions for storage -
No special precautions for storage.

6.5 Nature and contents of container
PP/Aluminium foil blisters in carlons of 2, 4, 8 and 12 tablets,
Not all pack sizes may be marketed.

6.6 Instructions for use and handling

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Bayer AG,

D-51368 Leverkusen,
Germany :

8. MARKETING AUTHORISATION NUMBER(S)
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT
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1. NAME OF THE MEDICINAL PRODUCT

LEVITRA 10 mg film-coated tablats

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
" Each tablet contains 10 mg vardenafil (as hydrochloride trihydrate)

For excipients, see 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet

Crange round tablets marked with the BAYER-cross on ong side and 10 on the other side.

4.  CLINICAL PARTICULARS
41 Therapeutic indications

Treatment of erectile dysfunction, which is the inability te achieve or maintain a penile erection
sufficient for satisfactory sexual performance.

In order for LEVITRA to be effective, sexual stimulation is required.

LEVITRA is not indicated for nse by women,

42 Posology and method of administration

Oral use.

Adult men

The recommended dose is 10 mg taken as needed approximately 25 to 60 minutes before sexual
activity. Based on efficacy and tolerability the dose may be increased to 20 mg or decreased to 5 mg.
The maximum recommended dose is 20 mg. The maximum recommended dosing frequency is once

per day, LEVITRA can be taken with or without food. The onset of activity may be delayed if taken
with a high fat meal (see Section 5.2).

Elderly men

Since vardenafil clearance is reduced in elderly patients (see Section 5.2) a first dose of 5 mg should
be used. Based on efficacy and tolerability the dese may be increased to 10 mg and 20 mg.

Children and adolescents

LEVITRA is not indicated for individuals below 18 years of age.

Use 1 patients with impaired hepatic fanction

A starling dose of 5 mg should be considered in patients with mild and moderate hepatic impairment
(Child-Pugh' A-B).Based on tolerability and efficacy, the dose may be increased to 10 mg and then
20 mp {see section 5.2).

"
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Use in patients with impaired rena! function
No dosage adjustment is required in patients with mild to moderate renal impairment.

In patients with severe renal impairment {creatinine clearance <30 ml/min), a starting dose of 5 mg
should be considered. Based on tolerability and efficacy the dose may be increased to 10 mg and
20mg.

Use in patienis nsing other medicinz] products

When used in combination with the CYP 3A4 inhibator erythromycin, the dose of vardenafil should
not exceed 5 mg (see Section 4.5).

4.3  Contraindications

The coadministration of vardenafil with nitrates or nitne oxide donors (such as amyl nitrite) in any
form is contraindicated (see Section 4.3 and 5.1).

Agents for the treatment of erectile dysfunction should generally not be used in men for whom sexuval
activity is inadvisable (e.g. patients with severe cardiovascular disorders such as unstable angina or
severe cardiac failure [New York Heart Association III or IV]).

The safety of vardenafil has not been studied in the following sub-groups of patients and its use is
therefore contraindicated until further information is available: severe hepatic impairment (Child-Pugh
C), endstage renal disease requiring dialysis, hypotension (blood pressure <90/50 mmHg), recent
history of stroke or myocardial infarction (within the last 6 months), unstable angina and known
hereditary retinal degenerative disorders such as relinitis pigmentosa.

Concomitant use of vardenafil with potent CYP3A4 inhibitors (ritonavir, indinavir, ketoconazole and
itraconazele (oral form)) is contraindicated in men older than 75 years.

Hypersensitivity to vardenafil or 1o any of the excipients,
4.4 Special warnings and special precautions for use

A medical history and physical examination should be undertaken to diagnose erectile dysfunction and
determine potential underlying causes, before pharmacological treatment is considered.

Prior to initiating any treatment for erectile dysfunction, physicians should consider the cardiovascular
status of their patients, since there is a degree of cardiac risk associated with sexual activity (see
Section 4.3). Vardenafil has vasodilator properties, resulting in mild and transient decreases in blood
pressure (see Section 5.1).

Apents for the treatment of erectile dysfunction should be used with caution in patients with
anatomical deformation of the penis (such as angulation, cavernosal fibrosis or Peyronie’s dis;ease), or
in patients who have conditions which may predispose them to pnaplsm {such as sickle cell anaemia,
multiple myeloma or leukaemia).

The safety ard efficacy of combinations of vardenalil with other treatments for erectile dysfunction
have not been studied. Therefore the use of such combinations is not recommended.

The concomitant use of vardenall with alpha-blockers may lead to symptomatic hypotension in some
patients. Until further information 1s available, the concomitant use of vardenafil and alpha-blockers is
nol recommended.

12
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Concomitant use of vardenafi] with potent CYP 3A4 inhibitors (nfonavir, indinavir, itraconazole and
ketoconazole (oral form)) should be avoided as very high plasma concentrations of vardenafil are
reached if the drugs are combined (see Section 4.3 and 4.3).

Vardenafil dose adjustment might be necessary if the CYP 3A4 inhibitors, erythromycin, is given
concomitantly (see Section 4.3 and Section 4.2).

Concomitant intake of grapefruit juice 15 expected to increase the plasma concentrations of vardenafil.
The combination should be avoided (see Section 4.53),

Vardenafil has not been studied in patients with spinal cord mjury or other CNS disease, hypoactive
"sexual desire and in patients who have undergone pelvie surgery (except nerve-sparing
prostatectomy), pelvic tranma or radiotherapy.

In vitro studies with human platelets indicate that vardenafil has no antiaggregatory efiect on its own,
but at high (super-therapeutic) concentrations vardenafil potentiates the antiaggregatory effect of the
nitric oxide donor sodium nitroprusside. In hiumans, vardenafil had no effect on bleeding time alone or
in combination with acetylsalicyclic acid (see section 4.5). There is no safety information available on
the administration of vardenafl fo patients with bleeding disorders or active peptic ulceration.
Therefore vardenafil should be administered to these patients only after careful benefit-risk
assessment.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on vardenafil

Invitro studies:

Vardenafil is metabolised predominantly by hepatic enzymes via cytochrome P450 (CYP) isoform
3 A4, with some contribution from CYP3AS and CYP2C isoforms. Therefore, inhibitors of these
isoenzymes may reduce vardenafil clearance.

Invivo studies:

Co-administration of the HIV protease inhibitor indinavir (800 mg t.i.d.), a potent CYP3A4 inhibitor,
with vardenafil (10 mg) resulted in a 16-fold increase in vardenafil AUC and a 7-fold increase in
vardenafi] Cpox. At 24 hours, the plasma levels of vardenafil had fallen to approximately 4% of the
maximum vardenafil plasma level (Cp,y) (see Section 4.4).

Co-administration of ketoconazole {200 mg), a potent CYP3A4 ixihibitqr, with vardenafi] (5 mg)
resulted in a 10-fold increase in vardenafil AUC and a 4-fold increase in vardenafil C,,, (see Section
443,

Although specific interaction studies have not been conducted, the concomitant use of other potent
CYP3A4 inhibitors (such as itraconazole or ritonavir) can be expected to produce vardenafil plasma
levels comparable to those produced by ketoconazole and indinavir. Concomitant use of vardenafil
with potent CYP 3 A4 inhibitors (ritonavir, indinavir, itraconazole and ketoconazole (oral form))
should be avoided (see Section 4.4).

Co-administration of erythromycin (500 mg t.i.d.), a CYP3A4 inhibitor, with vardenafi} (3 mg)
resulted in a 4-fold increase in vardenafil AUC and a 3-fold increase in Crax. When used in
combinaticn with erythromyecin, vardenafil dose adjustment might be necessary (see Section 4.2 and
Section 4.4}, Cimetidine (400 mg b.i.d.}, a non-specific cytochrome P450 inhibitor, had no effect on
vardenafil AUC and Cpe: when co-administered with vardenafil (20 mg) to healthy volunteers.

i3
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. Grapefruat juice being a weak inhibitor of CYP3A4 gut wall inetabolism, may give rise to modest
increases in plasma levels of vardenafil (see Section 4.4).

The pharmacokinetics of vardenafil (20 mg) was not affected by co-admuinistration with the
H2-antagonist ranitiding (150-mg-b.1.4.), digoxin, wartfarin, glibenclamide, 2lcohol (mean maximum
blood alcohol level of 73 me/dl) or single doses of antacid (magnesium hydroxide/alumininm -
hydroxide}).

Although specific interaction studies were not conducted for all medicinal products, population
pharmacokinetic analysis showed no effect on vardenafil pharmacckinetics of the following
concomitant medicinal products: acetylsalicylic acid, ACE-inhibitors, beta-blockers, weak CYP 3A4
inhibitors, diuretics and medications for the treatment of diabetes (sulfonylureas and metformin).

Effects of vardenafil on other medicinal products

There are no data on the interaction of vardenafil and non-specific phosphodiesterase inhibitors such
as theophylline or dipyridamole.

In vivo studies:

No potentiation of the blood pressure lowering effect of sublingual nitroglycenin (0.4 mg) was
observed when vardenafil (10 mg) was given at varying time intervals (I h to 24 h) prior to the dose of
nitroglycerin in a study in 18 healthy male subjects. However, there is no information on the possible
potentiation of the hypotensive effects of mtrates by vardenafil in patients, and concomitant use is
therefore contraindicated (see Section 4.3) No significant interactions were shown when warfarin

(25 mp), which 1s metabolised by CYP2C9, or digoxin (0.375 mg) was co-administered with
vardenafil (20 mg). The relative bioavailability of glibenclamide (3.5 mg} was not affected when co-
administered with vardenafil (20 mg). In a specific study, where vardenafil (20 mg} was co-
administered with slow release nifedipine (30 mg or 60 mg) in hypertensive patients, there was an
additional reduction on supine systolic blood pressure of 6 mmHg and supine diastolic blood pressure
of 5 mmHg accompanied with an increase in heart rate of 4 bpm.

‘When vardenafil (20 mg) and alcohol (mean maximum blood alcohol level of 73 mg/dl) were taken
together, vardenafil did not potentiate the effects of alcohol on blood pressure and heart rate and the
pharmmacokinetics of vardenafil were not altered.

Vardenafil (10 mg) did not potentiate the increase in bleeding time caused by acetylsalicylic acid
(Zx &1 mg).

4.6  Pregnancy and lactation
LEVITRA is not indicated for use by women.
4.7 Elffects on ability to drive and use machines

As dizziness and abnormal vision have been reported in clinical trials with vardenafil, patients should
be aware of how they react to LEVITRA, before driving or operating machinery.

48 Undesirable effects
Over 3750 patients have received LEVITRA in clinical trials. The adverse reactions were generally
transient and mild 1o moderate in nature. The most commonly reporied adverse drug reactions

occurring in > 10% of patients are headache and flushing.

The following adverse reactions have been reported in clinical tnals:
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Body System Very Common Common Uncommon Rare
(= 10%) 1% < 10%) 01%<1%)* | 0.01% <
01%)*
Digestive Dyspepsia
Nausea
Nervous Svstem Dizziness Hypertonia
Cardiovasonlar Flushing Hypertension Hypotension
Syncope
Respiratory Rhinitis
Body as a Whole | Headache Photosensitivity
reaction
Special senses Abngrmal vision
Urogenital Erectile
disturbance

*For adverse reactions reported in <1% of paticnts, only those which warrant special attention,
because of their possible association with serions disease states or of otherwise clinical relevance. and
which have been reported in >2 cases are listed.

In addition, two cases of priapism have been observed in a Phase I clinical study with 40 mg
vardenafil {twice the maximutn recommended dose).

In a study evaluating visual function with twice the maximum recommended dose of vardenafil, some
patients were found to have mild and transient impairment of colour discrimination in the blne/green
range and in the purple range one hour after dosing. These changes had improved by six hours and no
changes were present at 24 hours. The majority of these patients had no subjective visual symptoms.
Serious cardiovascular events, including cerebrovascular haemorrhage, myocardial infarction, sudden
cardiac death, fransient ischeamic atiack and ventricular arthythmia have been reported post marketing
in femporal association with another medicinal product in this class.

4.9 Overdose

In single doss volunteer studies, doses up to and including 80 mg per day were tolerated without
exhibiting serious adverse reactions.

‘When vardenafil was administered in higher doses and more frequently than the recommended dosing
regimen (40 mg b.1.d.} cases of severe back pain have been reported. This was not associated with any
muscle or neurological toxicity.

In cases of overdose, standard supportive measures should be adopted as required. Renal dialysis is
not expected to accelerate clearance, as vardenafil is highly bound to plasma proteins and not
significantly eliminated in the urine.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapentic group: Medicinal product used in erectile dysfunction, ATC code: G04B E09
Vardenafil is an oral therapy for the improvement of erectile function in men with erectile dysfunction.

In the natural setting, i.e. with sexual stimulation it restores impaired erectile function by increasing
blood flow to the penis.
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Penile erection is a haemodynramic process. During sexual stimulation, nitric oxide is released. It
activates the enzyme guanylate cyclase, resulting in an increased level of eyclic guanosine
monophosphate (cGMP) in the corpus cavemosum. This in tum results in smooth muscle relaxation,
allowing increased inflow of blood into the penis. The level of ¢cGMP is regulated by the rate of
synihesis via guanylate cyclase and by the rate of degradation via cGMP hydrolysing
phosphodiesterases (PDEs).

Vardenafil is a potent and selective inhibitor of the cGMP specific phosphodiesterase type 5 (PDE3),
the most prominent PDE in the human corpus cavernosum. Vardenafil potently enhances the effect of
endogenous nitric oxide in the corpus cavemosum by inhibiting PDES. When nitric oxide is released
in response to sexual stimulation, inhibition of PDES by vardenafil results in increased corpus
cavernosum levels of cGMP. Sexual stimulation 1s therefore required for vardenafil to produce its
beneficial therapentic effects.

In vitro studies have shown that vardenafil is more potent on PDES than on other known
phosphodiesterases (>13-fold relative to PDES, >130-fold relative to PDE1, >300-fold relative to
PDE11, and >1000-fold relative to PDE2, PDE3, PDE4, PDE7, PDER, PDE9 and PDE10).

" In a penile plesthysmography (RigiScan) study, vardenafil 20 mg produced erections considered
sufficient for penetration (60% rigidity by RigiScan) in some men as early as 15 minutes after dosing.
The overall response of these subjects to vardenafil became statistically significant, compared to
placebo, 25 minutes after dosing.

Vardenafll causes mild and transient decreases in blood pressure which, in the majority of the cases,
do not translate into clinical effects. The mean maximum decreases in supine systolic blood pressure
following 20 mg and 40 mg vardenafi]l were — 6.9 mmHg under 20 mg and - 4.3 mmHg under 40 mg
of vardeanfil, when compared to placebo. These effects are consistent with the vasodilatory effects of
PDES5-inhibitors and are probably due to increased cGMP [evels in vascular smooth muscle cells.
Single and multiple oral dases of vardenafil up to 40 mg produced no clinically relevant changes in the
ECGs of nonmal male volunigers.

Further information on clinical trials

In clinical studies vardenafil was administered to over 3730 men with erectile dysfunction (ED) aged
18 - 89 years, many of whom had multiple ca-morbid conditions. Over 1630 patients have been treated
with LEVITRA for six months or longer. Of these, over 730 have been treated for one year or longer.
The following patient groups were represented: elderly (22%), patients with hypertension (35%),
diabetes mellitus (29%), ischaemic heart disease and other cardiovascnlar diseases (7%), chronic
pulmonary disease (3%), hyperlipidaemia (22%), depression (5%), radical prostatectomy (9%). The
following groups were not well represented in clinical trials: elderly (>75 years, 2.4%), and patients
with certain cardiovascular conditions (see Section 4.3). No clinical studies in spinal cord injury or
other CNS diseases, patients with severe renal or hepatic impairment, pelvic surgery (except
nerve-sparing prostatectomy) or trawma or radiotherapy and hypoactive sexual desire or penile
anatomic deformities have been performed.

Across the pivotal trials, treatment with vardenafil resulted in an improvement of erectile function
compared to placebo. In the small number of patients who attempted intercourse up to four to five
hours after dosing the snccess rate for penetration and maintenance of erection was consistently
greater than placebo.

In fixed dose studies in a broad population of men with erectile dysfunction, 68% (5 mg), 76%

{10 mg) and 80% (20 mg) of patients experienced successful penetrations (SEP 2) compared to 49%
on placebo over a threg month study peried. The ability to maintain the erection (SEP 3) in this broad
ED population was given as 53% (5 mpg), 63% (10 mg) and 65% (20 mg) compared to 29% on
placebo.
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In pocled data from the major efficacy trials, the proportion of patients experiencing successful
penetration on vardenafil were as follaws: psvchogenic erechile dysfunction (77-87%), mixed erectile
dysfunction (69-83%), organic erectile dysfunction (64-75%), elderly (32-75%), ischaemic heart
disease (70-73%), hyperlipidemia (62-73%), chronic pulmonary disease (74-78%), depression
(59-69%}, and patients concomitantly treated with antihyperiensives (62-73%).

In a clinical trial in patients with diabetes mellitus, vardenafil significantly improved the erectile
function domain score, the ability to obtain and maintain an erection long enough for successfil
intercourse and penile rigidity compared to placebo at vardenafil doses of 10 mg and 20 mg. The
response rates for the ability 1o obtain and maintain an erection was 61% and 45% on 10 mg and 64%
and 54% on 20 mg vardenafil compared to 36% and 23% on placebo for patients who completed three
months treatment.

in a clinical trial m patients post-prostatectomy patients, vardenafil significanily improved the erectile
function domain score, the ability to obtain and maintain an erection long enough for successful
intercourse and penile rigidity compared to placebo at vardenafil doses of 10 mg and 20 mg. The
response rates for the ability lo obtain and maintain an erection was 47% and 37% on 10 mg and 48%
and 34% on 20 mg vardenafil compared to 22% and 10% on placebo for patients who completed three
months treatment.

The safety and efficacy of vardenafil was maintained in long term studies.
5.2 Pharmacokinetic properties

Absorption

Vardenafil is rapidly absorbed with. maximum observed plasma concentrations reached in some men
as early as 15 minutes after oral administration, However, 90% of the time, maximum plasma
concentrations are reached within 30 to 120 minutes (median 60 minutes) of oral dosing in the fasted
state. The mean absolute oral bioavailability is 15 %. After oral dosing of vardenafil AUC and C,.x
increase almost dose proportionally over the recommended dose range (5 — 20 mg).

When vardenafil is taken with a high fat meal (containing 57% fat), the rate of absorption is reduced,
with an increase in the median 1.y of | hour and a mean reduction in Cp,, of 20%. Vardenafil AUC is
not affected. After a meal containing 30% fat, the mate and extent of absorption of vardenafil {fax, Crax
and AUC) are unchanged compared to admimisiration under fasting conditions.

Distribution

The mean steady state volume of distribution for vardenafil is 208 1, indicaling distribution into the
tissnes. Vardenafil and its major circulating metabolite (M1} are highly bound to plasma proteins
(approximately 95% for vardenafil or M1). For vardenafil as well as M1, protein binding is
independent of total drug concentrations.

Based on measurements of vardenafil in semen of healthy subjects 90 minutes after dosing, not more
than 0.00012% of the administered dose may appear in the semen of patients.

Metabplism :

1

Vardenafil is metabolised predominantly by hepatic metabolism via cytochrome P450 (CYP) isoform
3A4 with some contribution from CYP3AS and CYP2C isoforms.

In humans the one major circulating metabolite. (M1) results from desethylation of vardenafil and is
subject io further metabolism with a plasma elimination half life of approximately 4 hours. Parts of
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M1 are in the form of the glucuronide in systemic circulation. Metabolite M1 shows a
phesphodiesterase selectivity profile stmilar to vardenafil and an in vitro potency for
phesphodiesterase type 5 of approximately 28% compared to vardenafil, resulting in an efficacy
coniribution of about 7%.

Elimination

The total body clearance of vardenafil is 56 I/h with a resultant terminal half life of approximately
4-5 hours. After oral administration, vardenafil is excreted as metabolites predominantly in the
faeces (approximately 91-95% of the administered dose) and to a lesser extent in the urine

(approximately 2-6% of the administered dose),

Pharmacokinetics in special patient groups

Elderly
Hepatic clearance of vardenafi] in healthy elder]y volunteers (65 vears and over) was reduced as

compared to healthy younger volunteers {18 - 45 years). On average elderly males had a 52% higher
-AUC, and a 34% higher C,.x than younger males (see Section 4.2).

Renal insufficiency

In volunteers with mild to moderate renal impairment (creatinine clearance 30 ~ 80 ml/min), the
pharmacokinetics of vardenafil were similar to that of a normal renal function control group. In
volunteers with severe renal impairment (creatinine clearance < 30 ml/min) the mean AUC was
increased by 21% and the mean Cmax decreased by 23%, compared 1o volunteers with no renal
impairment. No statistically significant correlation was observed between creatinine clearance and
vardenafil exposure (AUC and Cpy) (see Section 4.2). Vardenafil pharmacokinetics have not been
studied in patients requiring dialysis (see section 4.3},

Hepatic insufficiency .

In patients with mild to moderate hepatic impairment (Child-Pugh A and B), the clearance of
vardenafil was reduced in proportion to the degree of hepatic impairment. In patients with mild hepatic
impairment (Child-Pugh A), the mean AUC and Cy,, increased 17% and 22% respectively, compared
to healthy control subjects. In patients with moderate impaimment (Child-Pugh B), the mean AUC and
Cnax increased 160% and 133% respectively, compared to healthy control subjects (see Section 4.2).
The pharmacokinetics of vardenafil in patients with severely impaired hepatic function (Child-Pugh C)
have not been studied (see Section 4.3). ‘

5.3 Preclinical safety data

Preclinical data reveal no special hazard for humans based on conventional studies of safety-
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, toxicity 1o reproduction.
6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core:

Crospovidone,

Magnesium Stearate,

Microcrystalline cellulose,

Silica, colloidal anhydrous.

Film coat:
Macrogol 400,
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Hypromellose,

Titanium dioxide (E171);
Ferric oxide vellow (E172),
Ferric oxide red (E172) -
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years

6.4 Special precautions for storage

No special precautions for storage.

- 6.5 Nature and contents of container

PP/Aluminium foil blisters in cartons of 2, 4, 8 and 12 tablets.
Not all pack sizes may be marketed.

6.6 Instructions for use and handling

~ No special requirements.

7.  MARKETING AUTHORISATION HOLDER
Bayer AG,

D-51368 Leverkusen,
Germany

8. MARKETING AUTHORISATION NUMBER(S)

9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT
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1. NAME OF THE MEDICINAL PRODUCT

LEVITRA 20 mg film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 20 mg vardenafil (as hydrochloride trihydrate)

For excipients, see 6.1.

3 PHARMACEUTICAL FORM
Film-coated tablet

Orange round tablets marked with the BAYER-cross on ane side and 20 on the other side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of erzctile dysfunction, which is the inability fo achieve or maintain a penile erection
sulficient for satisfactory sexual performance.

In order for LEVITRA to be effective, sexual stimulation is required.

LEVITRA 15 not indicated for use by women.

4.2  Posology and method of administration

Oral uge.

Adult men

The recommended dose is 10 mg taken as needed approximately 25 to 60 minnies before sexual
activity. Based on efficacy and tolerability the dose may be increased to 20 mg or decreased 1o 5 mg.
The maximum recommended dose is 20 mg. The maximum recommended dosing frequency is once

per day. LEVITRA can be taken with or without food. The onset of activity may be delayed if taken
with a high fat meal (see Section 5.2).

Elderly men

Since vardenafil clearance is reduced in elderly patients {see Section 5.2) a first dose of 5 mg should
be used. Based on efficacy and tolerability the dose may be increased to 10 mg and 20 mg.

Children and adolescents

LEVITRA is not indicated for individuals below 18 years of age.

Use in patients with impaired hepatic function

A starting dose of 5 mg should be considered in patients with mild and moderatc hepatic impairment

(Child-Pugh A-B) Based on tolerability and efficacy, the dos¢ may be increased to 10 mg and then
20 mg (see section 3.2).
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Use in patients with impaired renal function

No dosage adjustment is required in patients with mild to moderate renal impairment.

In patients with severe renal impairment (creatinine clearance < 30 ml/mm), a starting dose of 5 mg
should be considered. Based on tolerability and efficacy the dose may be increased to 10 mg and
20mg.

" Use in patients using other medicinal products

When vsed in combination with the CYP 3A4 inhibitor erythromycin, the dose of vardenafil should
nat exceed 3 mg (see Section 4.5).

4.3 Contraindications

The coadministration of vardenafil with nitrates or nitric oxide donors (such as amyl nitrite) in any
form is contraindicated (see Section 4.5 and 5.1).

Agents for the treatment of erectile dysfunction should generally not be used in men for whom sexual
activity is inadvisable (e.g. patients with severe cardiovascular disorders such as unsta’ole angina or
severe cardiac failure [New York Heart Association 111 or IV})

The safety of vardenafil has not been studied in the fol]owmg sub-groups of patients and its use is
therefore contraindicated until further information is available: severe hepatic impairment (Child-Pugh
C), endstage renal disease requiring dialysis, hypotension (blood pressure <90/50 mmHg), recent
history of stroke or myocardial infarction (within the last 6 months), unstable angina and known
hereditary retinal degenerative disorders such as retinitis pigmeniosa,

Concomitant nse of vardenafil with potent CYP3A4 inhibitors (ritonavir, indinavir, ketoconazole and
itraconazole (oral form)) is contraindicated in men older than 75 years,

Hypersensitivity to vardenafil or to any of the excipients,
4.4  Special warnings and special precautions for use

A medical history and physical examination should be undertaken to diagnose erectile dysfunction and
determine potential underlying causes, before pharmacological treatment is considered.

Prior to initiating any treatment for erectile dysfunction, physicians should consider the cardiovascular

status of their patients, since there is a degree of cardiac risk associated with sexual activity (ses
Section 4.3). Vardenafil has vasodilator properties, resulting in mild and transient decreases in blood
pressure (see Section 5.1). '

Agents for the treatment of erectile dysfunction shonld be used with caution in patients with
anatomical deformation of the penis (such as angulation, cavernosal fibrosis or Peyronie’s dlsease) or
in patients who have conditions which may predispose them to priapism (such as sickle cell anaemia,
multiple myeloma or leukasmia).

The safety and efficacy of combinations of vardenafi] with other treatments for erectile dysfanction
have not been studied. Therefore the use of such combinations is not recommended.

The concomitant use of vardenafi} with alpha-blockers may lead to symptomatic hypotension in some
patients. Until further information is available; the concomitant use of vardenafi! and alpha-blockers is
not recommended.
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Concomitant use of vardenafil with potent CYP 3A4 inhibitors (ritonavir, indinavir, ifraconazole and
ketoconazole {oral form)) should be avoided as very high plasma concentrations of vardenafil are
reached if the drugs are combined (see Section 4.5 and 4.3).

Vardenafil dose adjustment might be necessary if the CYP 3A4 inhibitors, ervthromycin, is given
concomitantly (see Section 4.5 and Section 4.2).

Concomitant intake of grapefruit juice is expected to increase the plasma concentrations of vardenafil.
The combination should be avoided (see Section 4.5).

Vardenafil has not been studied in patients with spinal cord injury or other CNS disease, hypoactive
sexual desire and in patients who have undergone pelvic surgery (except nerve-sparing
prostatectomy), pelvic trauma or radiotherapy.

Invitro studies with human platelets indicate that vardenafil has no antiaggregatory effect on its own,
but at high (super-therapeutic) concentrations vardenafil potentiates the antiaggregatory effect of the
nitric oxide donor sodium nitroprusside. In humans, vardenafil had no effect on bleeding time alone or
in combination with acetylsalicyclic acid (see section 4.5). There is no safety information available on
the administration of vardenafi to patienis with bleeding disorders or active peptic ulceration.
Therefore vardenafil should be administered to these patients only after careful benefit-nisk
assegsment.

45 Interaction with other medicinal products and other forms of interaction

Effects of other medicinal products on vardenafil

Invitro studies:

Vardenafil 15 metabolised predominantly by hepatic enzymes via cytochrome P450 (CYP) ssoform
3Ad, with some contribution from CYP3AS and CYP2C isoforms. Therefore mhlbators of these
iscenzymes may reduce vardenafil clearance.

Invive studies:

Co-administration of the HIV protease inhibitor indinavir (§00 mg t.i.d.), a potent CYP3A4 inhibitor,
with vardenafil (10 mg) resulted in a 16-fold increase in vardenafil AUC and a 7-fold increase in
vardenafil Cpa.x. At 24 hours, the plasma levels of vardenafil had fallen to approximately 4% of the
maximum vardenafl] plasma level (C..) (see Section 4.4).

‘Co-administration of ketoconazole (200 mg), a potent CYP3A4 inhibitor, with vardenafil (5 mg) .
resulted in a 10-fold increase in vardenafil AUC and a 4-fold increase in vardenafil C.,« (see Section
4.4).

Although specific interaction studies have not been conducted, the concomitant use of other potent
CYP3 A4 inhibitors (such as itraconazole or ritonavir) can be expected to produce vardenafi] plasma
levels comparable to those produced by ketoconazole and indinavir. Concomitant use of vardenafil
with potent CYP 3A4 inhibitors (ritonavir, indinavir, itraconazole and ketoconazole (oral form))
should be avoided (see Section 4.4).

Co-administration of erythromycin (500 mg t.1.d.), a CYP3A4 inhibitor, with vardenafil (5 mg)
resulted in a 4-fold increase in vardenafil AUC and a 3-fold increase in Cp... When used in
combination with erythromycin, vardenafil dose adjustment might be necessary (see Section 4.2 and
Section 4.4). Cimetidine (400 mg b.i.d), a non-specific cytochrome P450 inhibitor, had no effect on
vardenafil AUC and Cp,y when co-administered with vardenafil (20 mg) to healthy volunteers.
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Grapefruit juice being a weak inhibitor of CYP3A4 gnt wall metabolism, may give rise to modest
increases 1n plasma levels of vardenafil (see Section 4.4).

The pharmacokinetics of vardenafil (20 mg) was not affected by co-administration with the
H2-antagonist ranitidine (150-mg-b.i.d.), digoxin, warfarin, glibenclamide, alcohol (mean maximum
blood aleohol level of 73 mg/dl) or single doses of antacid (magnesium hydroxide/aluminium
hydroxide).

Although specific interaction studies were not conducted for all medicinal products, population
pharmacokinetic analysis showed no effect on vardenafil pharmacckinetics of the following
concomitant medicinal products: acetylsalicylic acid, ACEAnhibitors, beta-blockers, weak CYP 3A4
inhibitors, diuretics and medications for the treatment of diabetes (sulfonylureas and metformm}.

Effects of vardenafil on pther medicinal products

There are no data on the inferaction of vardenafi] and non-specific phosphodiesterase inhibitors snch
‘as theophylline or dipyridamole.

In vivo studies:

No potentiation of the blood pressure lowering effect of sublingnal nitroglycerin (0.4 mg) was
observed when vardenafil (10 mg) was given at varying time intervals (1 h to 24 h) prier to the dose of
nitroglycerin in a study in 18 healthy male subjects. However, there is no information on the possible
potentiation of the hypotensive effects of nitrates by vardenafil in patients, and concomitant use is
therefore contraindicated (see Section 4.3).No significant interactions were shown when warfarin

(25 mg), which is metabolised by CYP2CS, or digoxin (0.375 mg) was co-administered with
vardenafil (20 mg). The relative bioavailability of glibenclamide (3.5 mg) was not affected when co-
administered with vardenafil (20 mg). In a specific study, where vardenafil {20 mg) was co-
administered with slow release nifedipine (30 mg or 60 mg) in hyperiensive patients, there was an
additional reduction on supine systalic blood pressure of 6 mmHg and supine diastolic blood pressure
of 5 mmHg accompanied with an increase in heart rate of 4 bpm.

When vardenafil (20 mg) and alcohol (mean maximum blood alcohol level of 73 mg/dl) were taken
together, vardenafil did not potentiate the effects of alcohol on blood pressure and heart rate and the
pharmacokinetics of vardenafil were not altered.

Vardenafil (10 mg) did not potentiate the increase in bleeding time caused by acetvisalicylic acid
(2x 81 mg).

4.6 Pregnancy and lactation
LEVITRA is not indicated for use by women.
4.7 Effects on ability to drive and use machines

As dizziness and abnormal vision have been reported in clinical trials with vardenafil, patients should
be aware of how they react to LEVITRA, before driving or operating machinery.

4.8 Undesirable efiects
Over 3750 patients have received LEVITRA in clinical trials. The adverse reactions were generally
transient and mild to moderate in nature. The most commonly reported adverse drug reactions

occurring in 2 10% of patients are headache and flushing,

The following adverse reactions have been reported in clinical trials:
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Body System Yery Common Common Uncoemmon Rare
{= 10%) (>1% < 16%) C01% <1%)* | 001% <
0.1%)*
Digestive Dyspepsia
Nausea
Nervous System Dizziness - Hypertonia
Cardiovascular Flushing Hypertension Hypotension
Syncope
Respiratory Rhinitis
Body as 2a Whole | Headache Photosensitivity
reaction
Special senses Abnormmal vision
Urogenital Erectile
disturbance

*For adverse reactions reported in <1% of patients, only those which warrant special attention,
because of their possible association with serious disease states or of othenwise clinical relevance, and
which have been reported in >2 cases are listed.

In addition, twa cases of priapism have been observed in a Phase I clinical study with 40 mg
vardenafil (twice the maximum recommended dose).

In a study evaluating visual function with twice the maximum recommended dose of vardenafil, some
patients were found to have mild and transient impairment of colour discrimination in the blue/green
range and in the purple range one hour after dosing. These changes had improved by six hours and no
changes were present at 24 hours. The majority of these patients had no subjective visual symptoms.
Serious cardiovascular events, including cerebrovascular haemorrhage, myocardial infarction, sudden
cardiac death, transient ischeamic attack and ventricular arthythmia have been reported post marketing
in temporal association with another medicinal product in this class.

4.9 Overdose

In single dose volunteer studies, doses up to and including 80 mg per day wete tolerated without
exhibiting serious adverse reactions.

When vardenafil was administered in higher doses and more frequently than the recommended dosing
regimen (40 mg b.i.d.) cases of severe back pain have been reported. This was not associated with any
muscle or neurological toxicity. '

In cases of overdose, standard supportive measures should be adopted as required. Renal dialysis is
not expected to accelerale clearance, as vardenafil is highly bound to plasma proteins and not
significantly eliminated in the unne,

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Medicinal product used in erectile dysfunction, ATC code: G04B E09
Vardenafil is an oral therapy for the improvement of erectile function in men with erectile dysfunction.

In the natural setting, i.e. with sexual stimulation it restores impaired erectile function by increasing
blood flow to the penis.
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Penile erection is a haemodynamic process. During sexual stimulation, nitnic oxide is released. It
activates the enzyme guanylate cyclase, resulting in an increased level of cyclic puanosine
monophosphate (cGMP) i the corpus cavernosum. This in tum results in smooth muscle relaxation,
allowing increased inflow of blood into the penis. The level of cGMP is regulated by the rate of
synthesis via guanylate cyclase and by the rate of degradation via cGMP hydrolysing
phosphodiesterases (PDEs).

Vardenafil is a potent and selective inhibitor of the cGMP specific phosphodiesterase type 5 (PDES),
the most prominent PDE in the human corpus cavemnosum, Vardenafil potently enhances the effect of
endogenous nitric oxide i the corpus cavermnosum by mhibiting PDES. When nitric oxide is released
in response to sexual stimulation, inhibition of PDES by vardenafi] results in increased corpus
cavernosum Jevels of cGMP. Sexnal stimulation is therefore required for vardenafil to produce its
beneficial therapeutic effects.

In vitro studies have shown that vardenafil is more potent on PDES than on other known
phosphodiesterases (>15-fold relative to PDE6, >130-fold relative 1o PDEL, >300-fold relative to
PDEI1, and >1000-fold relative to PDE2, PDE3, PDE4, PDE?, PDE8, PDE® and PDEID).

In a penile plesthysmography (RigiScan) study, vardenafil 20 mg produced erections considered
sufficient for penstration (60% rigidity by RigiScan) in some men as carly as 15 minutes after dosing,
The overall response of these subjects to vardenafil became statistically significant, compared to
placebo, 25 minutes after dosing, )

Vardenafil causes mild and transient decreases in blood pressure which, in the majority of the cases,
-do not translate into clinical effects. The mean maximum decreases in supine systolic blood pressure
following 20 mg and 40 mg vardenafil were — 6.9 mmHg under 20 mg and ~ 4.3 mmHg under 40 mg
of vardeanfi], when compared to placebo, These effects are consistent with the vasodilatory effects of
PDES5-inhibiters and are probably due to increased cGMP levels in vascnlar smooth muscle cells.
Single and multiple oral doses of vardenafil up to 40 mg produced no clinically relevant changes in the
ECGs of normal male volunteers.

Further information_on clinical frials

In clinical studies vardenafil was administered to over 3750 men with erectile dysfunction (ED) aged
18 - 89 years, many of whom had multiple co-morbid conditions. Over 1630 patients have been treated
with LEVITRA for six months or longer. Of these, over 730 have been treated for one year or longer.
The following patient groups were represented: elderly (22%), patients with hypertension (35%),
diabetes mellitus (29%), 1schaemic heart disease and other cardiovascular diseases (7%), chronic
pulmonary disease (5%), hyperlipidaemia (22%), depression (5%, radical prostatectomy (9%). The
following groups were not wel] represented in clinical trials; eldesly (>75 vears, 2.4%), and patients
with certain cardiovascular conditions (see Section 4.3). No clinical studies in spinal cord injury or
other CNS diseases, patients with severe renal or hepatic impairment, pelvic surgery (except
nerve-sparng prostatectomy) or trauma or radiotherapy and hypoactive sexual desire or penile
anatomic deformities have been performed.

Across the pivotal tnals, treatment with vardenafi] resulted in an improvement of erectile function
compared to placebo. In the small number of patients who attempted intercourse up to four to five
hours after dosing the success rate for penetration and maintenance of erection was consistently
greater than placebo.

In fixed dose studies in a broad population of men with erectile dysfunction, 68% (5 mg), 76%
(10 mg) and 80% (20 mg) of patients experienced successful penetrations (SEP 2) comtpared to 49%
on placebo over a three month study period. The ability to maintain the erection (SEP 3) in this broad
ED population was given as 53% (5 mg), 63% (10 mg} and 65% (20 mg) compared to 29% on

' placebo.
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In pooied data from the major efficacy trials, the proportion of patients experiencing successful
penetration on vardenafil were as follows: psychogenic erectile dysfunction (77-87%), mixed erectile
dysfunction (69-83%), organic erectile dysfunction (64-75%), elderly (52-75%), ischaemic heart
disease (70-73%), hyperlipidemia (62-73%), chronic pulmonary disease {74-78%), depression
(59-69%), and patients concomitantly treated with antihypertensives (62-73%).

In a clinical trial in patients with diabetes mellitus, vardenafil significantly improved the erectile
function domain score, the ability 1o obtain and maintain an erection long enough for successful
intercourse and penile rigidity compared to placebo at vardenafi] doses of 10 mg and 20 mg, The
response rates for the ability to obtain and maintain an erection was 61% and 49% on 10 mg and 64%
and 54% on 20 mg vardenafil compared to 36% and 23% on placebo for patients who completed three
months treatment.

In a chinical trial in patients post-prostatectomy patients, vardenafil significantly improved the erectile
function domain score, the ability to obtain and maintain an erection long enough for successful
intercourse and penile rigidity compared to placebo at vardenafil doses of 10 mg and 20 mg. The
response rates for the ability to obtain and maintain an erection was 47% and 37% on 10 mg and 48%
and 34% on 20 mg vardenafil compared to 22% and 10% on placebo for patients who completed three
months treatment.

The salety and efficacy of vardenafil was maintained in long term studies.

5.2 Pharmacokinetic properties

Absorption

Vardenafil is rapidly absorbed with maximum observed plasma concentrations reached in some men
as early as 15 minutes afler oral administration. However, 90% of the time, maximum plasma
concentrations are reached within 30 to 120 minutes {median 60 minutes) of oral dosing in the fasted
state. The mean absolute oral bicavailability is 15 %. After oral dosing of vardenafil AUC and C,ax
increase almost dose proportionally over the recommended dose range (5 - 20 mg).

When vardenafil is taken with a high fat meal (containing 57% fat}, the rate of absorption is reduced,
with an increase in the median t,,, of 1 hour and a mean reduction in C,,,x of 20%. Vardenafil AUC is
not affected. After a meal containing 30% fat, the rafe and extent of absorption of vardenafil (t,.x, Crax
and AUC) are unchanged compared to administration under fasting conditions.

Distribution

The mean steady state volume of distribution for vardenafil is 208 1, indicating distribution into the
tissues. Vardenafil and its major circulating metabolite (M1) are highly bound to plasma proteins
(approximately 95% for vardenafil or M1). For vardenafil as well as M1, protein binding is
independent of total drug concentrations.

Based on measurements of vardenafil in semen of healthy 'subjec!§ 90 minules after dosing, not more
than 0.00012% of the administered dose may appear in the semen of patients.

Metabolism

Vardenafil is metabolised predominantly by hepatic metabolism via cytochrome P450 (CYF) isoform
3A4 with some contribution from CYP3AS and CYP2C isoforms.

In humans the one major circulating metabolite (M1) results from desethylation of vardenafil and is
subject to further metabolism with a plasma elimination half life of approximately 4 hours. Parts of
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M1 are in the form of the glucuronide in systemic circulation. Metabolite M1 shows a
phosphodiesterase selectivity profile similar to vardenafil and an in vitro potency for
phosphodiesterase type 3 of approximately 28% compared to vardenafil, resuiting in an efficacy
contribution of about 7%.

Elimination

The total body clearance of vardenafil is 56 Uh with a resultant terminal half life of approximately
4-5 hours. After oral administration, vardenafil is excreted as metabolites predominantly in the
Jfaeces {approximately 91-95% of the administered dose} and to a lesser extent in the urine

(approximately 2-6% of the administered dose).

Pharmacokinetics in special patient proups

Elderly .
Hepatic clearance of vardenafil in healthy elderly volunteers (65 vears and over) was reduced as

compared to healthy vounger volunteers (18 - 45 years). On average elderly males had a 52% higher
AUC, and a 34% higher C,.x than younger males (see Section 4.2).

Renal insofficiency

In voluntcers with mild to moderate renal impatrment (creatinine clearance 30 — 80 ml/min), the
pharmacokinetics of vardenafil were similar to that of a normal renal function control group. In
volunteers with severs renal impaiment {creatinine clearance < 30 ml/min) the mean AUC was
increased by 21% and the mean Cmax decreased by 23%, compared to volunteers with no renal
impairment. No statistically significant correlation was observed between creatinine clearance and
vardenafil exposure (AUC and Cp.) (see Section 4.2). Vardenafil pharmacokinetics have not been
studied in patients requiring dialysis (see section 4.3).

Hepatic insufficiency
In patients with mild to moderate hepatic impairment (Child-Pugh A and B), the clearance of

vardenafil was reduced in proportion to the degree of hepatic impairment. In patients with mild hepatic

impairment (Child-Pugh A), the mean AUC and C,, increased 17% and 22% respectively, compared
io healthy control subjecis. In patients with moderate impairment (Child-Pugh B), the mean AUC and
Curax Increased 160% and 133% respectively, compared to healthy control subjects (see Section 4.2).

The pharmacokinetics of vardenafil in patients with severely impatred hepatic function (Child-Pugh C)

have not been studied (see Section 4.3},

5.3 Preclinical safety data

Preclinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, toxicity to reproduction.
6. PHARMACEUTICAL PARTICULARS

6.1  List of excipients

Tablet core:

Crospovidone,

Magnesium Stearate,

Microcrystalline cellujose,

Silica, colloidal anhydrous.

Film coat:
Macrogol 460,
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Hypromellose,

Titanizm dioxide (E171),

Ferric oxide yellow (E172).

Ferric oxide red (E172)

6.2 Incompatibilities

Not applicable.

63 Shelf life

3 years

6.4 Special precautions for storage
No special precantions for storage.

6.5 Nature and contents of container
PP/Aluminium foi! blisters in cartons of 2, 4, 8 and 12 tablets.
Not all pack sizes may be marketed.

6.6 Instructions for use and handling

No special requirements.

7.  MARKETING AUTHORISATION HOLDER
Bayer AG,

D-51368 Leverkusen,
Germany

8.  MARKETING AUTHORISATION NUMBER(S)

9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
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PRECAUTION

Alpha~blockers: Caution is advised when PDE5S inhibitors are co—administered with alpha~blockers.
Phosphodiesterase Type 5 (PDE5) inhibitors, including LEVITRA, and alpha-adrenergic blocking agents
are both vasodilators with blood-pressure lowering effects. When vasodilators are used in
combination, an additive effect on blood pressure may be anticipated. In some patients, concomitant
use of these iwo drug classes can lower blood pressure significantly (see PRECAUTIONS, Drug
Interactions) leading to symptomatic hypotension (e.g., fainting). Consideration should be given
to the following:

+ Patients should be stable on alpha—blocker therapy prior to initiating a PDES inhibitor. Patients
who demonstrate hemodynamic instability on alpha-blocker therapy alone are at increased risk of
symptomatic hypotension with concomitant use of PDE5 inhibiters.

- In those patients who are stable on alpha—blocker therapy, PDES inhibitors should be initiated
at the lowest recommended starting dose (see DOSAGE AND ADMINISTRATION).

- In those patients already taking an optimized dose of PDE5 inhibitor, alpha—blocker therapy should
be initiated at the lowest dose. Stepwise increase in alpha—blocker dose may be associated with
further lowering of blood pressure in patients taking a PDE5 inhibitor.

» Safety of combined use of PDE5 inhibitors and alpha—blockers may be affected by other variables,
including intravascular volume depletion and other anti-hypertensive drugs.

DOSAGE and ADMINISTRATION

""" . For alpha-blockers, caution is advised when PDE5 inhibitors, including LEVITRA, are used

concomitantly with alpha-blockers because of the potential for an additive effect on blood pressure.

In some patients, concomitant use of these two drug classes ean lower blood pressure significantly

{see PRECAUTIONS, Alpha-blockers and Drug Interactions) leading to symptomatic hypotension f(e.g.,

fainting). Concomitant treatment should be initiated only if the patient is stable on his

alpha—blocker therapy. In those patients who are stable on alpha—blocker therapy, LEVITRA should
be initiated at a dose of 5 mg (2.5 mg when used concomitantly with certain CYP3A4 inhibitors — see
Drug Interactions). '
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SPECTAL WARNING AND PRECAUTION

Consistent with vasodilatory effects of alpha—blockers and vardebafil, the concomitant use of
vardenafil with alpha-blockers may lead to symptomatic hypotension in some patients. Concomitant
treatment should only be initiated if the patient is stable on his alpha—blocker therapy. In those
patients who are stable on alpha—blocker therapy, vardenafil should be initiated at the lowest
recommended starting dose of 5 mg. Vardenafil may be administered at any time with tamsulosin. With
other alpha-blockers a time separation of dosing should be considered when vardenafil is prescribed
concomitantly. In those patients already taking an optimized dose of vardenafil, alpha—blocker
therapy should be initiated at the lowest dose. Stepwise increase in alpha—blocker dose may be
associated with further lowering of blood pressure in patients taking a PDES inhibitor including
vardenafif.

POSOLOGY AND METHOD OF ADMINISTRATICN,

(Same as the above)
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LEVITRA®
(vardenafif HCI)
_ TABLETS
08918646, R.3 | 3/07
DESCRIPTION

LEVITRA® is an oral therapy for the treatment of erectile dysfunction. This monohydrochloride salt of
vardenafil is a selective inhibitor of cyclic granosine monophosphate (cGMP)-specific
phosphodiesterase type 5 (PDES). - :
Vardenafil HCl is designated chemically as piperazine, 1-[[3-~(1,4-dihydro-5-methyl-4-0x0-7-
propylimidazo[5,1-f][1,2,4]triazin-2-y1)-4-cthoxyphenyl]sulfonyi}-4-ethyl-, monohydrochloride and has
the following structural formula:

Lo Hwi‘,//(
N XHCIX3H,0

> N
N/

0=§=0

@
J

Vardenafil HCl is a nearly colorless, solid substance with a molecular weight 0f 579.1 g/mol and a
solubility of 0.11 mg/mlL. in water. LEVITRA is formulated as orange, round, film-coated tablets with
“BAYER” cross debossed on one side and “2.5”, “5”, “10”, and “20” on the other side corresponding
to 2.5 mg, 5 mg, 10 mg, and 20 mg of vardenafil, respectively. In addition to the active ingredient,
vardenafil HCI, each tablet contains microcrystalline cellulose, crospovidone, colloidal silicon dioxide,
magnesium stearate, hypromellose, polyethylene glycol, titanium dioxide, yellow ferric oxide, and red
ferric oxide.

CLINICAL PHARMACOLOGY

Mechanism of Action

Penile erection is a hemodynamic process initiated by the relaxation of smooth muscle in the corpus
cavernosum and its associated arterioles. During sexual stimulation, nitric oxide is released from nerve
endings and endothelial cells in the corpus cavernosum. Nitric oxide activates the enzyme guanylate
cyclase resulting in increased synthesis of cyclic granosine monophosphate (¢cGMP) in the smooth
muscle cells of the corpus cavernosum. The cGMP in turn triggers smooth muscle relaxation, allowing
increased blood flow into the penis, resulting in erection. The tissue concentration of cGMP is
regulated by both the rates of synthesis and degradation via phosphodiesterases (PDEs). The most
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abundant PDE in the human corpus cavernosum is the cGMP-specific phosphodiesterase type 5
(PDES5); therefore, the inhibition of PDES enhances erectile function by increasing the amount of
c¢GMP. Because sexual stimulation is required to initiate the local release of nitric oxide, the inhibition
of PDES has no effect in the absence of sexual stimulation.

In vitro studies have shown that vardenafil is a selective inhibitor of PDES. The inhibitory effect of-
vardenafil is more selective on PDES than for other known phosphodiesterases (>15-fold relative to
PDES6, >130-fold relative to PDE1, >300-fold relative to PDE1 1, and >1,000-fold relative to PDE2, 3,
4,7,8,9, and 10).

Pharmacokinetics

The pharmacokinetics of vardenafil are approximately dose proportional over the recommended dose
range. Vardenafil is eliminated predominantly by hepatic metabolism, mainly by CYP3A4 and to a
minor extent, CYP2C isoforms. Concomitant use with potent CYP3A4 inhibitors such as ritonavir,
indinavir, ketoconazole, as well as moderate CYP3A inhibitors such as erythromycin results in '
significant increases of plasma levels of vardenafil (sce PRECAUTIONS, WARNINGS and
DOSAGE AND ADMINISTRATION). Mean vardenafil plasma concentrations measured after the
administration of a single oral dose of 20 mg to healthy male volunteers are depicted in Figure 1.

Figure 1: Plasma Vardenafil Concentration (Mean + SD) Curve for a
Single 20 mg LEVITRA Dose

Plagms concontration [ngi)
E

© 3 4« ® 8 4 12 4 1 18 20 W 4
Timoe (h)

Absorption: Vardenafil is rapidly absorbed with absolute bicavailability of approximately 15%.
Maximum observed plasma concentrations after a single 20 mg dose in healthy volunteers are usually
reached between 30 minutes and 2 hours (median 60 minutes) after oral dosing in the fasted state. Two
food-effect studies were conducted which showed that high-fat meals caused a reduction in Cyay by
18%-50%.

Distribution: The mean steady-state volume of distribution (Vss) for vardenafil is 208 L, indicating
extensive tissue distribution. Vardenafil and its major circulating metabolite, M1, are highly bound to
plasma proteins (about 95% for parent drug and M1). This protein binding is reversible and
independent of total drug concentrations.

Following a single oral dose of 20 mg vardenafil in healthy volunteers, a mean of 0.00018% of the
administered dose was obtained in semen 1.5 hours after dosing.
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Metabolism: Vardenafil is metabolized predominantly by the hepatic enzyme CYP3A4, with
contribution from the CYP3AS5 and CYP2C isoforms. The major circulating metabolite, M1, results
from desethylation at the piperazine moiety of vardenafil. M1 is subject to further metabolism. The
plasma concentration of M1 is approximately 26% that of the parent compound. This metabolite shows
a phosphodiesterase selectivity profile similar to that of vardenafil and an in vifro inhibitory potency
for PDES 28% of that of vardenafil. Therefore, M1 accounts for approximately 7% of total
pharmacologic activity.

Excretion: The total body clearance of vardenafil is 56 L/h, and the terminal half-life of vardenafil and
its primary metabolite (M1) is approximately 4-5 hours. After oral administration, vardenafil is
excreted as metabolites predominantly in the feces (approximately 91-95% of administered oral dose)
and to a lesser extent in the urine (approximately 2-6% of administered oral dose).

Pharmacokinetics in Special Populations
Pediatrics: Vardenafil trials were not conducted in the pediatric population.

Geriatrics: In a healthy volunteer study of elderly males (265 years) and younger males (1845 years),
mean Cpa and AUC were 34% and 52% higher, respectively, in the elderly males (see
PRECAUTIONS, Geriatric Use and DOSAGE AND ADMINISTRATION). Consequently, a
lower starting dose of LEVITRA (5 mg) in patients 265 years of age should be considered.

Renal Insufficiency: In volunteers with mild renal impairment (CL,, = 50-80 ml/min), the
pharmacokinetics of vardenafil were similar to those observed in a control group with normal renal
function. In the moderate (CL,, = 30-50 ml/min) or severe (CL¢, <30 ml/min) renal impairment groups,
the AUC of vardenafil was 20-30% higher compared to that observed in a control group with normal
renal function (CL.; >80 ml/min). Vardenafil pharmacokinetics have not been evaluated in patients
requiring renal dialysis (see PRECAUTIONS, Renal Insufficiency, and DOSAGE AND
ADMINISTRATION). :

Hepatic Insufficiency: In volunteers with mild hepatic impairment (Child-Pugh A), the Cpa and AUC
following a 10 mg vardenafil dose were increased by 22% and 17%, respectively, compared to healthy
control subjects. In volunteers with moderate hepatic impairment (Child-Pugh B), the Cp. and AUC
following a 10 mg vardenafil dose were increased by 130% and 160%, respectively, compared to
healthy control subjects. Consequently, a starting dose of 5 mg is recommended for patients with
moderate hepatic impairment, and the maximum dose should not exceed 10 mg (sec PRECAUTIONS
and DOSAGE AND ADMINISTRATION). Vardenafil has not been evaluated in patients with severe
(Child-Pugh C) hepatic impairment.

Pharmacodynamics

Effects on Blood Pressure: In a clinical pharmacology study of patients with erectile dysfunction,
single doses of vardenafil 20 mg caused a mean maximum decrease in supine blood pressure of 7
mmHg systolic and 8 mmHg diastolic (compared to placebo), accompanied by a mean maximum
increase of heart rate of 4 beats per minute. The maximum decrease in blood pressure occurred
between 1 and 4 hours after dosing. Following multiple dosing for 31 days, similar blood pressure
responses were observed on Day 31 as on Day 1. Vardenafil may add to the blood pressure lowering
effects of antihypertensive agents (see PRECAUTIONS, Drug Interactions).

Effects on Blood Pressure and Heart Rate when LEVITRA is Combined with Nitrates: A study was
conducted in which the blood pressure and heart rate response to 0.4 mg nitroglycerin (NTG)
sublingually was evaluated in 18 healthy subjects following pretreatment with LEVITRA 20 mg at
various times before NTG administration. LEVITRA 20 mg caused an additional time-retated
reduction in blood pressure and increase in heart rate in association with NTG administration. The
blood pressure effects were observed when LEVITRA 20 mg was dosed 1 or 4 hours before NTG and
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the heart rate effects were observed when 20 mg was dosed 1, 4, or 8 hours before NTG. Additional
blood pressure and heart rate changes were not detected when LEVITRA 20 mg was dosed 24 hours
before NTG. (See Figure 2.) -

Figure 2: Placebo-subtiracted point estimates (with-90% CI) of
mean maximai blood pressure and heart rate effects of pre-dosing with
LEVITRA 20 mg at 24, 8, 4, and 1 hour before 0.4 mg NTG sublingually.
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Timing of Vardenatil Treatment Pre-NTG

Because the disease state of patients requiring nitrate therapy is anticipated to increase the likelihood
of hypotension, the use of vardenafil by patients on nitrate therapy or on nitric oxide donors is
contraindicated (sce CONTRAINDICATIONS).

Electrophysiology: The effect of 10 mg and 80 mg vardenafil on QT interval was evaluated in a single-
dose, double-blind, randomized, placebo- and active-controlled (moxifloxacin 400 mg) crossover study
in 59 healthy males (81% White, 12% Black, 7% Hispanic) aged 45-60 years. The QT interval was
measured at one hour post dose because this time point approximates the average time of peak
vardenafil concentration. The 80 mg dose of LEVITRA (four times the highest recommended dose)
was chosen because this dose yields plasma concentrations covering those observed upon co-
administration of a low-dose of LEVITRA (5 mg) and 600 mg BID of ritonavir. Of the CYP3A4
inhibitors that have been studied, ritonavir causes the most significant drug-drug interaction with
vardenafil. Table 1 summarizes the effect on mean uncorrected QT and mean corrected QT interval
(QT,) with different methods of correction (Fridericia and a linear individual correction method) at one
* hour post-dose. No single correction method is known to be more valid than the other. In this study,
the mean increase in heart rate assocjated with a 10 mg dose of LEVITRA compared to placebo was 5
beats/minute and with an 80 mg dose of LEVITRA the mean increase was 6 beats/minute.
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Table 1. Mean QT and QT changes in msec (90% CI}
from baseline relative to placebo at 1 hour post-dose with different. methodologles
to correct for the effect of heart rate.

Drug/Dose QT Uncorrected | Fridericia QT Individual QT
' {msec) Correction - Correction
{msec) (msec)
Vardenafil 10 mg -2 8 4
(-4: 0) (67 9) (39 6)
Vardenafil 80 mg o 2 10 6
' ' (-4, 0) (8,11) )
Moxifloxacin* 400 mg ' 3 8 7
(1,5) 6,9 (3. 8)

* Active control (drug known to prolong QT)

Therapeutic and supratherapeutic doses of vardenafil and the active control moxifloxacin produced
similar increases in QT; interval. This study, however, was not designed to make direct statistical
comparisons between the drug or the dose levels. The clinical impact of these QT changes is unknown
(see PRECAUTIONS).

In a separate postmarketing study of 44 healthy volunteers single doses of 10 mg LEVITRA resulted
in a placebo-subtracted mean change from baseline of QTcF (Fridericia correction) of 5 msec (90% CIL:
2,8).'Single doses of gatifloxacin 400mg resulted in a placebo-subtracted mean change from baseline
QTcF of 4 msec (90% CI: 1,7). When LEVITRA 10mg and gatifloxacin 400 mg were co-administered,
the mean QTcF change from baseline was additive when compared to either drug alone and produced a
mean QTcF change of 9 msec from baseline (90% CI: 6,11). The clinical impact of these QT changes
is unknown (see PRECAUTIONS, Congenital or Acquired QT Prolongation).

Effects on Exercise Treadmill Test in Patients with Coronary Artery Disease (CAD): In two
independent trials that assessed 10 mg (n=41) and 20 mg (n=39) vardenafil, respectively, vardenafil
did not alter the total treadmill exercise time compared to placebo. The patient population included -
men aged 40-80 years with stable exercise-induced angina documented by at least one of the
following: 1) prior history of MI, CABG, PTCA, or stenting (not within 6 months); 2) positive
coronary angiogram showing at least 60% narrowing of the diameter of at least one major coronary
artery; or 3) a positive stress echocardiogram or stress nuclear perfusion study.

Results of these studies showed that LEVITRA did not alter the total treadmill exercise time compared
to placebo (10 mg LEVITRA vs. placebo: 433£109 and 426::105 seconds, respectively; 20 mg
LEVITRA vs. placebo: 4142114 and 411+124 seconds, respectively). The total time to angina was not
altered by LEVITRA when compared to placebo (10 mg LEVITRA vs. placebo: 291123 and
292+110 seconds; 20 mg LEVITRA vs. placebo: 354+137 and 347+143 seconds, respectively). The
total time to 1 mm or greater ST-segment depression was similar to placebo in both the 10 mg and the
20 mg LEVITRA groups (10 mg LEVITRA vs. placebo: 380+108 and 334108 seconds; 20 mg
LEVITRA vs. placebo: 364101 and 366+105 seconds, respectively).

Effects on Vision. Single oral doses of phosphodiesterase inhibitors have demonstrated transient dose-
related impairment of color discrimination (blue/green) using the Farnsworth-Munsell 100-hue test and
reductions in electroretinogram {ERG) b-wave amplitudes, with peak effects near the time of peak

P98



NDA 21-400/5-008
Page 8

plasma levels. These findings are consistent with the inhibition of PDES6 in rods and cones, which is
involved in phototransduction in the retina. The findings were most evident one hour after
administration, diminishing but still present 6 hours after administration. In a single dose study in 25

. normal males; LEVITRA 40 mg, twice the maximum daily recommended dose, did not alter visual

acuity, intraocular pressure, fundoscopic and slit lamp findings.

CLINICAL STUDIES ‘
LEVITRA was evaluated in four major double-blind, randomized, placebo-controlled, fixed-dose,
parallel design, multicenter trials in 2431 men aged 20-83 (iean age 57 years; 78% White, 7% Black,
2% Asian, 3% Hispanic and 10% Other/Unknown). The doses of LEVITRA in these studies were 5
mg, 10 mg, and 20 mg. Two of these trials were conducted in the general ED population and two in
special ED populations (one in patients with diabetes mellitus and one in post-prostatectomy patients).
LEVITRA was dosed without regard to meals on an as needéd basis in men with erectile dysfunction
(ED), many of whom had multiple other medical conditions. The primary endpoints were assessed at 3
months.
Primary efficacy assessment in all four major trials was by means of the Erectile Function (EF)
Domain score of the validated International Index of Erectile Function (IIEF) Questionnaire and two
questions from the Sexual Encounter Profile (SEP) dealing with the ability to achieve vaginal
penetration (SEP2), and the ability to maintain an erection long enough for successful intercourse
(SEP3).
In all four fixed-dose efficacy trials, LEVITRA showed clinically meaningful and statistically
significant improvement in the EF Domain, SEP2, and SEP3 scores compared to placebo. The mean
baseline EF Domain score in these trials was 11.8 (scores range from 0-30 where lower scores
represent more severe disease). LEVITRA (5 mg, 10 mg, and 20 mg) was effective in all age
categories (<45, 45 to <65, and 265 years) and was also effective regardless of race (White, Black,
QOther). '
Trials in a General Erectile Dysfunction Population: In the major North American {ixed-dose trial,
762 patients (mean age 57, range 20-83 years; 79% White, 13% Black, 4% Hispanic, 2% Asian and
2% Other) were evaluated. The mean baseline EF Domain scores were 13, 13, 13, 14 for the
LEVITRA 5 mg, 10 mg, 20 mg and placebo groups, respectively. There was significant improvement
(p <0.0001) at 3 months with LEVITRA (EF Domain scores of 18, 21, 21, for the 5 mg, 10 mg, and 20
mg dose groups, respectively) compared to the placebo group (EF Domain score of 15). The European
trial (total N=803) confirmed these results. The improvement in mean score was maintained at all
doses at 6 months in the North American trial.
In the North American trial, LEVITRA significantly improved the rates of achieving an erection
sufficient for penetration (SEP2) at doses of 5 mg, 10 mg, and 20 mg compared to placebo (65%, 75%,
and 80%, respectively, compared to a 52% response in the placebo group at 3 months; p <0.0001). The
European trial confirmed these results.

LEVITRA demonstrated a clinically meaningful and statistically significant increase in the overall per-
patient rate of maintenance of erection to successful intercourse (SEP3) (51% on 5 mg, 64% on 10 mg,
and 65% on 20 mg, respectively, compared to 32% on placebo; p <0.0001) at 3 months in the North
American trial. The European trial showed comparable efficacy. This improvement in mean score was
maintained at all doses at 6 months in the North American trial.

Trial in Patients with ED and Diabetes Mellitus: LEVITRA demonstrated clinically meaningful and
statistically significant improvement in erectile function in a prospective, fixed-dose (10 and 20 mg
LEVITRA), double-blind, placebo-controlled trial of patients with diabetes mellitus (n=439; mean age
57 years, range 33-81; 80% White, 9% Black, 8% Hispanic, and 3% Other).
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Significant improvements in the EF Domain were shown in this study (EF Domain scores of 17 on 10
mg LEVITRA and 19 on 20 mg LEVITRA compared to 13 on placebo; p'<0.0001).

LEVITRA significantly improved the overall per-patient rate of achieving an erection sufficient for - -
penetration (SEP2) (61% on 10 mg and 64% on 20 mg LEVITRA compared to 36% on placebo; p
<0.0001).

LEVITRA demonstrated a clinically meaningful and statistically significant increase in the overall per-
patient rate of maintenance of erection to successful intercourse (SEP3) (49% on 10 mg, 54% on 20
mg LEVITRA compared to 23% on placebo; p <0.0001).

Trial in Patients with ED after Radical Prostatectomy LEVITRA demonstrated clinically
meaningful and statistically significant improvement in erectile function in a prospective, fixed-dose
(10 and 20 mg LEVITRA), double-blind, placebo-controlled trial in post-prostatectomy patients
(n=427, mean age 60, range 44-77 years; 93% White, 5% Black, 2% Other).

Significant improvements in the EF Domain were shown in this study (EF Domain scores of 15 on 10
mg LEVITRA and 15 on 20 mg LEVITRA compared to 9 on placebo; p <0.0001).

LEVITRA significantly improved the overall per-patient rate of achieving an erection sufficient for
penetration (SEP2) (47% on 10 mg and 48% on 20 mg LEVITRA compared to 22% on placebo; p
<0.0001).

LEVITRA demonstrated a clinically meaningful and statistically significant increase in the overall per-
patient rate of maintenance of erection to successful intercourse (SEP3) (37% on 10 mg, 34% on 20
mg LEVITRA compared to 10% on placebo; p <0.0001).

INDICATIONS AND USAGE
LEVITRA is indicated for the treatment of erectile dysfunction.

CONTRAINDICATIONS
Nitrates: Administration of LEVITRA with nitrates (either regularly and/or intermittently) and nitric
oxide donors is contraindicated (see CLINICAL PHARMACOLOGY, Pharmacodynamics,
Effects on Blood Pressure and Heart Rate when LEVITRA is Combined with Nitrates).
Consistent with the effects of PDES inhibition on the nitric oxide/cyclic guanosine monophosphate
pathway, PDES5 inhibitors may potentiate the hypotensive effects of nitrates. A suitable time interval
following LEVITRA dosing for the safe administration of nitrates or nitric oxide donors has not been
determined. ‘
Hypersensitivity: LEVITRA is contraindicated for patients with a known hypersensitivity to any
component of the tablet.

WARNINGS

Cardiovascular effects

General: Physicians should consider the cardiovascular status of their patients, since there is a degree
of cardiac risk associated with sexual activity. In men for whom sexual activity is not recommended
because of their underlying cardiovascular status, any treatment for erectile dysfunction, mcludmg
LEVITRA, generally should not be used.

Left Ventricular Outflow Obstruction: Patients with left ventricular outflow obstruction, e.g., aortic
stenosis and idiopathic hypertrophic subaortic stenosis, can be sensitive to the action of vasodilators
including Type 5 phosphodiesterase inhibitors.

Blood Pressure Effects: LEVITRA has systemic vasodilatory properties that resulted in transient
decreases in supine blood pressure in healthy volunteers (mean maximum decrease of 7 mmHg systolic
and 8 mmHg diastolic) (see CLINICAL PHARMACOLOGY, Pharmacodynamics). While this
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normally would be expected to be of little consequence in most patients, prior to prescribing
LEVITRA, physicians should carefully consider whether their patients with underiymg cardiovascular
.disease could be affected adversely by such vasodilatory effects.

" Effect of Co-administration of Potent CYP3A4 Inhibitors .
Long-term safety information is not available on the concomitant administration of vardenafil with
HIV protease inhibitors. Concomitant administration with ritonavir or indinavir substantially increases
plasma concentrations of vardenafil. Because ritonavir prolongs LEVITRA elimination half-life (5 to
6-fold), no more than a single 2.5 mg dose of LEVITRA should be taken in a 72-hour period by
patients also taking ritonavir. Patients taking indinavir, saquinavir, atazanavir or other potent CYP3A4
inhibitors such as clarithromycin, ketoconazole 400 mg daily, or itraconazole 400 mg daily, should not
exceed a dose of LEVITRA 2.5 mg once daily. For patients taking ketoconazole 200 mg daily or
itraconazole 200 mg daily, a single dose of § mg LEVITRA should not be exceeded in a 24-hour period (see
PRECAUTIONS, Drug Interactions and DOSAGE AND ADMINISTRATION).

Other Effects

There have been rare reports of prolonged erections greater than 4 hours and priapism (painful
erections greater than 6 hours in duration) for this class of compounds, including vardenafil. In the
event that an erection persists longer than 4 hours, the patient should seek immediate medical
assistance. If priapism is not treated immediately, penile tissue damage and permanent loss of potency
may result.

Patient Subgroups Not Studied in Clinical Trials

There are no controlled clinical data on the safety or efficacy of LEVITRA in the following patients;

and therefore its use is not recommended until further information is available.

» unstable angina; hypotension (resting systolic blood pressure of <90 mmkg); uncontrolied
hypertension (>170/110 mmHg); recent history of stroke, life-threatening arrhythmia, or myocardial
infarction (within the last 6 months); severe cardiac failure

« severe hepatic impairment (Child-Pugh C)

= end stage renal disease requiring dialysis

» known hereditary degenerative retinal disorders, including retinitis pigmentosa

PRECAUTIONS

The evaluation of erectile dysfunction should include a determination of potential underlying causes, a
medical assessment, and the identification of appropriate treatment.
Before prescribing LEVITRA, it is important to note the following:
Alpha-blockers: Caution is advised when PDES inhibitors are co-administered with dlpha-blockers.
Phosphodiesterase Type 5 (PDES) inhibitors, including Levitra, and alpha-adrenergic blocking agents
are both vasodilators with blood-pressure lowering effects. When vasodilators are used in combination,
an additive effect on blood pressure may be anticipated. In some patients, concomitant use of these two
drug classes can Jower blood pressure significantly (see PRECAUTIONS, Drug Interactions)
leading to symptomatic hypotension (e.g., fainting). Consideration should be given to the following:
» Patients should be stable on alpha-blocker therapy prior to initiating a PDES inhibitor. Patients
who demonstrate hemodynamic instability on alpha-blocker therapy alone are at increased risk
of symptomatic hypotension with concomitant use of PDES5 inhibitors.
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+ In those patients who are stable on alpha-blocker therapy, PDES5 inhibitors should be initiated at
the lowest recommended starting dose (see DOSAGE and ADMINISTRATION). .

. » In those patients already taking an optimized dose of PDES inhibitor, alpha-blocker therapy .
should be initiated at the lowest dose. Stepwise increase in alpha-blocker dose may be
associated with further lowering of blood pressure in patients taking a PDES5 inhibitor.

+ Safety of combined use of PDES inhibitors and alpha-blockers may be affected by other

variables, including intravascular volume depletion and other anti-hypertensive drugs.

Hepatic Insufficiency: In volunteers with moderate impairment (Child-Pugh B), the Cpac and AUC
following a 10 mg vardenafil dose were increased 130% and 160%, respectively, compared to healthy
control subjects. Consequently, a starting dose of 5 mg is recommended for patients with moderate
hepatic impairment and the maximum dose should not exceed 10 mg (see CLINICAL.
PHARMACOLOGY, Pharmacokinetics in Special Populations, and DOSAGE AND
ADMINISTRATION). Vardenafil has not been evaluated in patients with severe hepatic impairment
(Child-Pugh C).
Congenital or Acquired QT Prolongation: In a study of the effect of LEVITRA on QT interval in 59
healthy males (see CLINICAL PHARMACOLOGY, Electrophysiology), therapeutic (10 mg) and
supratherapeutic (80 mg) doses of LEVITRA and the active control moxifloxacin (400 mg) produced
similar increases in QT interval. A postmarketing study evaluating the effect of combining LEVITRA
with another drug of comparable QT effect showed an additive QT effect when compared with either
drug alone (see CLINICAL PHARMACOLOGY, Electrophysiology). These observations should
be considered in clinical decisions when prescribing LEVITRA to patients with known history of QT
prolongation or patients who are taking medications known to prolong the QT interval. Patients taking
Class 1A (e.g. quinidine, procainamide) or Class III (e.g. amiodarone, sotalol) antiarthythmic
medications or those with congenital QT prolongation, should avoid using LEVITRA.
Renal Insufficiency: In patients with moderate (CL,, = 30-50 ml/min) to severe (CL, <30 mi/min)
renal impairment, the AUC of vardenafil was 20 — 30% higher compared to that observed in a control
group with normal renal function (CL¢ >80 ml/min) (see CLINICAL PHARMACOLOGY,
Pharmacokinetics in Special Populations). Vardenafil pharmacokinetics have not been
evaluated in patients requiring renal dialysis.
General: In humans, vardenafil alone in doses up to 20 mg does not prolong the bleeding time. There
is no clinical evidence of any additive prolongation of the bleeding time when vardenafil is
administered with aspirin. Vardenafil has not been administered to patients with bleeding disorders or
significant active peptic ulceration. Therefore LEVITRA should be administered to these patients after
careful benefit-risk assessment.
Treatment for erectile dysfunction should generally be used with caution by patients with anatomical
deformation of the penis (such as angulation, cavernosal fibrosis, or Peyronie’s disease) or by patients
who have conditions that may predisposé them to priapism (such as sickle cell anemia, multiple
myeloma, or leukemia).
The safety and efficacy of LEVITRA used in combination with other treatments for erectile
dysfunction have not been studied. Therefore, the use of such combinations is not recommended.

Information for Patients -

Physicians should discuss with patients the contraindication of LEVITRA with regular and/or
intermittent use of organic nitrates. Patients should be counseled that concomitant use of LEVITRA
with nitrates could cause blood pressure to suddenly drop to an unsafe level, resulting in dizziness,
syncope, or even heart attack or stroke.
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Physicians should inform their patients that in some patients concomitant use of PDES inhibitors,
including LEVITRA, with alpha-blockers can lower blood pressure significantly leading to
symptomatic hypotension (e.g., fainting). Patients prescribed LEVITRA who are taking alpha-blockers
should be started on the lowest recommended starting dose of LEVITRA (see Drug Interactions and
DOSAGE AND ADMINISTRATION). Patients should be advised of the possible occurrence of
symptoms related to postural hypotension and appropriate countermeasures. Patients should be advised
to contact the prescribing physician if other anti-hypertensive drugs or new medications that may
interact with LEVITRA are prescribed by another healthcare provider.

Physicians should discuss with patients the appropriate use of LEVITRA and its anticipated benefits. It
should be explained that sexual stimulation is required for an erection to occur after taking LEVITRA.
LEVITRA should be taken approximately 60 minutes before sexual activity. Patients should be
counseled regarding the dosing of LEVITRA. Patients should be advised to contact their healthcare
provider for dose modification if they are not satisfied with the quality of their sexual performance
with LEVITRA or in the case of an unwanted effect. Patients should be advised to contact the
prescribing physician if new medications that may interact with LEVITRA are prescribed by another
healthcare provider.

Physicians should advise patients to stop use of all PDES5 inhibitors, inchiding LEVITRA, and seck
medical attention in the event of sudden loss of vision in one or both eyes. Such an event may be a
sign of non-~arteritic anterior ischemic optic neuropathy (NAION), a cause of decreased vision,
including permanent loss of vision, that has been reported rarely post-marketing in temporal
association with the use of all PDES inhibitors. It is not possible to determine whether these events
were related directly to the use of PDES inhibitors or to other factors. Physicians should also discuss
with patients the increased risk of NAION in individuals who have already experienced NAION in one
eye, including whether such individuals could be adversely affected by use of vasodilators such as
PDES inhibitors (see POST-MARKETING EXPERIENCE, Ophthalmologic).

Physicians should discuss with patients the potential cardiac risk of sexual activity for patients with
preexisting cardiovascular risk factors.

The use of LEVITRA offers no protection against sexually transmitted diseases. Counseling of patients
about protective measures necessary to guard against sexually transmitted diseases, including the
Human Immunodeficiency Virus (HIV), should be considered.

Physicians should inform patients that there have been rare reports of prolonged erections greater than
4 hours and priapism (painful erections greater than 6 hours in duration) for LEVITRA and this class
of compounds. In the event that an erection persists longer than 4 hours, the patient should seek
immediate medical assistance. If priapism is not treated immediately, penile tissue damage and
permanent loss of potency may result. '

Drug Interactions ,
“Effect of other drugs on LEVITRA .

In vitro studies: Studies in human liver microsomes showed that vardenafil is metabolized primarily by
cytochrome P450 (CYP) isoforms 3A4/5, and to a lesser degree by CYP2C9. Therefore, inhibitors of
these enzymes are expected to reduce vardenafil clearance (see WARNINGS and DOSAGE AND
ADMINISTRATION).

In vivo studies: Cytochrome P450 Inhibitors

Cimetidine (400 mg b.i.d.) had no effect on vardenafil bicavailability (AUC) and maximum
concentration (Cpax) of vardenafil when co-administered with 20 mg LEVITRA in healthy volunteers.
Erythromyein (500 mg t.i.d.} produced a 4-fold increase in vardenafil AUC and a 3-fold increase in
Crmax When co-administered with LEVITRA 5 mg in healthy volunteers (see DOSAGE AND
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ADMINISTRATION). It is recommended not to exceed a single 5 mg dose of LEVITRA in a 24-hour

period when used in combination with erythromycin.

Ketoconazole (200 mg once daily) produced a 10-fold increase in vardenafil AUC and a 4-fold
increase in Cx When co-administered with LEVITRA (5 mg) in healthy volunteers. A 5-mg
LEVITRA dose should not be exceeded when used in combination with 200 mg once daily
ketoconazole. Since higher doses of ketoconazole (400 mg daily) may result in higher increases in Cpx
and AUC, a single 2.5 mg dose of LEVITRA 'should not be exceeded in a 24-hour period when used in
combination with ketoconazole 400 mg daily (sce WARNINGS and DOSAGE AND
ADMINISTRATION).

HIV Protease Inhibitors:

Indinavir (800 mg t.i.d.) co-administered with LEVITRA 10 mg resulted in a 16-fold increase in
vardenafil AUC, a 7-fold increase in vardenafil C,,, and a 2-fold increase in vardenafil haif-life, It is
recommended not to exceed a single 2.5 mg LEVITRA dose in a 24-hour period when used in
combination with indinavir (see WARNINGS and DOSAGE AND ADMINISTRATION).

Ritonavir (600 mg b.i.d.) co-administered with LEVITRA 5 mg resulted in a 49-fold increase in
vardenafil AUC and a 13-fold increase in vardenafil Cyx. The interaction is a consequence of blocking
hepatic metabolism of vardenafil by ritonavir, a highly potent CYP3A4 inhibitor, which also inhibits
CYP2C9. Ritonavir significantly prolonged the half-life of vardenafil to 26 hours. Consequently, it is
recommended not to exceed a single 2.5 mg LEVITRA dose in a 72-hour period when used in
combination with ritonavir (see WARNINGS and DOSAGE AND ADMINISTRATION).

Other CYP3A44 inhibitors: Although specific interactions have not been studied, other CYP3A4
inhibitors, including grapefruit juice would likely increase vardenafil exposure.

Other Drug Interactions: No pharmacokinetic interactions were observed between vardenafil and the
following drugs: glyburide, warfarin, digoXin, Maalox, and ranitidine. In the warfarin study, vardenafii
had no effect on the prothrombin time or other pharmacodynamic parameters.

Effects of LEVITRA on other drugs

In vitro studies:

Vardenafil and its metabolites had no effect on CYP1A2, 2A6, and 2E1 (Ki>100 pM). Weak
inhibitory effects toward other isoforms (CYP2C8, 2C9, 2C19, 2D6, 3A4) were found, but Ki values
were in excess of plasma concentrations achieved following dosing. The most potent inhibitory activity
was observed for vardenafil metabolite M1, which had a Ki of 1.4 pM toward CYP3A4, which is
about 20 times higher than the M1 Cpx values after an 80 mg LEVITRA dose.

Invivo studies:

Nitrates: The blood pressure lowering effects of sublinguat nitrates (0.4 mg) taken 1 and 4 hours after
vardenafil and increases in heart rate when taken at 1, 4 and 8 hours were potentiated by a 20 mg dose
of LEVITRA in healthy middle-aged subjects. These effects were not observed when LEVITRA 20
mg was taken 24 hours before the NTG. Potentiation of the hypotensive effects of nitrates for patients
with ischemic heart disease has not been evaluated, and concomitant use of LEVITRA and njtrates is
contraindicated (see CLINICAL PHARMACOLOGY Pharmacodynamics, Effects on Blood
Pressure and Heart Rate when LEVITRA is Combined with Nitrates;
CONTRAINDICATIONS).

Nifedipine: Vardenafil 20 mg, when co-administered with slow-release nifedipine 30 mg or 60 mg
once daily, did not affect the relative bioavailability (AUC) or maximum concentration {(Cpay) of
nifedipine, a drug that is metabolized via CYP3A4. Nifedipine did not alter the plasma levels of
LEVITRA when taken in combination. In these patients whose hypertension was controlled with
nifedipine, LEVITRA 20 mg produced mean additional supine systolic/diastolic blood pressure
reductions of 6/5 mmHg compared to placebo.
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Alpha-blockers:
Blood pressure effects in patients on stable alpha-blocker treatment:
Two clinical pharmacology studies were conducted in patients with benign prostatic hyperplasia (BPH)
on stable-dose alpha-blocker treatment for at least four weeks.
Study 1: This study was designed to evaluate the effect of 5 mg vardenafil compared to placebo when
administered to BPH patients on chronic alpha-blocker therapy in two separate cohorts: tamsulosin 0.4
mg daily (cohort 1, n=21) and terazosin 5 or 10 mg daily (cohort 2, n=21). The design was a
randomized, double blind, cross-over study with four treatments: vardenafil 5 mg or placebo
administered simultaneously with the alpha-blocker and vardenafil 5 mg or placebo administered 6
hours after the alpha-blocker. Blood pressure and pulse were evaluated over the 6-hour interval after
vardenafil dosing. For BP results see Table 2. One patient after simultancous treatment with 5 mg
vardenafil and 10 mg terazosin exhibited symptomatic hypotension with standing blood pressure of
80/60 mmHg occurring one hour after administration and subsequent mild dizziness and moderate
lightheadedness lasting for 6 hours. For vardenafil and placebo, five and two patients, respectively,
experienced a decrease in standing systolic blood pressure (SBP) of >30 mmHg following
simultaneous administration of terazosin. Hypotension was not observed when vardenafil 5 mg and
terazosin were administered 6 hours apart. Following simultaneous administration of vardenafil 5 mg
and tamsulosin, two patients had a standing SBP of <85 mmHg; two and one patient (vardenafil and
placebo, respectively) had a decrease in standing SBP of >30 mmHg. When tamsulosin and vardenafil 5
mg were separated by 6 hours, two patients had a standing SBP <85 mmHg and one patient had a decrease
in SBP of >30 mmHg. There were no severe adverse events related to hypotension reported during the
study. There were no cases of syncope.

Table 2: Mean (95% C.1.) maximal change from baseline in systolic blood pressure (mmHg)

following vardenafil 5 mg in BPH patients on stable alpha-blocker therapy (Study 1)

Simuitaneous dosing of Dosing of Vardenafil 5 mg
Alpha-Blocker Vardenafil 5 mg and Alpha-Blocker
and Alpha-Blocker, Separated by 6 Hours,
Placebo-Subtracted Placebo-Subiracted
Terazosin Standing SBP -3 (-6.7,0.1) ' -4(-74,-0.5)
Sorl0mgdaily | gypine SBP -4 (6.7, -0.5) 4(-1.1,-0.7)
Tamsulosin Standing SBP -6(-9.9,-2.1) -4 (-8.3, -0.5)
0.4 mg daily Supine SBP -4(-7.0,-0.8) - -5 (-1.9, -1.7)

Blood pressure effects (standing SBP) in normotensive men on stable dose tamsulosin 0.4 mg
following simultaneous administration of vardenafil 5 mg or placebo, or following administration of
vardenafil 5 mg or placebo separated by 6 hours are shown in Figure 3. Blood pressure effects
(standing SBP) in normotensive men on stable dose terazosin (5 or 10 mg) following simultaneous
administration of vardenafil 5 mg or placebo, or following administration of vardenafil 5 mg or
placebo separated by 6 hours, are shown in Figure 4.
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Figure 3: Mean change from baseline in standing systolic blood pressure
(mmHg) over 6 hour interval following simultaneous or
. 6 hr separation administration of vardenafil 5 mg or placebo with stable dose tamsulosin 0.4 -
mg in normotensive BPH patients (Study 1) '
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Figure 4: Mean change from baseline in standing systolic blood pressure
(mmHg) over 6 hour interval following simultaneous or
6 hr separation administration of vardenafil 5 mg or placebo with stable dose terazosin (5 or
10 mg) in normotensive BPH patients (Study 1)
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Study 2: This study was designed to evaluate the effect of 10 mg vardenafil (stage 1) and 20 mg
- vardenafil (stage 2) compared to placebo, when administered to a single cohort of BPH patients (n=23)

on stable therapy with tamsulosin 0.4 mg or 0.8 mg daily for at least four weeks. The design was a
" randomized, double blind, two-period cross-over study. Vardenafil or placebo was given
simultaneously with tamsulosin. Blood pressure and pulse were evaluated over the 6-hour interval after
vardenafil dosing. For BP results see Table 3. One patient experienced a decrease from baseline in
standing SBP of >30 mmHg following vardenafil 10 mg. There were no other instances of outlier
blood pressure values (standing SBP <85 mmHg or decrease from baseline in standing SBP of >30
mmHg). Three patients reported dizziness following vardenafii 20 mg. There were no cases of
syncope. ,

Table 3: Mean (95% C.l.) maximal change from baseline in systolic blood pressure (mmHg)

following vardenafil 10 and 20 mg in BPH patients on stable alpha-blocker therapy with
tamsulosin 0.4 or 0.8 mg daily (Study 2)

Vardenafil 10 mg
Placebo-subtracted

Vardenafil 20 mg
Placebo-subtracted

Standing SBP

4 (-6.8, -0.3)

-4 (-6.8, -1.4)

Supine SBP

5(-8.2,-0.8)

-4 (-6.3, -1.8)

Blood pressure effects (standing SBP) in normotensive men on stable dose tamsulosin 0.4 mg
following simultaneous administration of vardenafil 20 mg or placebo, or following administration of
vardenafil 20 mg or placebo separated by 6 hours are shown in Figure 5.

Figure 5: Mean change from baseline in standing systolic blood pressure
(mmHg) over 6 hour interval following simultaneous administration of vardenafil 10 mg (Stage 1),
vardenafil 20 mg (Stage 2), or placebo with stable dose tamsulosin 0.4 mg in normotensive BPH

patients (Study 2)
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Concomitant treatment with vardenafil and alpha-blockers should be initiated only if the patient is
stable on his alpha-blocker therapy. In those patients who are stable on alpha-blocker therapy,
LEVITRA should be initiated at the lowest recommended startmg dose (see DOSAGE and
ADMINISTRATION).

Blood pressure effects in normotensive men after forced titration with alpha-blockers:

Two randomized, double blind, placebo-controlled clinical pharmacology studies with healthy
normotensive volunteers (age range, 45-74 years) were performed after forced titration of the alpha-
blocker terazosin to 10 mg daily over 14 days (n=29), and afier initiation of tamsulosin 0.4 mg daily
for five days (n=24). There were no severe adverse events related to hypotension in either study.
Symptoms of hypotension were a cause for withdrawal in 2 subjects receiving terazosin and in 4
subjects receiving tamsulosin. Instances of outlier blood pressure values (defined as standing SBP <85
mmHg and/or a decrease from baseline of standing SBP >30 mmHg) were observed in 9/24 subjects
receiving tamsulosin and 19/29 receiving terazosin. The incidence of subjects with standing SBP <85
mmHg given vardenafil and terazosin to achieve simultaneous Ty, led to early termination of that arm
of the study. In most (7/8) of these subjects, instances of standing SBP <85 mmHg were not associated
with symptoms. Among subjects treated with terazosin, outlier values were observed more frequently
when vardenafil and terazosin were given to achieve simultaneous T than when dosing was
administered to separate Trax by 6 hours. There were 3 cases of dizziness observed with concomitant
administration of terazosin and vardenafil. Seven subjects experienced dizziness mainly occurring with
simultaneous Tr,x administration of tamsulosin, There were no cases of syncope.

Table 4. Mean (95% C.|.) maximal change in baseline in systolic blood pressure (mmHg)
following vardenafil 10 and 20 mg in healthy volunteers on daily alpha-blocker therapy

Dosing of Vardenafil and Simuitaneous dosing of
Alpha-Blocker Separated by | Vardenafil and Alpha-Blocker
6 Hours
Vardenafil Vardenafil Vardenafil Vardenafil
Alpha- 10 mg 20 mg 10 mg 20 mg
blocker Placeba- Placebo- Placebo- Placebo-
Subtracted Subtracted Subtracted Subtracted
Terazosin | ganding 7 (-10,-3) | -11 (-14,-7) | 23 (31, | -14 (33, 11)*
10 mg SBP" 16)*
daily
Supine SBP | -5 (-8,-2) | -7 (-11,-4) -7 (-25, -7 (-31, 22)*
19)*
Tamsulosi | g4 ding 4 (8,-1) | -8 (-11,-4) | -8 (-14,-2) | -8 (-14,-1)
daily
Supine SBP | -4 (-8, 0) -7 (-11,-3) | -5 (-9,-2) 3 (7,0

* Due to the sample size, confidence intervals may not be an accurate measure for these data. These
values represent the range for the difference.
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Figure 6: Mean change from baseline in standing systolic blood pressure
(mmHg) over 6 hour interval following simuitaneous or 6 hr separation administration of
vardenafil 10 mg, vardenafil 20 mg or placebo with terazosin (10 mg) in healthy volunteers
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Figure 7: Mean change from baseline in standing systolic blood pressure
(mmHg) over 6 hour interval following simultaneous or 6 hr separation administration of
vardenafil 10 mg, vardenafil 20 mg or placebo with tamsulosin (0.4 mq) in healthy volunteers

© TAMSULOSIN
(=3 DGl Placabe - Bt Separation 8- -8~ & Plaseho . Simullaneouz
had 10mg - Ghr Sef 10my it -
20 mg Vardonatil - Bt 5 20 M Vardonahl - Stmoth

Mesn Change (mmHg)

T T T T
0 1 2 3 4 s ]

Time {Hr}

Ritonavir and indinavir: Upon concomitant administration of 5 mg of LEVITRA with 600 mg BID
ritonavir, the Cyay and AUC of ritonavir were reduced by approximately 20%. Upon administration of
10 mg of LEVITRA with 800 mg TID indinavir, the Cp.x and AUC of indinavir were reduced by 40%
and 30%, respectively.
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Alcohol: Alcohol (0.5 g/kg body weight: approximately 40 mL of absolute alcohol-in a 70 kg person}
and vardenafil plasma levels were not altered when dosed simultaneously. LEVITRA (20.mg) did not
potentiate the hypotensive effects of alcohol during the 4-hour observation period in healthy volunteers
when administered with alcohol (0.5 g/kg body weight).

Aspirin: LEVITRA (10 mg and 20 mg) did not potentiate the increase in bleeding time caused by,
aspirin (two 81 mg tablets).

Other interactions: LEVITRA had no effect on the pharmacodynamics of glyburide (glucose and
insulin concentrations) and warfarin (prothrombin time or other pharmacodynamic parameters).

Carcinogenesis, Mutagenesis, Impairment of Fertility

Vardenafil was not carcinogenic in rats and mice when administered daily for 24 months. In these
studies systemic drug exposures (AUCs) for unbound (free) vardenafil and its major metabolite were
approximately 400- and 170-fold for male and female rats, respectively, and 21- and 37-fold for male
and female mice, respectively, the exposures observed in human males given the Maximum
Recommended Human Dose (MRHD) of 20 mg. Vardenafil was not mutagenic as assessed in either
the in vitro bacterial Ames assay or the forward mutation assay in Chinese hamster V5 cells.
Vardenafil was not clastogenic as assessed in either the in vitro chromosomal aberration test or the in
vivo mouse micronucleus test. Vardenafil did not impair fertility in male and female rats administered
doses up to 100 mg/kg/day for 28 days prior to mating in male, and for 14 days prior to mating and
through day 7 of gestation in females. In a corresponding 1-month rat toxicity study, this dose
produced an AUC value for unbound vardenafil 200 fold greater than AUC in humans at the MRHD of
20 mg.

There was no effect on sperm motility or morphology after single 20 mg oral doses of vardenatil in
healthy volunteers.

Pregnancy, Nursing Mothers and Pediatric Use

LEVITRA is not indicated for use in women, newborns, or children. Vardenafil was secreted into the
milk of lactating rats at concentrations approximately 10-fold greater than found in the plasma.
Following a single cral dose of 3 mg/kg, 3.3% of the administered dose was excreted into the milk
within 24 hours. It is not known if vardenafil is excreted in human breast milk.
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Pregnancy Category B: No evidence of specific potential for teratogenicity, embryotoxicity or
fetotoxicity was observed in rats and rabbits that received vardenafil at up to .18 mg/kg/day during
organogenesis. This dose is approximately 100 fold (rat) and 29 fold (rabbit) greater than the AUC .
values for unbound vardenafil and its major metabolite in humans given the MRHD of 20 mg. In the
rat pre-and postnatal development study, the NOAEL (no observed adverse effect level} for maternal
toxicity was 8 mg/kg/day. Retarded physical development of pups in the absence of maternal effects
was observed following maternal exposure to 1 and 8 mg/kg possibly due to vasodilatation and/or
secretion of the drug into milk. The number of living pups born to rats exposed pre- and postnatally
was reduced at 60 mg/kg/day. Based on the results of the pre- and postnatal study, the developmental
NOAEL is less than' 1 mg/kg/day. Based on plasma exposures in the rat developmental toxicity study,

1 mg/kg/day in the pregnant rat is estimated to produce total AUC values for unbound vardenafil and
its major metabolite comparable to the human AUC at the MRHD of 20 mg. There are no adequate and
well-controlled trials of vardenafil in pregnant women.

Geriatric Use

Elderly males age 65 years and older have higher vardenafil plasma concentrations than younger males
(18 — 45 years), mean Cp,y and AUC were 34% and 52% higher, respectively (see CLINICAL
PHARMACOLOGY, Pharmacokinetics in Special Populations, and DOSAGE AND
ADMINISTRATION). Phase 3 clinical trials included more than 834 elderly patients, and no
differences in safety or effectiveness of LEVITRA 5, 10, or 20 mg were noted when these elderly
patients were compared to younger patients. However, due to increased vardenafil concentrations in
the elderly, a starting dose of § mg LEVITRA should be considered in patients 265 years of age.

ADVERSE REACTIONS
LEVITRA was administered to over 4430 men (mean age 56, range 18-85 years; §1% White, 6%
Black, 2% Asian, 2% Hispanic and 9% Other) during controlled and uncontrolled clinical trials -
worldwide. Over 2200 patients were treated for 6 months or longer, and 880 patients were treated for
at least 1 year.
In placebo-controlled clinical trials, the discontinuation rate due to adverse events was 3.4% for
LEVITRA compared to 1.1% for placebo.
When LEVITRA was taken as recommended in placebo-controlled clinical trials, the following
adverse events were reported (see Table 5).
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Table 5: Adverse Events Reported By 22% of Patients Treated with LEVITRA
and More Frequent on Drug than Placebo in Fixed and Flexible’ Dose Randomized,
Controlled Trials of 5 mg, 10 mg, or 20 mg Vardenafil

Adverse Event Percentage of Patients Reporting Event
Placebo LEVITRA
N=1199 N =2203.
Headache 4% 15%
Flushing 1% - 11%
Rhinitis ) 3% . 9%
Dyspepsia 1% 4%
Accidental Injury* 2% 3%
Sinusitis 1% 3%
Flu Syndrome 2% 3%
Dizziness 1% ' 2%
Increased Creatine Kinase ' 1% 2%
Nausea 1% 2%

* All the events listed in the above table were deemed to be adverse drug reactions with the
exception of accidental injury.

¥ Flexible dose studies started all patients at LEVITRA 10 mg and allowed decrease in dose to 5 mg or
" increase in dose to 20 mg based on side effects and efficacy.

Back pain was reported in 2.0% of patients treated with LEVITRA and 1.7% of patients on placebo.

Placebo-controlled trials suggested a dose effect in the incidence of some adverse events (headache,
flushing, dyspepsia, nausea, rhinitis) over the 5 mg, 10 mg, and 20 mg doses of LEVITRA. The
following section identifies additional, less frequent events (<2%) reported during the clinical
development of LEVITRA. Excluded from this list are those events that are infrequent and minor,
those events that may be commonly observed in the absence of drug therapy, and those events that are
not reasonably associated with the drug,

BODY AS A WHOLE: anaphylactic reaction (including laryngeal edema), asthenia, face edema,

pain

AUDITORY: tinnitus

CARDIOVASCULAR: angina pectoris, chest pain, hypertension, hypotension, myocardial
ischemia, myocardial infarction, palpitation, postural hypotension, syncope, tachycardia
DIGESTIVE: abdominal pain, abnormal liver function tests, diarrhea, dry mouth, dysphagia,
esophagitis, gastritis, gastroesophageal reflux, GGTP increased, vomiting
MUSCULOSKELETAL: arthralgia, back pain, myalgia, neck pain

NERVOUS: hypertonia, hypesthesia, insomnia, paresthesia, somnolence, vertigo
RESPIRATORY: dyspnea, epistaxis, pharyngitis

SKIN AND APPENDAGES: photosensitivity reaction, pruritus, rash, sweating
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OPHTHALMOLOGIC: abnormal vision, blurred vision, chromatopsia, changes in color vision,
conjunctivitis (increased redness of the eye), dim vision, eye pain, glaucoma, photophobia, watery
eyes.

UROGENITAL: abnommal ejaculation, priapism (mcludmg prolonged or painful erections)

POST~MARKETING EXPERIENCE
Ophthalmologic
Non-arteritic anterior ischemic optic neuropathy (NAION), a cause of decreased vision including
permanent loss of vision, has been reported rarely post-marketing in temporal association with the use
of phosphodiesterase type 5 (PDES) inhibitors, including LEVITRA. Most, but not all, of these
patients had underlying anatomic or vascular risk factors for development of NAION, including but
not necessarily limited to: low cup to disc ratio (“crowded disc™), age over 50, diabetes, hypertension,
coronary artery disease, hyperiipidemia and smoking. It is not possible to determine whether these
events are related directly to the use of PDES inhibitors, to the patient’s underlying vascular risk
factors or anatomical defects, to a combination of these factors, or to other factors (see
PRECAUTIONS, Information for Patients).
Visual disturbances including vision loss (temporary or permanent), such as visual field defect, retinal
vein occlusion, and reduced visual acuity, have also been reported rarely in post-marketing experience.
It is not possible to determine whether these events are related directly to the use of LEVITRA.

OVERDOSAGE
The maximum dose of LEVITRA for which human data are available is a single 120 mg dose
administered to eight healthy male vo]unteers The majority of these subjects experlenced reversible
back pain/myalgia and/or “abnormal vision.’
In cases of overdose, standard supportive measures should be taken as required. Renal dialysis is not
expected to accelerate clearance because vardenafil is highly bound to plasma proteins and is not
significantly eliminated in the urine.

DOSAGE AND ADMINISTRATION

For most patients, the recommended starting dose of LEVITRA is 10 mg, taken orally approximately

60 minutes before sexual activity. The dose may be increased to a maximum recommended dose of 20
mg or decreased to 5 mg based on efficacy and side effects. The maximum recommended dosing
frequency is once per day. LEVITRA can be taken with or without food. Sexual stimulation is required
for a response to treatment. .

Geriatrics: A starting dose of 5 mg LEVITRA should be considered in patients 265 years of age (see
CLINICAL PHARMACCLOGY, Pharmacokinetics in Special Populations and
PRECAUTIONS).

Hepatic Impairment: For patients with mild hepatic impairment (Child-Pugh A}, no dose adjustment
of LEVITRA is required. Vardenafil clearance is reduced in patients with moderate hepatic impairment
(Child-Pugh B), and a starting dose of 5 mg LEVITRA is recommended. The maximum dose in
patients with moderate hepatic impairment should not exceed 10 mg. LEVITRA has not been
evaluated in patients with severe hepatic impairment (Child-Pugh C} (see CLINICAL
PHARMACOLOGY, Metabolism and Excretion, WARNINGS and PRECAUTIONS).

Renal Impairment: For patients with mild (CL,, = 50-80 ml/min), moderate (CL; = 30-50¢ ml/min),
or severe (CLg <30 ml/min) renal impairment, no dose adjustment is required. LEVITRA has not been
evaluated in patients on renal dialysis (see CLINICAL PHARMACOLOGY, Metabolism and
Excretion and PRECAUTIONS).
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Concomitant Medications: The dosage of LEVITRA may require adjustment in patients receiving
potent CYP3A4 inhibitors such as ketoconazole, itraconazole, ritonavir, indinavir, saquinavir,
atazanavir, and clarithromycin as well as in other patients receiving moderate CYP3 A4 inhibitors such
as erythromycin (see WARNINGS, PRECAUTIONS, Drug Interactions). For ritonavir, a single -
dose of 2.5 mg LEVITRA should not be exceeded in a 72-hour period. For indinavir, saquinavir,
atazanavir, ketoconazole 400 mg daily, itraconazole 400 mg daily, and clarithromycin, a single dose of
2.5 mg LEVITRA should not be exceeded in a 24-hour period. For ketoconazole 200 mg daily,

itraconazole 200 mg daily, and erythromycin, a single dose of 5 mg LEVITRA should not be exceeded

in a 24-hour period. For alpha-blockers, caution is advised when PDES5 inhibitors, including
LEVITRA, are used concomitantly with alpha-blockers because of the potential for an additive effect
on blood pressure. In some patients, concomitant use of these two drug classes can lower blood |
pressure significantly (see PRECAUTIONS, Alpha-blockers and Drug Interactions) leading to
symptomatic hypotension (e.g., fainting). Concomitant treatment should be initiated only if the patient
is stable on his alpha blocker therapy. In those patients who are stable on alpha-blocker therapy,
LEVITRA should be initiated at a dose of 5 mg (2.5 mg when used concomitantly with certain
CYP3A4 inhibitors - see Drug Interactions).

HOW SUPPLIED

LEVITRA (vardenafil HCI) is formulated as orange, film-coated round tablets with debossed
“BAYER?” cross on one side and “2.5”, “5”, “10”, and “20” on the other side equivalent to 2.5 mg, 5
mg, 10 mg, and 20 mg of vardenafil, respectively.

Package Strength NDC Code
Bottles of 30 2.5mg 0085-1923-01
S5mg . 0085-1945-01
10 mg 0085-1901-01
20 mg ' © 0085-1934-01

Recommended Storage: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see Usp
Controlled Room Temperature].
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Patient Information

LEVITRA® (Luh-VEE-Trah)
(vardenafil HCI) Tablets

Read the Patient Information about LEVITRA before you start taking it and again each time you get a
refill. There may be new information. You may also find it helpful to share this information with your
partner. This leaflet does not take the place of taiking with your doctor. You and your doctor should
talk about LEVITRA when you start taking it and at regular checkups. If you do not understand the
information, or have questions, talk with your doctor or pharmacist.

WHAT IMPORTANT INFORMATION SHOULD YOU KNOW ABOUT LEVITRA?

LEVITRA can cause your blood pressure to drop suddenly to an unsafe level if it is taken with
ceriain other medicines. With a sudden drop in blood pressure, you could get dizzy, faint, or have a
heart attack or stroke.

Do not take LEVITRA if you:

* fake any medicines called “nitrates.”

» use recreational drugs called “poppers” like amyl nitrate and buty] nitrate.
(See “Who Should Not Take LEVITRA?”)

Tell all your healthcare providers that you take LEVITRA., If you need emergency medical care
for a heart problem, it will be important for your healthcare provider to know when you last took
LEVITRA.

- WHAT IS LEVITRA?

LEVITRA is a prescription medicine taken by mouth for the treatment of erectile dysfunction (ED) in
men. ‘

ED is a condition where the penis does not harden and expand when a man is sexuvally excited, or when
he cannot keep an erection. A man who has trouble getting or keeping an erection should see his doctor
for help if the condition bothers him. LEVITRA may help a man with ED get and keep an erection
when he is sexually excited.

LEVITRA does not:
» cure ED A
* increase a man’s sexual desire

» protect a man or his partner from sexually transmitted diseases, including HIV. Speak to your
doctor about ways to guard against sexually transmitted diseases.

» gerve as 2 male form of birth control

LEVITRA is only for men with ED. LEVITRA is not for women or children. LEVITRA must be used
only under a doctor’s care.

HOW DOES LEVITRA WORK? :

When a man is sexually stimulated, his body’s normal physical response is to increase blood flow to
his penis. This results in an erection. LEVITRA helps increase blood flow to the penis and may help
men with ED get and keep an erection satisfactory for sexual activity. Once a man has completed
sexual activity, blood flow to his penis decreases, and his erection goes away.



NDA 21-400/S-008
Page 26

WHO CAN TAKE LEVITRA?
Talk to your doctor to decide if LEVITRA is right for you.

LEVITRA has been shown to be effective in men over the age of 18 years who have erectile
dysfunction, including men with diabetes or who have undergone prostatectomy.

WHO SHOULD NOT TAKE LEVITRA?
Do not take LEVITRA if you:

+ take any medicines called “nitrates” (See “What important information should you know about
LEVITRA?”). Nitrates are commonly used to treat angina. Angina is a symptom of heart disease and
can cause pain in your chest, jaw, or down your arm.

Medicines called nitrates include nitroglycerin that is found in tablets, sprays, ointments,
pastes, or patches. Nitrates can also be found in other medicines such as isosorbide dinitrate or
isosorbide mononitrate. Some recreational drugs called “poppers” also contain nitrafes, such as
amyl nitrate and butyl nitrate. Do not use LEVITRA if you are using these drugs. Ask your doctor
or pharmacist if you are not sure if any of your medicines are nitrates.

* you have been told by your healtheare provider to not have sexual activity because of health
* problems. Sexual activity can put an extra strain on your heart, especially if your heart is already
weak from a heart attack or heart disease.

s are allergic to LEVITRA or any of its ingredients. The active ingredient in LEVITRA is called
vardenafil. See the end of this leaflet for a complete list of ingredients.

WHAT SHOULD YOU DISCUSS WITH YOUR DOCTOR BEFORE TAKING LEVITRA?

Before taking LEVITRA, tell your doctor about all your medical problems, including if

you:

* have heart problems such as angina, heart failure, irregular heartbeats, or have had a heart attack.
Ask your doctor if it is safe for you to have sexual activity.

* have low blood pressure or have high blood pressure that is not controlled

* have had a stroke

« or any family members have a rare heart condition known as prolongation of the QT interval
{long QT syndrome)

* have liver problems

* have kidney problems and require dialysis

« have retinitis pigmentosa, a rare genetic (runs in families) eye disease

* have ever had severe vision loss, or if you have an eye condition called non-arteritic anterior

ischemic optic neuropathy (NAION)
s have stomach ulcers

* have a bleeding problem ,

* have a deformed penis shape or Peyronie’s discase

* have had an erection that lasted more than 4 hours

* have blood cell problems such as sickle cell anemia, multiple myeloma, or leukemia

CAN OTHER MEDICATIONS AFFECT LEVITRA?

Tell your doctor about all the medicines you take including prescription and non-prescription
medicines, vitamins, and herbal supplements. LEVITRA and other medicines may affect each other.
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Always check with your doctor before starting or stopping ariy medicines. Especially tell your doctor if

you take any of the following:

» medicines called nitrates (See “What important information should you know about LEVITRA?”)

. medlcmes called alpha-blockers. These mclude Hytrin® (terazosin HCI), Flomax® (tamsulosin HCI),
Cardura® (doxazosin mesylate), Mlmpress (prazosin HCI) or Uroxatral® (alfuzosin HCI). Alpha-
blockers are sometimes prescribed for prostate problems or high blood pressure. In some patients the
use of PDES inhibitor drugs, including LEVITRA, with alpha-blockers can lower blood pressure
significantly leading to fainting. You should contact the prescribing physician if alpha-blockers or
other drugs that lower blood pressure are prescribed by another healthcare provider.

» medicines that treat abnormal heartbeat. These include quinidine, procainamide, amiodarone
and sotalol. -

* ritonavir (Norvu‘®) or indinavir sulfate (Crixivan®) saguinavir (Fortavase® ot Invirase®) or
atazanavir (Reyataz )

s ketoconazole or itraconazole (such as leoral® or Sporanox®)

= crythromycin or clarithromycin

other medicines or treatments for ED

HOW SHOULD YOU TAKE LEVITRA?

Take LEVITRA exactly as your doctor prescribes. LEVITRA comes in different doses (2.5 mg, 5 mg,
10 mg, and 20 mg). For most men, the recommended starting dose is 10 mg. Take LEVITRA no
more than once a day. Doses should be taken at least 24 hours apart. Some men can only take a low
dose of LEVITRA because of medical conditions or medicines they take. Your doctor will prescribe
the dose that is right for you.

« If you are older than 65 or have liver problems, your doctor may start you on a lower dose of
LEVITRA.

= If you have prostate problems or high blood pressure, for which you take medicines called
alpha-blockers, your doctor may start you on a lower dose of Levitra.

* If you are taking certain other medicines your doctor may prescribe a lower starting dose and limit
you to one dose of LEVITRA in a 72-hour (3 days) period. .

Take 1 LEVITRA tablet about [ hour (60 minutes) before sexual activity. Some form of sexual

stimulation is needed for an erection to happen with LEVITRA. LEVITRA may be taken with or

without meals.

Do not change your dose of LEVITRA without talking to your doctor. Your doctor may lower your

dose or raise your dose, depending on how your body reacts to LEVITRA.

If you take too much LEVITRA, call your doctor or emergency room right away.

WHAT ARE THE POSSIBLE SIDE EFFECTS OF LEVITRA?

The most common side effects with LEVITRA are headache, flushing, stuffy or runny nose,
indigestion, upset stomach, or dizziness. These side effects usvally go away after a few hours. Call
your doctor if you get a side effect that bothers you or one that will not go away.

LEVITRA may uncommonly cause:
« an erection that won’t go away (priapism). If you get an erection that lasts more than 4
hours, get medical help right away. Priapism must be treated as soon as possible or lasting damage
can happen to your penis including the inability to have erections.
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+ color vision changes, such as seeing a blue tinge to objects or havmg dtfﬁculty tellmg the difference
between the colors blue and green.

In rare instances, men taking PDES inhibitors (oral erectile dysﬁmct1on medicines, including

LEVITRA) reported a sudden decrease or loss of vision in one or both eyes. ‘It is not possible to.

determine whether these events are related directly to these medicines, to other factors such as high .

blood pressure or diabetes, or to a combination of these. If you experience sudden decrease or loss of

vision, stop taking PDES3 inhibitors, including LEVITRA, and cal! a doctor right away.

These are not all the side effects of LEVITRA. For more information, ask your doctor or pharmacist.

HOW SHOULD LEVITRA BE STORED?
» Store LEVITRA at room temperature between 59° and 86° F (15° to 30° C).

* Keep LEVITRA and all medicines out of the reach of children.

GENERAL INFORMATION ABOUT LEVITRA.

Medicines are sometimes prescribed for conditions other than those described in patient information
leaflets. Do not use LEVITRA for a condition for which it was not prescribed. Do not give LEVITRA
to other people, even if they have the same symptoms that you have. It may harm them.

This leaflet summarizes the most important information about LEVITRA. If you would like more
information, talk with your healthcare provider. You can ask your doctor or pharmacist for information
about LEVITRA that is written for health professionals.

For more information you can also visit www.LEVITRA.com, or call 1-866-LEVITRA.

WHAT ARE THE INGREDIENTS OF LEVITRA?
Active Ingredient: vardenafil hvdrochloride

Inactive Ingredients: microcrystalline cellulose, crospovidone, colloidal silicon dioxide, magnesium
stearate, hypromellose, polyethylene glycol, titanium dioxide, yellow ferric oxide, and red ferric oxide.

Norvir (ritonavir) is a trademark of Abbott Laboratories

Crixivan (indinavir sulfate) is a trademark of Merck & Co., Inc.

Invirase or Fortavase (saquinavir mesylate) is a trademark of Roche Laboratories Inc.
Reyataz (atazanavir sulfate) is a trademark of Bristol-Myers Squibb Company
Nizoral (ketoconazole) is a trademark of Johnson & Johnson,

Sporanox (itraconazole) is a trademark of Johnson & Johnson

Hytrin (terazosin HCI) is a trademark of Abbott Laboratories

Flomax (tamsulosin HCI) is 2 trademark of Yamanouchi Pharmaceutical Co., Ltd.
Cardura (doxazosin mesylate} is a trademark of Pfizer Inc.

Minipress (prazosin HCI) is a trademark of Pfizer Inc.

Uroxatral (alfuzosin HCI) is a trademark of Sanofi-Synthelabo
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BRI DRBRE. RVENTOREIZ DT

. BRAN TIREETICBON-AE L o BENRELOHFRICHET IBERABRERUTRE

F—3

AL o EHEE L OB SICE L“C RS, B UMM LB IVABRKRART
EHEINIZERMET 7 OAMITRER, MREOEARBREERERUEERZ8RRT
Bl DWTLL TR A~AS,

1) oBEEELOHEEERICET SMKREEHBRAER
BEMIBWT, BERABFEHSEL Lz 2 78 (35 No. 100480, 100481) R OB AT
SRR KERE A MEE Lic 285 (38 No, 100535, 100547) D3t 4 REANER S hiz,
ERBEBEOERN ZUTITRY,
728, #E& No. 100480, #ER No. 100481 K UFREE No. 100535 @ 3 SRER D pAEIZ DT,
AIEOYIEER R FERICB T 2HFERE T, BMEE L LTRBHCRBE L TWS,

BEBABFEHBELETSV O LORE ERAER (58 No. 100480)

AR (45~T51) DREESFERNEID, «BHEOT 7Y 2 1B IERSET, 14
AN T 10 mg [ERNRRARITI I BEESng£T (&32)] ZTHEEL, EFRETT
A 10 mg 2 OF20 ng ZFATRE L, ME~OEEEZRET L,

AHEBRIT A= R LTI TEY, WTFho - 87T ER%R, 558, 3
Hru At —r"—Eic LY ERIhE,

REMB1IEAENL UWBEETTFSY e 1 B 1 EBRRE LD, TORICEER
HWIBIZEYD 1[E 10 ng ETHEEL, D%, RREREZECTEERE LI, 15BE LY,
NR—bFI1ELT, 758K, AE10ng, 20ng 2E2NTh SEHOKEER+BWC, 7
YL DR MBI EERARE LR, SbIT, 22 BEMDE, A—FTELT,
TTER, FFK10 mg, 20 ng BENENT TV rOEREEERICERBRORS L,

EEFE ST A — 2, IBRERE% 6 HREILAICR ® b e e 0~— 2 F
A b DEREELE L,

2= b TR, BRE0FY, BT 2H, ILEEIHMT 2B THEEES (B
AR 2 6], ESEELE - REED SV RUEHAEYR - &ERERE LF) ok
D ENLUBEOBEREORS ARSI HEEH 1), £k, ToRIKERENAA— b
OCiE, Ml foss, 1 BHATEESES (RLEN 12 F), I EKnE
2160 REELL, BRECELEATIE SN D L hb, & OBACYZIAREY P L (8
2EH D,

AR oBREE, B5REARRUOPERRERT-1IT, PEOFERE o
FEFLOPBER-212, 25— FIOE 1 #TREXTIE SN 13 02l E & U0k
?Et#t%:ﬁ 1- 377,
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£1-1 HREHN BSDLHARRUPLEREHS
. 559 vy A=k /S— I
RIERE | 13 w24 533 21

WEREE 30 30 30 28 28 26

E AR 0 0 2 0 2 13
HERE No. No.17, 28 No.11, 13 No. 6, 8, 14, 15,
18, 19, 21, 22,
23, 25, 26, 27,

30
£1-2 BERUIEORELET-AFTFTROHEE

BEE | mwEas | oonm ] meie | FEOM L | s BE | R
6 & E o, 1 F 174786 | 11 ¥R 36 40 BE RS
8 i o, 1 E 27 531 6 P 30 278 ®E HE
11 B ST L E I, 3 A 1 8 & 250 24 5% LEER 6 R | pEE | Mk
13 =R puib I, 2 C 6 R 36 4372 | 4 B L 17 FERE BE HEES
BERE I, 3 B 4 B & 356 36 27 - BE e
14 & E o, 1 E 2347 | L1BFRI0SM | |E RS
15 i J= o, 1 F 2 BER 57 1% 3 BERE 56 4514 HRIE HE
17 SRR I,1 C** 5 B[S 51 Ay 2650 | PEE | BR
18 KL E I, t E 42 5% IRFR] 15 M | MBEE ik
19 EfmE I, 1 F 23 &5tk 30 43 B Hk
21 & E o, 1 F 42 551% 185 15 4579 BE HE
22 B 1,1 £ 27 Btk 130 aH | a5 Mk
23 EfE I 1 E 1 BFE 28 3% JEEM 25 ) | EEE e
25 {& M E m, 1 D 5 BF 57 A3 5647 | BE | WX
26 EhnE o, 1 F 4 B5[E 53 558 1 R EE HE
27 IR e o, 1 F LEFfE) 8 &5t 15450 | hEE | #k
28 | BmEEHEW I,1 B 6 P 24 1% 4 FETE 27 43T SRR HEES
e E I,1 B 6 B 27 S0tk 1B 26 ¥R | PEE | HER
30 i I, 1 E 4 FEH] 53 5% 7 BRI BREE Hik

AT I VORE SRR ERRRE, B: 77 Y RS 6 FEEICAE 10 ng RS

C: T/ rBL e BEHRICARE20 ng 285, D: FT5 /e 77 ERERARRE
E: 77/ w4310 ng ZREBERE, F: 7770 43 20 og #FREHRS
o ST T 420 g WEBICEBRLTREY, BEERLIF SV IRERORBR



F1-3 N~ FIOEHTESRIE LG -HRBOI Ll ER PIRIAE

g@iNgfg sEmes | mape A,_Z.W?E%EE (mm]-{lg)‘ _ ?E‘EE#}EME (mmHg)\ — ?ﬁmi&(/min.) __
v | B/ME | BkE | A2y | BoME | BEE | A2 | BRRE | BiEE

6 Ein/E F 29 84 -15 72 52 -20 76 110 34
8 i NE E 110 80 -30 70 43 27 70 20 20
14 1 i E E 10 73 -28 67 48 -19 85 m 26
15 {EmE F 117 86 -3 78 55 -23 76 117 41
18 i E 130 g8 |" -4z 69 50 -19 79 103 24
19 EmE F 107 92 -15 67 58 -9 73 88 15
21 EmE F 117 20 -27 72 56 -16 58 80 22
22 AR FE E 105 75 -30 67 53 -14 64 100 36
23 EmE E 123 69 -54 65 42 -23 67 86 19
25 ERE D 113 96 -7 67 56 -11 80 a7 17
26 EfmE F 143 94 -49 73 53 -20 83 100 17
27 | EIiEEME F 126 82 -44 71 43 -28 53 100 47
30 EME E 112 82 -30 68 45 -23 60 75 15

*D:FFY LTI EREREEES, B FTT YL AEL ng X RS, F: 752 AL 20 ng ZFRHRE

<

BEOHbNE (R1-4) .

SHERATR>

BAHRPRICBWT, T3V 05 6 BREIZICAZE 10 mg, 20 mg ZHEEZE L
EAW, 77 ERERE U a & R UM TORMBERLENFER CELEH 7 mis,
11 mmHg, RRMIMEN AT 4 milg, 7mmig €T L, AEOBEEIKE L LEDET

i, BLOLORETIEHID, 77/ EFFELI0 mg, 20 mg ZRGHRS- Lt
B2, MU TOIMHALENRAKTENEI 23 mHg, 14 mHg, FHRMLEIERS &
LHERTI mig BT LTRY, TORERT 7Y oy 6 RRBICAERIRE L
BEEHBLTRENT (R1-5),

£1-4 A—b1=EH2EHEERECEERNEOSKELE
- FSVLLBRE 6 BMRICARESRS (84 -

55 SEEE " (SE) e AT 95 %153 X H
SRS MR T (@) | —10 (L40)
1 (mmg)® 10 mg (B) | —17 (L.40) B—A -7 [—10, —3]
20 mg (C) —21 (L 40) C—A —11 [—14, —7]
TR i 7T () —5 (0. 96)
(mmHg) * 10 mg (B) —9 (0.95) B—A 4 [—6, —1]
20 mg (C) —12 (0.96) C—A -7 [—9, —4]
1:ANCOVA EF AL OB ERE  2: EiFEHEOZE 3 A5 vhLORRELE
3
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£1-5 /= FIEZHYRTRRERRGEERNEOBRE LS
- FSYLLCAREEABRS OO -

TR 10 mg 20 mg
N=9 N==8 N=9
SERTURAEEAME  (anHe)

NR—R T 122 (13.7) 118 (13.9) 118 (13.8)
&/ME 108 (6.5) 82 (10.0) 90 (6.6)
R T bORAELE —14 (13.1) —37 (9.0) —28 (14.5)

SAVHRERIE (wnlg)
S 77 (6.8) 71 (7.0) 75 (4.8)
B/hME 66 (6.5) 50 (7.5) 54 (4.7)
N—=R T A b DEREE —11 {6.9) —20 (5.8) —20 (5.6}

SEHIE (SE)

EMEREZARTTICBWT, 75V r0RES 6 BRBIEARRZBE LSS, IV Y
L OEWEREI BEERD bR ot (F1-6), £, AEOEMEIEEN T A —F
(AUC,., R U Cnax) 13, WUMBEENE L KEEAL, 7TV L ORAIC X AHBREH L
Do 728, RA—=1IOTiE, H1HTEERNRPIEESREZE2D, BRSNS
Wi, WREEICELSXRLLNER, 7Y LU OEMEESEN S X — X TR 58
BCEHLTHY, AEOEMBRESA AT 2 —F b— b T LIZERBORETHo -

nipinodc (&|1-

(#1-8, 1-9),

£1-6 FIIYLOEDE

RN A—F [BFTFHE (CV: %)]

- "=kl (T35 /“* vinh 6 BRRICEARBRELRE) -
\ AUC,., Cmax Tmax*
B N [ng-h/mL] (ng/mL] [h
i kid 28 2667 (26) 293 (24) 0. 75 {0.50—3.00)
A3 10 mg 28 2686 (28) 276 (27) 1. 00 (0. 50—4. 00)
AEE 20 mg 28 2689 (30) 289 (31) 1. 00 (0. 50—2.00)

* il (REED

®&1-1 XEOEYBELHN

T A% [BiTFEHECEERE]

- N—=hr I (TFSVLUESBRBICTERETRS) -
. AUC, . Cmax Tmax®
BEH N [ng-h/ml] ng/oL] [h]
A 10 ng 28  34.6%12.4 7.4%3.0 2.00 (0. 50—4. 00)
AEL 20 g 24™ 73.6+31.4 15.4%6.3 2.00 (1.00—6.00)
*: PRE (FEE)

w : ARATIEEER: PR 7 — & 257 U7e 2 51, A 20 mg % 2 SETRAT L72 1 1,
T4 MmIFPEEN NQ(Not Quantifiable) Cih-oi= 1 FDE 4 BV =,

#1-8

FIVY

DEENRETF
4

W RLOFR MR

RI/85 A—% [FEEATEHIE (CV: %)]
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- N—FI (FFIPERBRETRBERES) -

5w N Sy ng/ed] ™
G 9 3601 (1245) 392(144) 0. 50 (0. 50-1. 50)
A% 10 ng 8 2864 ( 392} 382( 89) 0. 50(0. 50-2. 00)
A 20 ng 9 2418( 448) 208( 47) 1. 00¢0. 50-1. 00)

*: thofE (HEEE)

£1-9 FEOEMHEZM/AT A -5 [ENFYHEZERFE]
I (750 EBRETRMES) -

- J—F
AUC, - Cmax Tmax*
Y N 0t
BN [ng-h/nl] [ng/ul] [h]
AH 10 mg 8 29.5+ 9.9 9.3* 5.7 1. 00 (0. 50-2. 00)
AEE 20 mg 9 84.7+38.7 25. 710, 2. 1. 00(0. 50~1. 50)
*: hoLfE (W)

RESAR T, BEESSH O HRO LN, EMLEDS BHLELELoR, 77V

Y DRE 6 B ICAEERRE LS TIRELEIRED bhkhole (FR1-10) ,

£1-10 SBEMTCRD SN -HSEREEPIN
579"y R5RE
AN A B c D E F
HERE K 30 28 29 28 9 8 9
HEFLERI 10 3 10 14 1 6 6
BFEERRERMTH 10 3 15 19 1 9 12
RERFFEES  BME 0 0 0 0 1 6 6

AT YRS e ERIC T uAiEE, B FIY RS s BEIRICAE 10 g 25,
C: T I/ oS e BRI HEE 2 g 2RE, D TV LT ERERNRS,
E: 77/ bAE L ng ZRRE, Fi 7700 b A 20 ng 2 FARRS

BEBABFERRELEALROL L EOEEERAER (G5 No. 100481)

HEE (45~T55) OREBTFENRI, o EWEDY 221y 0.4 ng [ENEEA
2i20.2nmg (F1)] 10 1ERERSL, EFRETTAE 10 ng XU 20 ng ZJFAE
B, ME~DEEZRTLE,

AEBITAN— P L E NG TEY, WIhOA— e 77 AR, “E5HK, 3
Hrozxi—r"—Eic Ly E RSN,

HREL I EEALSHEEETHI LRI 0.4 ng % 1 B 1 BIEMEE Uk, DU,



ZLhAn v iR BRE 28 CCRAE - BRI CERRS SN, 6 HELY, ~—} 1
ELT, 7R, KE10meg, 20mg 2ZhhTh SEROREMEZBNT, F5A0y
YORE 10 BEZICERREORE L, SHIKI3RENSIL S FI & LT, 7T7ER,
AE 10mg, 20mg TENTNZ LA ORE AREESE (KED Cpax BF LR E
EREEICZ2 5 X 50 CHERREORS L,

FEIFE T A —F I, IRRIEEREE 6 BRI b IR ED~— R F
AU EDERELRE L,

<SEEREHE>

ARBRICBITHHEAANFEIT I FATHY, FD 5% 30 FTCHEREDCRENTOIE,

BEHSRRTICEBNT, Z AR OBRE 10 BEBICAR 10mg, 20 mg 2 EEHRS L
ARSI, P ERERE LSS LT, T CONMRLEREATERETNA
miflg, 8 mg, PEEHMMENZEAT 3 mllg, 4 mlg EF Ui, £/, #ARnivnls
4 BPARICALE 10 ng, 20 mg 2 BEHS UHBAICH, MREREE b Itk CORLE
BEK 8 nllg, FAEHMEREA T mile DETTHY, AEL F AR Lk OREHE
DEIC L A BABEIIED bhbot (&1 -11),

#1-11 IFREARCHIEHADFORAELS

RERE FHE ' (SE) 233 AHEEE 95% 15 BRI A
A= L FARRYRE 10 BRI ICIHBRE LIRS (20 #1)

SEADRAREIME | 7T (A) -9 (2.1)

(rmHg) 10mg (B) | —13 (2.1) B—A |. —4 [-8 -—1]
20mg (©) | —17 (2.1) C—A —8 [—11, —4]

SHTEMME | 77 ()| —8 (1.4

(mmlig) * 10mg ()] —1i (1.4 B—A -3 " -8, 0]
20mg (©| —12 (1.4 C—A —4 - [-7, 0]

A— b #ART YRS 4 RERICIEBRESBRE (14 8)
SERUEERIME | 7 I (A | —11 (2.8)

(mmlig)® 10mg (B) | —19 (2.5) B—A —8 [—14, —2]
20mg ()| —19 (2.7 C—A —8 [—14, —1]

SEMLPGREIME | 7 7R (W) ~7 (2.5)

(mmHg)? 10mg (B) | —14 (2.4) B—A —7 [—12, —2]
20mg (C) | —13 (2.5) C—A —17 [—12, —1]

1: ANCOVA TF AL OHEMTESE 2 BiFENEDE 3. -5 rhbORXRELE
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EHBEFHRFIIB T, LAY ORS 10 BEH D Wit 4 BFREICAEEZ &
ELEEAOWTRIIBNTS, # ARV RUAROEYENEICESIIZ b hid -

(F&1-12, 1-13, 1-14 KU 1-15),

F1-12 ALRODUOEMBERMNS A—4F [HBAFEE COV: %)]

- S—FI (BLRODUERE 10 BHMZISEREFRE) -

R N ngent] (g kS
FI R 21 178 (49) 13.8 (45) 3.98 (1.50—6.00)
FHE 10 g 20 174 (48) 13.2 {43) 4.00 (3.00—8. 00)
AZE 20 mg 21 171 (49) 14.3 (34) 4.00 (2.13—12,00)

* 5 PRfE D

#1-13 AEOBMBEPN S5 A—5 [EHFHESEERE]
- K= b1 (BLROVUEE 10 BEGICAREERS) -

N AUC Cmax Tmax™
N (1]
B [ng-h/aL] [ng/nL] [h]
A 10 mg 20 31.0x18.8 8.2+ 4.9 1.13 (0.48—2.15)
A3 20 mg 22 63, TE37.0 16.7+12.4 1.54 (0.55—2.98)

* Al (EEE)

F1-14 ZLRAOLOEDPBEBFM/NS A—5 [EEFHE OV: %)]

-SRI (B LRAL RS 4 BRBICERRELES) -

. uc, *

Be& N Cnge L) (ot o
FTER 14 190 (63) 15.0 (58) 4. 00 {(2.12-8, 00)
AZ 10 ng 14 164 (60) 15.0 (54) 3.57 (3.00—8. 00)
AHE 20 mg 12 190 (53) 14.9 (50 3.57 (3.00—6.12)

1 aRfE (E)

#1-15 REOCEDHEFN/NS -4 [HNTHEFREE]

- N— I (RLARBDY VRS A BEZICRRERZRE) -

Cmax

X AUC,. Tmax*
N t
BEH [ng-h/mL] [ng/umL] [h]
% 10 mg 13 37.0%=19.9 8.2+3.8 1. 60 (0.58—3.00)
I 20 mg 13 82.9+36.7 16.0%*5.9 1.20 (0.63—2.15)

* A (EEEH)
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ARRBE I, AEFEBH I RO LN, BRLEr o L EEFLITTED 2944 Tho
= (F®1-16) , 2B, SAIFERMED 85 mHeg U TICET LEEFR, FLAAn 00
#5510 BERFHRICAZE 20 mg AR5 U7z 1 (14 : 80 mmHe) RUNY AR 1o DS 4 5
BIZEE 10 mg ZHELE2HGMH : T80 mig) IZRH LR TEY, ZHLDESRIT
EREREERSZTHS LY Ihi,

®1-16 HRHEMBISEOLIW-ETESRERIHN

Fhroyy #E#
| BAH A B c D E F
HRER 30 21 21 24 | 15 16 13
FEFERERIR 11 12 12 12 3 13 9
FEFSREHLK 29 23 26 35 4 30 28
ESRAEEES B R 1 4 5 7 1 5 3

A FARaY AR IOBBBRICT T EREERE, B FAR RS 10 BRBHRICASE 10 ng 25,
C: FAR v EE 10BEEICER 20 e ZHE, D: P2An Y r BE4ABREL TS YRRy,
E: ZARTL S ABERZIZEFE 10 mg #8845, F: AR 35 4 ERRBEICHE 20 ng 275

Zib 2 5B (BB No. 100480 F TGRSR No. 100481) X, AL o EWIEE (5 /K
WF AAE YY) OFESFOMEERAERRE 2D X RRBRT VA TRESh, T
Ph, BERASBTTHARREICHT L CeBNEOFARSLXERS (HICRR
No. 100480 Tl o EWETHBTF Y M 14 HE»T THRENICERETHS 10 ng £
T L, EENCESIS®5 L0 S ARSI oG T T, AR L OHFFARSICE
BME~DEEIBT SR, LER-T, ZhbDORBEMLELNAEIL, AL olf
WL ORI K VEFICEZ Y BAMERTOY A7 2B L b DL EX BN
e

F T, BRI o IS X BIEEATEIL TV 3 BT IRIE OERE 2 6E E LiER
B o HEE L OMEFERCET I ERSREANRSELE L DI,

G EWE (B LZXOLVHIZVETS ) MREEh TV ABHEIIRIEREEEICH
[+ 51AE AR (GRER No. 100535)

o EHEE (F LRI HBNET TV V) ICX B REFETREL TV 5 RIERTIRIEX
HEBE (40~802%) BHEE LT, KIS ng #HAREL, ME~DOEBLRLE,

ARBIIAT—TV ] EAT—VNICHGPILTEY, WThOAT—VLH 77 ER%E,
THEBR, 2B uxd—nR—Eic LD ERENE,

e EHEL 1B IEFEARABLTWABREICH LT, ATV I TR IR L AE ng
% 3~5 BEIOARESRZBV T, «BHE KBRRICAZANLLNIFERLEER O
5 6 Bf%IC, A7 VI Tilo BHECRS L RRICERROI®RES LT,

8
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PR F L, B 5 1% 6 RERTBIPIICERD b BMLIRHEIE O~ — % T 1 L
b DEKREEY LT,

<EHBRRLAE>

AR TR 42 flicieBREORE BTN,

LAY ERALTWABERCT 7Y U #BA L TWABREICEIT 5 MM
FEOBRKELEEFNTNERT-1TRURT- 18R,

Z KA RS 6 RE% D BV IR AE RS LIRS, BVOEERLTE C 3BT 5
EHRRENENY, 77 e REERELOETHD EENFN—5mg, —4mHg L/hE<,
MO EIC BT AR AT EIX—4 mHg, —6 moHg & BMNEERIMEIZBIT S
TFEERERE & EITRD bhipdols,

—5, TV RS 6 REEIH D AVIERBFICAEEZRE LIEHEAICBWT Y, BMIDIL
FEERAMEIC BT 5 EHRAELEITE bio—4 mHg, SATNEHLE TENLFR—1 mlg,
—3mHg TH ¥, AROHRERHIC B b IGEHRNEIC 1T 5 FRRAECEI NS o
7=,

728, MR O OILBEHMEIC W T H FRRERAE(EEIIFERICNE L, F LRz
v & OB T 1~ —3mig, 75 Y ¥k DBERIET—2~—5 nullg DEEAAICH o,

#1-11 2LAO0L VBRABEICST ARV LMNERMEDRAELLS

: 55 FHE ! Erig RIEEE 95% IS XH

AT ] 1 FAAT SRS 6 EFRIRICIRRESRS (20 £1)

EMINEEEIRE | 7778 () —8.7

(mmlig)? 5mg (B —13.5 B—A —5 [—7.9, —1.7]
SCALIAREAME | 7T TR (A) —11.2

(mntlg)® Smg 4B —15.6 B—A —4 [—8.3, —-015]_
ARF—VI : F hAw s LRBRER FEES (21 F)

BAMIMURHRILE | 77 755 (4) —8.4

(nifg)? 5mg (B) —12.3 B—A —4 (—7.0, —0.8]
SCUNHERAME | 7T TR (A) —9.5

(mrHg) 2 5mg (B) —15.5 B—A ~6 [(—9.9, —2.1]

1 1 ANCOVA S5 D LS mean
21 _R—RI AP LORERELRE
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&1-18 TSV UVRRAERIZEIT SRV AIBHAOEORARELLE

5B FigE! 261 RIEEHE 95 % IE4E KR

AF—V1 : 77/ rRE 6 BHGICRRER RS (19 4)

BAMLIAEHAIMIE | 7778 (B —6.7

(omHg) - 5 mg (B) —10.6 B—A —4 [—7.1, —0.7]

SEIRARAME | 70 7ER (A) —9.1

(mmHg) 5mg (B -~-13.0 B—4 —4 [—7.4, —0.5]
AF=VH : 75/ L RBREERANERS (20 F)

RAALIAEHAMIE | 7770 () —10.4

(mmHg) 5mg (B —14.0 B—A —4 [—6.7, —0.5]

SEALINAEEILIE | | 77 788 () =128 '

(meHg) 5mg (B) —16.1 B—A —3 [—6.7, —0.1]

1 ¢ ANCOVA 2*5 D LS mean

wiz, MERTIETS7 7 74— (Outlier) fETZIToT,

T —OEECOWTIIERERFEECTFOREL TR Y, HEBMLES
20 mug LA LDART ), TIGEEAMEDS 30 muHg BAEDIET ), TREREsREMAED 45 mmHg 2L
Tl H30iE [RRGERILES 85 motg LUF ) WY LICERET U RS54 v —L L,

FLARYYERALTHWLBERVT 7YV 2RALTWSEBEICBILT VS
£ ¥R REE TN ERAE - 19 R UR 1- 20107,

Z AA Ay RABRE TR, ARBERL 75 YRR SR L OB T, BT RUSI E b Tk
ARERMJEAS 20mmilg A EOIRT | &5 ik NHEHAMEAD 30mmtg LA EDRT | %258 7= iEH
WICE XA DN hoTe, i, THARMBREIMEER 45 mHg BLT) & 722> 72 EFIXEMI K
Vfz & BICRD b Adofe, —F, TRAREEESfED 85 mHg LLT ) Th o ILERIL,
A TR 1 LR bied o es, MU THAREL2 F LA BE 6 FHE LcES &
RIS Lisia L T2 o bivie, ZhbOEFITHE, Bk EV & a3 Tk
FROFEFZITRE S TWEDoZ, £, WThOEFE 77 ERFEECE, T§
IR M ED 85 mmilg LAT ) OEBICITZEL 2700, 100 muHg KGIIE T LT
BY, FLARAvrOBEREECHOEHRMEETARED DR TWIEFMTH o7,

FZ U VIRABEIC N TARD &, BMETIIARRER L 77 B REERFOMT HKE
BAMEA 20mmHg LA EDIET ] &2 i TIAEH fEAS 30mmHg LA EDIRT ) 12553 U fiEfl
BICERAR LN e d, SN TRAIEL T T/ v 2REEE LEESITBWT NEHE
HMEA 30mHg YL EDIET ] ZRUEEFNSH (KR Tefl) Bvbhik, oh
SOREFID 5 b, TRIEMHEHILEA 85 mig LT & 72-offEflid 1 41T, Yok
2 BRI IL 80 mutg (43EHR 5 1 BREHE) THY, Z0 30 45%ICH 109 mHg {2
EFL, TLETRS 6 BHE L T 88 05 104 g DFEE THEB Lz, ZORICRDL
NEFEERTRECRIMEDEVWLHEL LSRR TH o=, £, HEEICBT Y

10 .



Z 2 ARG OSIAIGEL MR 91 g & KA o 7,

£1-19 2LRAO0DVBRABEICSTETI R34 VY—BHiER

KAF—=VI> <AF—=VL>
FhAo i oRE 6 RRRIC FAhRAui s L BBEE
RRETRE FEHR S
TR 5 mg 75 R 5 mg
B

SEI% ' 21 2t 21 -2
FEAERIMEAS 20 muHg BLEDIET 1 (5%) 0 ( 0%) 1 (5%) 1 ( 5%)
IR ESS 30 milg BLEODIET | 0 ( 0%) 0. ( 0%) 1 { 5%) 1 ( 5%)
EIRSER M EAS 45 moHg 2L T 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 { 0%)
BARIRHERIMLEAS 85 mmilg BT 0 { 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)

kYA 174 '

FEFIER 21 21 21 21
PRAEHIMEAS 20 mallg BLEDIET 2 (10%) 1 { 5%) 1 ( 5%) 1 (5%)
ISCHEHA fiL FEAS 30 mmHg BA L DR T 1 ( 5%) 1 { 5% 1 ( 5%) 2 (10%)
EARRIEH M AS 45 miHg EAT 0 { 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
RIEMAERMED 85 moHg BLT 0 { 0%) 2 (10%) 0 ( 0%) 2 (10%)

£1-20 FSYLURRBEIZBILE7O NS4 VY—BRIFER

<ATF—VI> <AF—VU>
77 v B 6 R IV v L BREE
HBREL RS RS 5
7R 5 g Ik 5 mg
B\ L
FEGIE 21 19~20 21 20
FRAEEIMEAS 20 mntlg DL LD T 0 ( 0%) 1 ( 5%) 2 (10%} 2 (10%)
ARHERIMEAS 30 moHg A EOET 0 ( 0%) 0 ( 0%) 1 ( 5%) 1 (5%)
FARTRARM ML 45 milg AT 0 ( 0%) 1 { 5%) 0 ( 0%) 0 ( 0%)
BRI AEH LS 85 muHg BAT 0 (0%) 0 ( 0%) 1 (5%) 0 ( 0%)
A A
SEFR 21 19~20 21 20
PEIEEAMEA 20 millg BLEOET 0 ( 0%) 0 { 0%) 3 (14%) 3 (15%)
IR HEHA L EEAS 30 mnllg BAEDET 0 (0%) 0 (0%) 2 (10%) 5 (25%)
(IR M TS 45 matg BUF 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
EARIUEHME S 85 muHg SAT 0 ( 0%) 0 { 0%} 1 ( 5%) 1 ( 5%)
11
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FRBICET 2EEERRREY, T ERROAES ng ¥ L2010 RE 6 6%
B LI A TEREN 24% (5/21 B1) BTN 48% (10/21 ), FIBEBES Lo 3B4T 10%
(2721 f5]) JeUr48% (10721 ) Thy, FF /I E0RREETIR, &5 6 BBH%
DEET 19% (4/21 F) B1824% (5/21 1), RIFRET19% (4/21 ) RUT38% (8/21
fl) Tholk, HEHEBOLNEAEERIITE, AAKUMITHY, PES HEH
LS BBNBERTH- (R1-21), BB, ThLOIELASHBEET—EBMETHY,

BEOHEFZRIITRD bNARN-T,

Fi, BRI RICERMICEEL 25 & 5 BRI EEORELEBIIRD bhihois,

£1-21 BEBERTUAE

<AT—¥ 1> <AF—V2>
o EHTEER 5 6 REEEIC o FEUREE L JREa S
RBREYRS Al R
pitanc TSR 5 mg S SR 5 mg
F AR BRRE
REBIER 21 21 21 21
HEESRREAMNE 5 (24%) 10 (48%) 2 (10%) 10 (48%)
B O 3 (14%) 4 (19%) 1 (5%) 1 (5%)
5 B 0 ( 0%) 2 (10%) 0 ( 0%) 3 (14%)
m oA 0 ( 0%) 5 (24%) 0 ( 0%) 3 (14%)
EREDEN 0 ( 0%) 1 ( 5%) 0 { 0%) 1 { 5%)
FIV U URRARE
REHIE 21 21 21 21
FEESRIEMK 4 (19%) 5 (24%) 4 (19%) 8 (38%)
B R 2 {10%) 3 (14%) 1 (5%) 1 ( 5%)
a2 B 1 ( 5%) 5 (24%) 2 (10%) 4 (19%)
WMo 0 (0%) | 1 (5%) 0 ( 0%) 0 ( 0%)
FEEDEY 1 ( 5%) 0 ( 0%) 1 { 5%) 3 (14%)

DEOXST, «BliEE (FLR0IrHENETI YY) ICLBABETREELTWS
RERSLFIERNEBE ST LT, o EHECRSE 6 iM% ULERICERE 5 ng 2 0HRER S
LTFic T 282 Rt LR, A ng OBBSIC L AMFETIHENTHY,

Z OREZERRER ESICHEL 25 bO TRV ESZ A bhi,
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o EHTEE (ALROVY) AMESSH TOWARMEMNIREAFEEEICES T LIREEARER

(5E& No. 100547)

B (FAR2 V) WABBEFRTEE LT3 BEINIIRIEESRSE (40~80 )
ERHELT, AE 10 mg RU20 ng 2B E L, LE~DEEBEZBHLE,

FRBIIAT VI AT VNS TEY, WThORT -V b 75 R xR, =

Bk, 28y exd—n"—glzi)ERzhk,

FhAuy g1 BIEEARE L TVAREFLH LT AT —Y I TRTFTEREEE
10 mg %, A7F—VIUTIRTFEREAZE 20 ng & 3~5 AOKELH 2 BWT, FALHRA
By (ABRICEZ AN AR LR LAR) ORS L RFICEER DR LE, '

FEARMEE I, BRERSE 6 BIFHLINICA SR BRI MED_R— 2 F A »h

LomREEL L,

<FAERALHEE >

ARRBIZBWTH 23 BITHEREDCRER TR,

AE 10 mg H S5 VE 20 mg ZHERHR S U BEO BRI N EIC BT 5 LR AT &,
TR ERELDETHRD L EFNEN—5 mig, —4 mHg &/hEL, AEOEERICE
BHERED o f, SMUNFHEHLE CIImKZEEL S —4 milg THO, BAALNHEH
MFE & FEHRIC &L, BEBEOEDLA DRI (R1-22),

28, MR USI CORBRBINEIC >W TS EYFEREMEIFFKICNEL, —1~—3
mmHg DA CTH >,

&1-22 BAMERUIMEHLEORAELLE

#ERE FHE ! g RAEEE 95 5 X ]

ATF—T1 (22 )
FAMLEFERAME | 77768 (4 —9.6 ‘
{(umilg) 2 10mg (B) —-14.1 B—4 -5 [—8.2, —0.8]
SHRFEHLE | 775 (A) —10.4
(mmHg) 2 10 mg (B —13.9 B—A —4 [—6.8, —0.3]
A7 (224)
BMLAEEAME | 77 7R (A) —9.5
(mmi1g) ? 20 mg (C) ~13.5 C—A —4 [—6.3, —1.8]
SADRFERRME | 777 (A) —9.1
(nmHg) 2 20 mg (©) —13.2 C—A —4 [—6.8, —1.4]

1 : ANCOVA Ax 5 LS mean
2RI DR REE

TURTAY—RFORRER - 28ILTT
AZE 10 mg Nk 20 mg ERF L 77 B AREGRFE O T, BMIRONALE & HERAME
’ 13
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2% 20mnbg BLEDIET B3V ik NZHEMEAS 30mHg BL_EOIET | 8 L m i i
WTHC RS bR hote, £, [SAEIELIMFAS 45 mHg MUT) H2 % THRIKIN
FERIEE AS 85 muHg BT ) WS T L7ERIL 1 Sl 63 b Edofe, AEDOHARS%IC
R bR MERE, A 20 ng OBERAGICEIT B 95.0 mllg (32f7) Thoie,

£1-23 TIOrSAV—BHIER

AF—T ] AT—YI
F5ER 10 mg FIER 20 mg
BA L
SIS i 23 22 22 22
TARHA M EAS 20 mullg BL EOAET 0 (0%) 0 ( 0%) 0 ( 0%) 0 (0%)
W AEARMEEAS 30 mmbg BL EDET 0 ( 0%) 1 ( 5%) 0 ( 0%) 0 ( 0%)
IR RRIMIEDS 456 muHg BUF 0 ( 0%) 0 ( 0%) 0 (0%) 0 ( 0%)
ARG S ML 85 mmHg LAT 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
¥ fE _
=PI 23 22 22 22
FERRAMESS 20 moilg A EOET 1 ( 4%) 1 (5%) 1 { 6%) ¢ ( 0%)
IEEEIMEAS 30 molg BA EDIET 0 ( 0%) 1 (5%) 0 { 0%) 0 ( 0%)
FARIEBEAMES 46 maHg 24T 0 ( 0%) 0 { 0%) S0 (0%) 0 ( 0%)
SARAEIIMEDS 85 g BT 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%}

FREBICBITAEEFSREBREL, ATV IEBWTTFERRUERE 10ng TELE
FL9% (2/23 ) RUR50% (11/22 B1), AF—Y N TIIT T RRUAIE 20 ng TENZ
A 14% (3/22 #) B 45% (10/22 ) Thotz, HEIEL B SN HTEERITALE
10 mg R U% 20 mg 255 & b ICHIT, BRRUSHE Thok (R1-20), 28, ThH0kE
EiRir A EPBRETHY, BECEEFSZREIAD L Rhol,

Ei, RRHRH I HERMICHELE 25 X5 RERREECRELTEIEINRG bhihof,
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®1-24 FEEERERAE

RF—1 AF—2
BEH T7ER 10 umg F7ER 20 mg
TEFIE 23 22 22 : 22
BESRERIK 2 ( 9%) 11 (50%) 3 (14%) 10 (45%)
A 1 ( 4%) 6 (27%) 0 (0%) 5 (23%)
B M 1 (4%) 2 (9%) 2 (9%) 3 (14%)
& B 0 ( 0%) 3 (14%) 0 (0%) 1 ( 4%)
FEMED T 0 (0%) . 0 ( 0%) 0 ( 0%) 3 (14%)

PLEDE ST, #ARBY Ak BERETCEE LTS BRI AR E IR LT,
FE 10mg HDHNE20mg & F AR OHFRABREIZLA2NECETRENT, HhOoBE
Mt BIFCTH B BRSNS,

2) FIAMCENERRABR TEE SN ZREET 2 0HSBER

EWA0E T2 O BNVHEBARR CERINW-Z&ET — % DFESAEN 1TV, RER
o ERE L GERRE LEBEORZ SISV TRE L,

AR, 0REERH 5 0 BERA OIS AR DY B Sh /oA EE.5
~20 mg) DEERFER 40 BERIC W TEE S M85 13, 499 FlA AV v,

o FERTER L D BERIBIIL 839 BT, FD 5% 790 ] (94. 7%) TIIAIKIFEBHBLUFT,S o
EHRARE XN TWEFICh o SRR INE o BRI TV 7 20, RV,
TS, BRAL Yy, TSV, TSV, ARGy, FTREYA, B
=Sy, USEUALTHhoT,

SEHJEET o HEURSEGERGIC 61. 5 5%, FEFFAFIT 4. 0 EBERMBITE L, &lE (65
milE) OFIEEENEh 38% (320/839 f5) KUF15% (1,878/12,660 ffl) Th-ot, w
EWEGFAPNC BT 2 LIMEREB R UEBIECAERBILENEN 13% (108/839 ) K
T 30% (252/839 ffl) TH v, FEHRABID 7% (928/12,660 7)) KTr20% (2, 520/12, 660
fl) LB L CEmbois, £, VAT T T 4 LOERRERN S DIEF OBIE L o IEMTEDF
FEIT 70% (590/839 f51) , FECFAHIT 62% (7,867/12,660 ff]) Th-o7z,

FEOTHREEHME (PRME) o EEIEOAFEIT 130 B/ (75 HF) RUFEHRAT
111 Hi#E (79 BE) ThY, FHRAEEZEN T L2 EERTCLOETH-T,

BEFEROERFIL, o ERTIEGHFAGIT 47% (394/839 F) R UFEGFRMFIT 42%

(5,341/12,660 ) L WHF TRKEREZRIIFD N7, HENLIK AShEEEF
B O(RHEEMN 2%LL) ©) LERARLEN TN, TORIAER o BETEES R R UE

15

P135



FRFED 12% Thole, WWT, B, &M, EBEDE VW, HIETRDIRTH 72,
INHOFFERICOVTHIE TRARCET ol (R .

I L DEEENEETERVWEEES EIER) 11, o EBIEEGRHIT 20% (242/839
Bl RUEGHFIT 26% (3,304/12, 660 ) ICaBd bhi, HbEL - BERITENE T

FhFh 11% (94/839 ) KX 10% (1,272/12,660 fF) , YRWTEILD 7% (62/839 f#i)

RUN8% (984/12, 660 ) DRBETH-T,

®2 AESRETHEE

o FERTEE o FEHTER

ikl FEHFRH

T 2514 839 12660
AEESRAGIL (%) - | 394 (47%) | 5341 (42%)
R 103 (12%) 1457 (12%)
o 64 ( 8%) 1021 ( 8%)
2 31 (4%) 500 ( 4%)
BEiEDEN 24 ( 3%) 192 ( 2%)
HIETR 19 ( 2%) 371 ( 3%)
HEE 18 ( 2%) 163 ( 1%)
F=DiEES 17 ( 2%) 333 ( 3%)

BEEFSIBHREN 2% L0 b0 EHF

FET-HE, o MEWTEROEAGIT 839 I 141 (0.1%) , FEBEAIMIT 12,660 9 #I (0.1%)
CRE SRR, WEN LA L OB EMERTE SN, o EEEGERFIC ST BT 1
i3 55 B D BAEATIMERERE TH Y, FR¥Y I vd 1l m/ERERELTVE, &
B 20 mg DEARE 22 HRHRMERRR L, FRRESIIEShk, BEOTEIRE

- BlBrah, ERRMAEITSNLS, BMERERL, MRAICETLE, ERIZLE

MO IHEL B X bil, AFEL OBHBEEREITEST TN S,
BEREEFEROBRRIT o EWTESARIT 1% (31/839 #) RUIEHAHIT 2%
(275/12,660 ffll) Th oz, £, BEPRICE>T-HEEFTELIT o EETREFRAIT 3%
(26/839 ) , FEBHBEIT2% (279/12,660 ff]) & MHFIZEITH LN o7z,
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3) MREFEANERAERRRUVEESZREEN

B4 TrE, RN ARHEE R A RETE (Real-Life Safety and Efficacy of Levitra
Study, REALISE#ER) BFEMIhTRY, RACHEREREZMSRE LTAE5~20 ng
R L, TIEREEK 2 5 AR OBBRAEZITV, FESD 2 LS 1EU RS SNT
WAIEFIDSEHEN RE L STV 5,

FA Y RUKECRECAERRERESETLTREY, Zhb 2 s BETEE SRR
W7 —F 2 RIS, KAEL o BHEL OfRAREHICBT 2 ZeEIC >V TRt L, &8,
R T, [EESEEES), [k, MEOE), (FB%E, [LHEE &
O [BEhEdEV) % “BERFEER” L LTRY ki, '

R4 v TEEh & hi- REALISE 5888 (5E& No. LV0301)

ABBRTIY, 5,023 MEFRICZRVNT 29, 568 AINERENT, FD 5 b, RLMEMITNRH
I% 29,358 P CH D, oEErELOFRFED 1, 238 FIEUIEFAGN 28, 119 FTH-7, o
BRSOV, FARRY YR T FLELEHASh, ROTT ATV ) 223
B, FXH /2o 180, T3/ 2D 103 HIRBTT D6 flThHoTn QRL
FERENSEFADD) , i, 1TLAL (96.2%) ODEMTIND o EEEENRAICHFER X
T,

FHERIT, o ERTEGRAFIT63. Tk & IEHHEMO BT 6 B L B L Thd» 7o, AOHE
KoNT, BURISIREAER CELEESFT B ERAOEIEHE, o ERENEAF TN
Fh 82. 3% KT 42.0% &, FEFABRTD 14. 4% KT 34. 0% L W @d o7, Thilstos
BHEIZ DO TS ORI TR & B bV hotn, 7, HHHES ATC (Anatomical
Therapeutic Classification) @®HF 7T TV —-BlZAHTHB L, «BEHER T IV —L LT
SEIND NEREBERE] b Wit TREE] 25RE, o EEEGAE LIFEGRATED
HFHSEICRE RESED bNEEA DT Y 3ot

ABOHELFECEIT S 1 ERES BT, o ERTEGERSIT 5 ng 23.3. 6%, 10-ng 7% 66. 9%

KR 20 mg A5 29. 0%, FEFFAFICENEIG 6%, 72.3% K 1020.5% &, WH &b 10 ng

THEREERMS LIVEFR 350 2 EE 5D T, FHEMRT BT 5B EEGL 5~8

Bl o MEETEEGERF T 49. 0% R USEFABFI T 5. 6% L BV EL, RWT 9~12 [FHR 19.4%
BT 18. 5%, 3~4 [ 17. 4% (] 13. 9% Cdro 7=,

BEAENOREERRRAEERI- 1 7T,

AEOEGHMPICBD e T R TOFEFRORHERIL o BEHEH AT 2.3%
(28/1,239 #1) , FEGEAGITL. 4% (389/28,119 1) TH Y, D 5 LA L ORhEMER
BETERWHEESES O, HER) Ciiehth 1. 9% (24/1, 239 ) , 1. 3% (355/28, 119
Bl) L EE TREBREETSH LN Do, BESERICHS &, o BEEEHFRAFIRUHEGHF
RFIE BICHRERBEI R DL, TORRFIFEFFETTLETNR 1.1% (13/1, 239 f1)
RU0.8% (217/28,11941) , BHEMTO0.9% (11/1,239 ) RUr0.7% (207/28,119 %)

ThHhoT,

17



®3-1 R[RETENEETEREREE

o FEHTER o JEMTHE o FEHZE o FEBTER
) FEH BrR#) FEOE R
T RMEARAT R S5 1239 28119 1239 28119
FEFSEZNYE (%) 28 ( 2.3%) 389 ( 1.4%) 24 (1.9%) 355 ( 1.3%)
RN E S| 13 (n1%) | 217 (0.8%) | 11 (0.9%) | 207 ( 0.7%)
25BER VRS HETRE 6 (0.5%) 36 (0.1%) 6 ( 0.5%) 35 ( 0.1%)
mEES 5 (0.4%) 48 ( 0.2%) 5 ( 0.4%) 48 ( 0.2%)
RS 4 (0.3%) 16 (<0. 1%) 4 ( 0.3%) 15 (<0.1%)
iREEE 4 { 0.3%) 18 (0. 1%) 3 (0.2%) 17 (€0.1%)
BRE 3 (0.2%) 43 ( 0.2%) 3 (0.2%) 37 ( 0.1%)
PRI, MR OREREEE 3(0.2%) | 32 (0.1%) | 2(0.2%) | 31 (0.1%)
R UREES 1 (£0.1%) 3 (£0.1%) I (£0.1%) 3 (£0.1%)
HEERARUEARSES 1 (<0.1%) 11 (<0.1%) | 0 (0.0%) 8 (<0. 1%)
R E 1 (€0.1%) 6 (<0.1%) 1 (€0, 1%) 6. (<0.1%)
FER UK TGRS 1 (£0.1%) 46 ( 0.2%) 1 (£0.1%) 43 ( 0.2%)
YHEZARUVILEES 0 (0.0%) 10 (£0.1%) 0 (0.0%) 9 (<0.1%)
At EHRUSARACHES | 0 (0.0%) 8 (<0.1%) ¢ ( 0.0%) 3 (€0.1%)
HAROHEES 0 (0.0%) 3 (£0.1%) 0 (0.0%) 3 (<0.1%)
BRYLIE R OVir AR HhE 0 (0.0%) 3 (40.1%) 0 { 0.0%) 3 (<0.1%)
e i 0 ( 0.0%) 3 (<0.1%) 0 (0.0%) 0 (0.0%)
HELR CREHLE 0 (0.0%) 3 (€0.1%) 0 { 0.0%) 0 (0.0%)
RERES 0 (0.0%) 2 (<0.1%) 0 ( 0.0%) 2 (<0.1%)
MiEERY A RES 0 (0.0%) © 1 <0, 1%) 0 ( 0.0%) -0 ( 0.0%)
HE, PERCLABSHHE 0 (0.0%) 1 (£0.1%) 0 (0.0%) 1 (£0.1%)

o MRS TR, “BERLAEFE (TEERFEFER), XM, MERE,
(B RAE), DLAEZE) H5WE IEE8ED TV ) B 7HIEED b, TONRIT,
MEEEDZ ] Bsfl (TR EIFFEE) , MEH) RO &M 516 (OWFhbE

g) Thol,

(EEMEDHEV] O 5 FIEWTH b ARERAS 5 RFURNICEE LR, T055 34T
FRICEZ LB L PERIIERL, BY O 2HTIEIREDRERFIEINE, KED 1
FIRSEIHREFLEMO S B L HD 10 mg T, TSSO 4B 20 ng THot, 2355
Bl LREAFLH AT OBEERIIFETE RV LHBT S,
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() MR LLEML6T ROBETHY, BEMINIRIEIEICME I EREEICHL
THE LAY 0.4 g/ BERAL TV, A% 10 mg 23005 &, FIEIRABEC iMETS
(R 5 RERILIN) I, 2 E RO 3 ERARCIIET A% 2 FFR L ERGE L7
% (A% 5 BEEIDIY) 12 %) 2FXTERATSEH D, ZhbiFHE 1 BHIZIEEELE
B, RBERAAOEEFTHY, IFCIEERIZ L LOZ LD, ERRAFEFRLE
HE SN, AREOHEHEAETET, ThUEOAEOBRETPIE S,

(3] OEFIL T3ROBE T, FTRERVELTLECREEZEL, F LAV 0.4
mg/ BB E EHTVW o, FE 10 ng PIERAROMEITAE 2 (ML LB L% (RA#
5~24 BFR) 1T TR HA@RH oI, LER, BERBRESOERFLOLTWWhoT,
D%, AEORSIITIESE, BYEMC LD FEE OBFEHEISRE SN,

KECEMa AT REALISE 588 (5458 No. 100477)

AFHEBR T, 4,284 MERRICR\ T 30, 964 BIBSERE S iz, TD 55, LM fENiRE
i3 30,010 BITH Y, o EHIZE L OBERFIN 316 FIR UFEGLEFIN 29,694 FlCH o1, ol
HEIZOWTH, FArAuyrR Ul fletmbE<ifAah, ROTT 7V -0 86,
FEysvo 2, 77730 NIRRTV SO 9 Tho7 (2HLL LER
SENEIEMBHY) , T, KEHK (95.9%) OEFITIID o EHEREYICER ShTY
sl

THIERIY, o EHEGAEIT 64 O L IESEABID 56. 0B L LB L TEd o7, A HHE
ZoWT, BLERCERMERNLRIEXEL AT HERAOREE, o EREFRGICERER
57. 9% (R 36. 1%, FEOEMHIT 44. 5% K11 8. 8% & o MM ESHGI THI o7, i, #
FAFE % ATC (Anatomical Therapeutic Classification) @A T IV —RlIZHTHHE, o
WEER AT TV — L LTHEESND WRERAZE) b0 TBEE] oXlkbT, £
OMOER AT =) — BT o EHEERE CTIIEGRH & it L Cafmic iR S
ME DT,

AREOMBIAGIFIZET S 1 ERE R, o EEEEGAFIT5 ng 23 7. 3%, 10 mg A% 60. 8%
RTR20 mg A% 27. 5%, FECHAFITENLFILG 0%, 65.6%%F24.6%E, ME LD 10 mg
TRE % FS LIRS IE R E L Wi, AT ICBIT 2 RAEKIL 5~8 [H14
JEWTSEGE AT 35. 4% R UFEGFABIT 31. 4%, S~12EMPEE L L 33.2% L HFEHEL, &
WT3I~4ED 1L 4% R 1. 9% Th o7z,

 HBENENOREESRREELRI - 2ITFT,
FEOBRSHEFIED N TN TCOFEEFRORBEHEL o EHEHAFIT 10.8%
(34/316 ) , FEOEAHITS.7% (2,590/29,694 ) THY, D3 LA L DORFEMEM
BETERVWEAEFE UUT, aHER) REF|ITHENT7.9% (25/316 61 , 7.2%
(2,125/29,694 ) ELWAMTREREIRBOONAD 2T, BRIFINCHTS, 0
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FERFIEEITR ONT, o EHRHAF L ESHBF CATESRRUCINERORBR/ (F —
FHEEELL T,

®3-2 JELEINAESERRTEE

o HEPF SR o HEHTSE o SRR o TR
BERI FEOFFF EigERtl FELERF
AT 316 29694 316 29694
HEFHRERFE (%) 34 (10.8%) 2590 (8.7%) 25 (7.9%) | 2126 ( 7.2%)
R RER 16 ( 5.1%) 1283 (4. 3%) 13 (4.1%) 1212 ( 4.1%)
FERER, BB R UHERES 5 ( 1.6%) 395 (1.3%) 5 (1.6%) 344 ( 1.2%)
mEEE 4 ( 1.3%) 513 (1. 7%) 3 (1. 0%) 489 ( 1.7%)
2HEERUVERLSRHRE 3 ( 1.0%) 201 (0. 7%) 2 (0.6%) 156 ( 0.5%)
AEREE 2 (0.6%) | 132 (0.4%) | - 2 (0.6%) 123 ( 0.4%)
BEEE 2 (0.6%) 370 (1.2%) 2 (0. 6%) 309 ( 1.1%)
IRRAE e OV A U 2 ( 0.6%) 166 (0.6%) 0 (0. 0%) 16 ( 0.1%)
TR R R R RS 2 (0.6%) | 81 (0.3%) 0 (0.0%) 43 (0.1%)
FRUIREES 2 ( 0.6%) 19 0. 1%) 1 (0.3%) 3 (<0.1%)
LR 1 (0.3%) 90 (0. 3%) 1 (0.3%) 62 ( 0.2%)
ERIRRE 1 (0.3%) 79 (0.3%) 1 (0.3%) 61 ( 0.2%)
RS 1 (0.3%) 70 (0. 2%) 1 (0. 3%) 51 ( 0.2%)
B R R TR E 1 {0.3%) 80 {0.3%) 0 (0.0%) 54 ( 0.2%)

o EREMARATIE, “BEELAFEES KoAkBEDHLNE, TORFE, FEEtD
Ty AE (OPRLEES) , TUFEET) GEES) RO TEMNE (E8) 8%
L TCH o7,

ZEEDEN D 3HIEVTHE F AR YR REINTWEFATHY, A3 10 mg
OFERBAZICER LR, BICAEELE L&, BHELUBXEZFRIZEE L, Zhb
3PEbERLRE, AERBHINT, 55 1FATIIARE L OBERIITE SN,

MEET ) OEFRIE 2 ROBE T, milnE, REAHEE, HEREEERCLEES
BEL, ThanRIFY, DLT77 Uy, AVFHALEY, T4 (5 mg/R) M
I T, AZE (10 mg) OF5EEBRBZRICOLESEEICKT (BEOBCAE) L
T=03, KPR EOERIIFBICED bNehole, RERIIRBY A ICEE Lz, KED
BEIIMEXNER, T0% [MERT] 3Rdbhiadhof, KEEOEERIITETE
R EFIEENE,
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MEiRiHER) OEFIITBROBETHY, BREMEHE, ALBEEREEMED S
WEAL, A2y (0.4mg/B) , EEZIVERBESRTWER, #LhAn il
DVWTHAESRTER 3 AATICBRENFIEER T, &I (10mg) ©OF 2 HBRA 30 5%
b 10 HHEREZHEEL L, £0%k, BEIREREELZHLLYE, BICABIITDHT,
SHROERERMZ OV TILLEREMRICHERT 2 L5 BE XN, 20D, HAEM
DR EMEN LR SN I ETAEOREZTILT AL O BR LI ABZRIIEELREE
4 (BEMICEKR) ©, ARrOBEEIEETE RV LIRS,

FA w7 ROKETER SNz KEEOTIRBERBEREIC RN T, KB o EEEE L G
A U7z filiz 1,555 ] (R 0 1,239 4, XE : 316 ) Thok, ZHbd o EEEFH
FICIISERRF & s, EHERIEL, EEEZA L TWREASCHAREAER STy
T ERIOEIERE PR, « EWEFRMICBT 2AROZFRIIREFTHY, TORE
707 7 A VRGBT L KB L THRICE D b O TRV E EX bhvle, LL2Rb,
o WHEMRAF TRO O “BEEREEESR” TV LAZE 10mg 32V EE 20 mg TR
HLTWAI DD, olliERREINTWIBRETIIAEDS g ZHBEAELTHZ
ERHEREN D,

iz, FA Y RUSKELA CEiE S o iR ERRERE 2R 3-3 17T, o EEES

BH LRI RT 5 EESRUBIEAREE, ELEEE0EEFES L URIEAZER
RICKX RERRD LN T

%33 REEBNFEERETRHE

TATOHESSH FEEE QRN RFECER
EEE WHERS (BWER)
o HEBTEE o FEATHE o FEBTER o FERTEE
‘ i) FEOFRA fEigachi) SEBE R
= AR Sl 51 964 51 ‘964
HEFRZRAGE (%) 2 {3.9%) 5 (0.5%) 2 (3.9%) 5 (0.5%)
R EREOHEH % 2L _ _ _ ~
REERGIE (%)
~E - e MR RS 46 1805 46 1805
FEERERME (%) 4 (8, 7%) 116 (6. 4%) 4 (8.7%) 109 (6. 0%)
EhERECREES | ZEiEHI 0 {0.0%) 1 (0. 1% 0 (0.0% 1 (0.1%)
REHE (%) B E 0 (0.0%) 1 (0. 1%) 0 (0.0%) 1 (0.1%)
-AHT B AR R B K , 108 1606 108 1606
AEESRBHE (%) 7 (6.5%) 75 (4.7%) 7 (6.5%) 73 {4.5%)
EnEREORESS | SEHEn 0 (0. 0%) 7 (0. 4%) 0 (0.0% 7 (0. 4%)
BHFIE (%) BE 0 (0. 0%) 2 (0.1%) 0 (0.0%) 2 (0.1%)
A T 2 (1.9%) 0 (0.0%) 2 (1.9% 0 (0. 0%)
{5 ALE 0 (0.0%) 1 (0. 1%) 0 (0. 0% 1 (0. 1%)
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#3-3 HEENEEERREHEE BE1D
TRATOEEER FEL OEEMRBETER
p— NEETS (BHER)
o EEPTEE o BT o FERTEE o JERTER
il SEf R B 5 FEBEA
FRTHD? e L AEREIT R S I 4 283 4 283
BEFRERFIE (%) 2 (50.0%) 36 (12.7%) 2 {50. 0%) 32 (11.3%)
ENEFECEESES | #RiEnEn 0 (0. 0% 2 (0.7%) 0 (0. 0% 2 (0. 7%)
ERHH (%) BERR 1 (25.0%) 0 (0. 0%) 0 {0.0%) 0 (0.0%)
T MR S I 46 2228 46 2228
HEEHREDRGE (%) 5 (10.9%) | 276 (12.4%) 5 (10.9%) 259 (11.6%)
EnFEREOCFESRS | 2atHEwy 0 (0.0%) 10 (0. 4%) 0 (0.0% g (0.4%)
S (%) R 0 (0.0%) 7 (0.3%) 0 (0.0%) 7 (0.3%)
hEET 0 (0.0%) 1 (<0.1%) 0 (0. 0%) 1 (0. 1%)
F770 LRI A S I 18 479 18 479
HEHSZAGIE (%) 1 (5.6%) 25 (5. 2%) 1 (5.6% 23 (4. 8%
EMEEOEEES | ZEEDEW 0 (0. 0% 1 (0.2%) 0 (0.0% 1 (0.2%)
BEEAE (%)
a5 TG MR 2 Sl 50 626 50 626
FEESRBANE (%) 3 (6.0%) 21 (3.4%) 3 (6.0%) 20 (3.2%)
EhEEEOEEES | EOFE 0 (0. 0%) 1 (0. 2%) 0 (0. 0%) 1 (0.2%)
REEHAE (%)
Asn=f 22 AT o S8 27 327 27 327
HESFSRETLE (%) 1 (3.7%) 34 (10. 4%) 1 (3.7%) 33 (10.1%)
EmERECTEES | BiEDHEW 0 (0. 0% 3 (0.9%) 0 (0. 0%) 3 (0.9%
FBEOR (%) ElmE 0 (0.0%) 2 (0.6%) 0 (0. 0%) 2 (0.6%)
W=v7 SRR S K 6 762 6 762
HEFRERFIE (%) 0 (0.0%) 39 (5. 1%) 0 (0.0% 39 (5.1%)
EOFREEOFEES | ZEMEHE 0 (0. 0% 3 (0. 4%) o (0. 0%) 3 (0.4%
TS (%)
175 TR AT A S ik 13 248 13 248
HEBRERHIHK (%) 0 (0.0%) 34 (13.7%) 0 (0.0%) 33 (13.3%)
EnNFHEOTESES | BEitEd = o (0.0%) 1 (0. 4%) 0 (0. 0% 1 (0, 4%)
REFIE (%)
e AL ARAT R SR 46 165 46 165
HEEZREEHE (%) 11 (23.9%) 11 (6. 7%) 10 (21.7%) 11 (6. 7%
ENEMEOFESES | REtdEL 2 (4.3%) 1 (0.6%) 2 (4. 3%) 1 (0.6%)
FELIE (%)
A SRR R S 51 1788 51 1788
BEESERGE (%) 6 (11.8%) | 134 (7.5% 5 (9.8%) 124 (6.9%)
EoEMEOHEES | BBEoE 0 (0.0%) 2 (0.1%) 0 (0.0% | 2 (0.1%
REFIE (%) {8 IE 1 (2.0%) 1 (<0.1%) 1 (2.0%) 1 (0. 1%)

alAruba, Bahamas, Barbados, Cayman Islands, Costa Rica, Curacao, Dominican Republiec, El Salvador,
Guatemala, Honduras, Jamaica, Nicaragua, Panesma, Trinidad and Tobage

22



#3-3 FEERNEEEZRBEE (HE 2
TRTUOEEESR AL OBEMNETETER
s WHEHES @HER)
o TR o EHTEE o HEETEE o FEHTEE
SeRE FEGF RF Eigizkil FEFAE
¥y ERERRT R R 176 1962 176 1962
HEERBEERAE (%) 15 (8.5%) 138 (7.0%) 15 (8. 5% 136 (6. 9%)
EhFREOFEES | Z@EhEL 1 (0.6%) 16 (0. 8%) 1 (0.0%) 16 (0. 8%)
=R (%) HEDR 1 0.6%) 1 (0. 1%) 1 {0.0%) 1 (0. 1%)
: &l E 0 (0.0%) 4 (0, 2%) 0 {0.0%) 4 (0.2%)
PR FT R MERET RSO 145 2679 145 2679
HESHBHAMAE (%) 17 (11.7%) | 284-(10.6%) | 16 (11.0%) 242 (9. 0%)
K EEEOFEES | EEtHEn 1 (0.8%) 15 (0. 6%) 1 (0.6%) 11 (0. 4%)
FERHIEL (%) {EifE 0 (0.0%) 2 (0. 1%} 0 (0.0%) 2 (0.1%)
it 22 SR R B 431 4942 431 4942
FEERERAGE (%) 6 (L. 4%) 34 (0. 7%) 6 (1.4%) 28 (0.6%)
EREREOHEESR . - _ - -
SERME (%)
1 f*'” R SR R HIH 35 611 35 611
T4l
HESSRRBAME (%) 2 (5.7%) 50 (8. 2%) 1 (2.9%) 48 (7. 9%)
EnEEEosEES | 28D 0 (0.0%) 1 (0. 2% o (0.0%) 0 (0.0%)
REBIE (%) AR 0 (0.0%) 4 (0. 7%) 0 (0.0%) 4 (0.7%)
AT mE 0 (0. 0%) 1 (0.2%) 0 (0.0%) 1 (0.2%)
T 22 AR R B B 32 382 32 382
BFESREHLE () 0 (0, 0%) 26 (6. 8%) 0 (0.0% 25 (6. 5%)
M FEETEOAESES | BREtEH =1 0 (0. 0%) 1 (0.3%) 0 (0.0%) b (0.3%)
EEMSE (%)
R R ARET R S 83 7354 83 7354
AESRBHAE (%) 5 (6.0%) 527 (7.2%) 5 (6.0%) 507 (6. 9%)
EmEEEOTEES | REEHE 1 (1.2%) 27 (0. 4%) 1 (1.2% 24 (0. 3%)
RHEFH (%) BAAR 0 (0. 0%) 4 (0.1%) 0 (0.0%) 4 (0.1%
' B E o (0.0%) 1 (£0.1%) 0 (0.0% 1 (<0.1%)
= 2 S ML RRAT 2 G 18 131 1358 131 1358
HEHRBIEME (%) 7 (5.3%) 25 (1. 8%) 7 (5.3% 25 (1. 8%)
EnFEFECHEES | 48R 0 (0.0% 1 0.1% o (0.0%) 1 (0. 1%)
REFE (%)

b: Bahrain, Jordan, Kuwait, Lebanon, Oman, @atar, Saudi Arabia, United Arab Emirates.
¢: Colombia, Ecuador, Peru, Venezuela,
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£33 PEENAEERRBEE W)
FTARATOHEER FAEEL OBEEABETCER
A WEHERS FER)
o WEWTEE o JEN o M IR o BT
{3/ 51 HEBERH Eigiskl JEGFRF
llads Se AL ATAT RS IRL 5 133 5 133
HAESEZRINER (%) 2 (40.0%) | 23 (17.3%) | 2 (40.0%) 19 (14.3%)
EREEECEEES | 2ot v 1 (20.0%) 1 (0.8%) b (20.0%) 1 (0.8%)
ZEAE (%)
A7b 27 gr i A e 10 1161 10 1161
HFEESELEE (%) 2 (20%) 32 (2.8%) 2 (20.0%) 30 (2. 6%)
EnFREEOCETEES | BBt T 0 (0.0%) 5 (0.4%) 0 (0. 0%) 5 (0. 4%)
_ REGIE (%) Bk 0 (0.0% .1 (0.1%) o (0. 0% 1 (0.1%)
Bt pE i IPSE il 1514 31863 1514 31863
HEERRERIE (%) 98 (6.5%) | 1945 (6.1%) | 94 (6.2%) 1821 (5. 7%)
EnFEEOCEESS | BEiEnE 6 { 0.4%) 97 ( 0.3% 6 { 0.4%) 88 { 0.3%)
EHEFIK (%) B 2 {0.1% 20 (<0.1%) 1 (£0.1%) 20 (0. 1%)
hEET 2 (0.1% 1 (<0, 1%) 2 (0.1%) 1 (<0.1%)
{K. i JFE 1 (<0, 1%) 13 (<0.1%) 1 (€0. 1%) 13 (€0.1%)
R ST E I 0 ( 0.0%) 1 (0. 1%) 0 (0.0% 1 (£0.1%)
HREDEEES S RBEH)

AEIE, 2003 F3 A6 BICZ—ny SEET,AFES A 19 RICRETENEhER S,
2007 £ 3 A OiF R THA 110 Y EICBWTER S, 9 VETHERIA TV, 20MBF
BAETOEERICBTARECRMQRERIMuN, NN, MEE patient-days L3
FrENTWD, 2007 F3 HETOREHH PIBT 2HEFRERBREHFNT 4,558 HIT,
DD o WEEEE L OFRGIL 127 B (2.8%) Thots,

o EWEGHRBIIC BT 5 MEMER CIRAED FTREMEDH 51 OB FEREHIL 18 HlD 2
Thot, ZEOBSEIT 10 ng 251351, 20 ng 8441, FAM 1 FTH-71-, BESH
TN o BRI T S VB8 Bl F AR YR A, FEFV LU B8 BlThot (R

3-4),
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®3-4 BEBE/EFELOHRBICHE T HERTER MHEREDAEEED HLHERFERG

CASE ID MEDDRA PT Dose of GENERIC NAME Causality
Vardenafil
.|200323273BWH | ORTHOSTATIC 10 mg TERAZOSIN Nof assessable
HYPOTENSION DIZZINESS
200323674BWH | HYPOTENSION NS DOXAZOSIN MESILATE Not assessable
200323626BWH | DIZZINESS 10mg TAMSULOSIN Not extluded
HYDROCHLORIDE
200326189BWH | DIZZINESS 10mg TERAZOQSIN HYDROCHLORIDE | Not excluded
200328524BWH | DIZZINESS 10mg DOXAZOSIN MESILATE Not axcluded
DIZZINESS
200329736BWH | BLOOD PRESSURE 10 my TERAZOSIN HYDROGHLORIDE | Notexcluded
DECREASED
Before temoval of
alpha-blockers LOSS OF CONSCIOUSNESS
from 200410244GDS | HYPOTENSION 10 mg DOXAZOSIN MESILATE Not excluded
Contraindication
inUS DIZZINESS
(05-Sep-03 to LOSS OF CONSCIOUSNESS
12-May-03; 200411044BWH | DIZZINESS POSTURAL 1omg TERAZOSIN HYDROCHLORIDE | Notexcluded
20 months)
200412476BWH | DIZZINESS 20mg TERAZOSIN Not excluded
200415434BWH | BLOOD PRESSURE 10mg TERAZOSIN Not excluded
DEGREASED
DIZZINESS
200419072BWH | DIZZINESS 10mg DOXAZOSIN MESILATE Not excluded
TAMSULOSIN
DIZZINESS
HYDROCHLORIDE
200421030BWH | HYPOTENSION 10mg DOXAZOSIN Nat excluded
TAMSULOSIN
HYDROCHLORIDE
200510420BWH | DIZZINESS 10mg DOXAZOSIN Not excluded
200511363BWH | DIZZINESS 20mg DOXAZOSIN Not excluded
After removal of
alpha-blockers  |o0p512098BWH | DIZZINESS 20 mg TAMSULOSIN Not assessable
from HYDROCHLORIDE
Contraindication
inUS 200610145BWH | BLOOD PRESSURE 20 mg TERAZOSIN HYDROCHLORIDE | Not excluded
DECREASED
(13-May-05 fo
03-Mar-07; 200614798GDS | Tachycardia 10 mg DOXAZGOSIN Not excluded
21 months) 200710233BWH | DIZZINESS 10 mg TERAZOSIN Not assessable

NS: Not specified
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4) %

EMCB O TARESE o BIE (FLARART U HAVWET TV ) EOREFERICETS
BRFEEMAR A HBRPER SN, AER Vo EFREORDTE~0EEIR D1 T,
o BRI L ZMBECERE LTV 3 BMAT IR ESRE IS LT, K%K 5 ng, 10 ng
Xit20mg & ¥ LAV OBRERBEMRICEDLTELTHY, TV v Loff
Al 2WTIIAES ng ZRBAEL L, BEFRCERTHE, ERECEREDCTERY
27 EHEECEN T EBRENE,

HRAOEDE»bEVEBERRREUEN CER SN TREOEBHERE CER
é:ntp:éié-f—é? ERWT, AR o BEEE L OFAREHICRT HEZEMEE R LIHE
R AED aﬁlﬂﬁ)‘fﬁ{#m‘rﬂkkb‘éﬁéﬁiu T A NTIEFERAEER L THIZEHO
TRRWEEL b,

PEDZ Edb, NA A CRAEKE o BEREE L @fﬁfﬁi&’a‘ukou T, BLFIRARTHE
PRAXED EALOEE) OEICNETIVENRSD LORRICE-ST,

AL oW L DGR o ERE L ABBETREE L TW A BEITH LTOHRA
BTHY, TORGIEIFES g ZRBRAELTIZ L,

FARR Y EDHERICEL TIHRERIRICED B’J'Q’Ffﬁ—fﬁ*é'(%é?ﬁ DD o
EFECTHERERREICEETD L,

AEOBERENRICRE SN THWSBETH, «BEECLIBREIREREND
FtRTBZ L&,
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BEAEARE L-EYEEERARRBICE T SENFRBAIZDOLNT

BEAERRE LEVE M7 L o BHEEE OMEERRRTIE, 100 mbg AR OIRFEHINER X T 60
mntlg SERE OIESMEAEME L LT, £, SRAESLESBRUHEHAE X9 20 mis S LOE
TLTWAEHEES UL IORAm ER IR ME L D 10 mg M EETLTWAHEEEEME
EAE E LCERPHAESSIIRY L, LedoT, HEFLO0Y 5, ERER L OISR
EBED b I L bk HEER TN,

HER 100480 DIFE, ARBHIMTICELRE S L < TR EENERRD SN 16 flF, Zab0RE
i BIEREFAERET 6 flTh o7, BOLNEBEERONRILZEMED OV QH), BER
B, BREERQMBLUEREQH) Thot, BYD 10 FICH, E0E S L < IEsTiEm e
ORES, BEEREEDLhAEPT,

7% ERENo. 100480 TESHEN-EMNE » BIGEMNER LT
{ErE - B EMEORBDICES Shi-BEER
R

ﬁfﬁ Rt 3 Bk wEERE  ROM L mEsH BE R
] I,1 FHFE20mg FEFES i) e 2 175 1185193655 B &
BEMEDEN 1EERI3053 % 2055 BE kS

] I, 1 ZE0mg RS {Edf = 2T5% 6RFR305y 3 &
HETR Rl 1REfET4y 354 e

11 I.3 TIER eREMERE  EaritEaE 2685 #2453 1% 1E£E 165y FERE Hk
1 I, 1 FE10mg RS {EfLFE 2354 LIFERA305y  EE W&

’ HIETR 28513453 % THEMR B HE
15 o,1 EF20mg FIRER 5 {Ed=E 2RI T 3EFI565 BE H*
17 I,1 AIE20my oREMERIRS EipERE FER S5 2657R Rk
18 o, L AFE10my FEES AR i 42574 355y BE HE
18 o,1 AIR20mg [FEFRE B L~ 23534 3043 B®RE sk
21 i1 AE20mg RS & fE 1247% 1RER1555 BE HHk
BAE M 114553 19%ERA354> BE HE

22 I,1 FE10mg FIRFEES {EME 2753 155304y BE HE
23 I, 1 FE10mg FHFES {EMmE 15 RI285y 4% 3RERI255 EEE B
25 m,1 T5EE FRES g E BEE[EI5T4r 1% 56853 EE RS
26 o1 FHE20mg FRFERE A 2ER1045 % SEEMI504 EEfE itk
1% fE ARSI % LT BE %k

<27 I,1 AE20mg FlEFE EmE 45531 I BE %
HESTiEE A E 1BEFI8 A 1543/ e LS

28 1.1 . #=Fiomg 6BE#ZES ZEMEHEL 24551 ABFRI27SYE  BE %
SRR 2151 1IERIze M PEE X

30 o,1 AE10mg FRERS EmE ARERIS3S TREH EE HR

Bk ELES L TR ERDERR F I EEMED VAR BT gEER S No. 6 & No. 281220 T,
A5 OEME L TR L, '
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HEERE No. 6

WETHBRE L, BT _EEAEREOLRV RO A=y JRERTH- T, .
20MNSNENEH (=, B1HOKRER), 777 10 mg KBV E M 20 ng R 5%
1 BeRE B o0 BARDI S B /R R B fo B 4% 99/62 mmHg ¢, SEAZUNEHEHA/YEAREA M E 1Y 84/67 mmHg Tdh-o7o, Z
DR TITL BRERITED bhvid o foil, 705 50 45%, MO HICBIREM AT L = 5,
BEEDTOEFRLE, LALRRG, BIRSFAOERNCEE LiomEMfiE, BLMES 114/65 maHe,
SAZMERS 101/61 mlle Thofe, i, WRERSWICHBIT DILALMIEL 96/74 mHg T, BREERD
M50 bhidhoal,

EREASENL, CHbDBEOHENBIGEREIITROHFEET, FERE L ORBEFRC
WTHE, HFEWRERARL, BMERERD Y LAE SN, 2B, EREXRED b, SHkRE
R BRSO E Hik Lz,

HERE No. 28 .

WM BRI GAEOE RNy I RBMETH- T,

20MMENNSNEE (N—F], F1LEOERER), 7720 10 ng 5%, 6 REAOMREHITT
LE T 10mg 25 LT, LE R T 50K 15 481 RIRE LS fER 90/56 milg T, Lih%iE 100
bpm Cdhofo, VE M FREBH IS BICEENDETVWIAREAL, FOROMMNLER XL BEEIETZN
. 85/54 mog 3B L UNT 94 bpm Th oo, TORERIICBWTEHE, MERFHELLL ZA, HES
LT NI 88/49 mullg 5 KTF86 bpm THhotz, ZHLIED, ®E#E 1.5, 6 BI U8 KM E
| DWEREAIZ 3T, 100 mullg S O SCADINAEEIM R X 1 60 mmHg SO SHALILEE SN T 53585 b i,
2B, HDECIRHEE 4R TELBICTEE LA,

EERILLEMIZDEWVITONT, BEMOHEEE T, DERMNERFORMERIZER Lz, KERS LD
RRBRIIEVERTH S SHE Lz, BAaEROEIC SV CHRREE, FEET, AEEREX0REHM
Ry LHESN, ZhOHEOEEESRPRDONEI LMD, YHERE I 2RROMkEES P Ik
L7z,
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LERSH/ERICEITIRERFRAETICONT

1. ERARERAE

AR AT B ARG A 3000 FlICREL T 20MMEN I REA LG L, EFO&GEE 200N
CEHAMBAICET Lo, BEER 4,083 8l0 5 b, REREORINTREHA 57 T, 4,026 FlOHR
EREAERE N, ThOOEROS L, IRUERRE LRy o7, ERMELRFRTERI-
72 728 BIZTR <, 3, 298 BIRALETR & & LI, |
o ENEOOIAR, SRTHEREI 3,208 810 5 B, 53 BliCRH b, TR S o ENEEOERE
FHDNFEERR 1 IRT, BEESRICOWTL, fHAM 3 Flo 55, 361, sk, hE -F,
BTEBRBTNTH 1 2.1%) BESHAP, FFH L ORREFVPRONCFRIIHERS (BH)

DUEFEDHTH-T,
1. CEEEEOHBRER
HE i
FRAT % 11 ' 3,298
o FEWTEE L DR 53
& | 77 rEIR 21 (39.6)
T |wmyozas _ 23 (43.2)
% AVNEERFY S § (15.1)
= BEETZ 1 (1.9
DZFETA 1 (1.9
AHF® | 5ng 6
BIE | ong 47

R LA R E, AUABEFXT YU HRAO S B 1 SR —EH

2. HARE (RHRS
| RTRAARAT R SR 300 FIKREL T 0MMER A MBS LHAL, EMOSES 200N
FRAMMBIHET Lic, BEEF 373 0 55, RERKOEIRTEER L 8 FIT, 365 HOHEH
EABR &, ZhbDEFAD S S, HHHAEREHRTICRI L 2d o7, 7 idiRIENTERT
ol 2 FlEERS, 323 FIRRETRSR L L,
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FRAT ] 323 B o BEWFIE L OGERBIL 7 BITH o7z, HIMENT o EREOEE & KF|0 8
HFRER 2ITT, o BEEFNICEBWTHEESRIE, TREEBR (B#) ) 25141 filcis
Ehicis, GPHEORIEEIEI X SEREE X oh, FF L oRRBERIIEFEShE,

® 2. oEEELOHRRER

HA Bildx
FEAT R S 051 323
o —EWTEE L OUFA 7
F7 REDL 5 (71.4)
E BEeH AR 1 (14.3)
| EERTT v 1 (14.3)
AHIDM | Sng 0
FE 10mg 7
2
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3. UBICHEL=EMREIFELEN (2007454 B 25 A=) .
YRICHRE LEAEREMEZRIICTT, 8BHRETH, ThETRoEWNELDHEEERIZLS
EHERIZEE Sh Tl

z®3. URICHELBEREMD—ER

&% |BIER OB TR 4EE BlIERRHEFERRA L WL

1 [#L®o< D ::S 3085 2004/03 EiE BREE
TH J200401362-003

2 | EEHEDEN B 40851% 2004/07/11 =i HRHE
‘ TJ200401446-007

2 |emm = 02 ft 200¢/07/11 | Gify RpE
' 7200401446007

2 |v2smEe B 40 2004/07/11 EIE BR&SE
J200401446-007

3 sl 5 50 2005/01/31 EL aRAE
(BlIERE 7200500285003

1 |+ B S0BE 1% 2004/11/09 ik =R
T200402141-004

5 |vEE L B 505t 2004/08/13 it BREES
1200401904-009

6 |eAupRE B 50854 2004/09/21 T BR&SE
(BITEAEE J200401883-018

6 |wlHiE LD [:: B 2004/09/21 ¥ BRERE
(BIfERR) J200401883-018

T @ 3 508K 2004/12 = B
7200402382002

8 |+EREEINRPAZE L) TORE{R 2006/08/29 Bl HRFE
J200603162-005

o |*EEEshiRsEEY = e A5 = HREE
J1200603907-002

*: EREDEEMLTRTELVEIERETT.

ED LpEsE 13, EREORE) IKERLTWSE, RCIKEIEAThx®, THTELVBERL LRI E,

2 FA—ER, EH#EAFNEOREHERETE,

) Mg 13, ERLORE] CRBLTy52, TEXRBERM) iy id, TRTERVEERE L TRV fiok,

4. £&

L E LT EOCHEBRERERCHIBECRS VT, o« BN OfFARETAEN 53 FIRTT FIIR
boiin, BT XL DEERIE, FEREERED 1 flIcild b BMOBEROATH Y, B5IE
ETEARDONENoT, T, BREBEDLLIE, THE TR oML OMEERIC L 2B
FEIRTHEN,



ERE LT F T AR RS T Dol —

No. |—f&k4 IRie4 BIEIRIE 7T

1 |vFETa TS F N5, [F30 AT SRt

I P2=1 2V —T H 7N 2mg, Fldmg ¥y A5 T EERASHE

3 |[EErsRRYY AT —ADEE0.Img, Al | T AT TABEERA R
0.2mg

4 BTV NANTUUER0 25mg Rl | TRy Ry UG
0.5mg, [A]lmg, F12mg

5 |[EETI 737 A MEE0.25mg., [A] ZEV AT HRAEH
0.5mg, [A]1mg, [F2mg

6 |ALBERY I DTV EE0. 5me, A Ty A —RA S
Img, [F12mg, [Fl4mg

7 |F7REVL TEI ayME2Smg, F50mg, | B AT /RS
R75mg

8§ |[FTREVA TY/NRODEESOmg, TU8A IBIBRET 7 — <kt
#E25mg, R50mg, [R75mg

9 |HEEET IV F & b=V EE0.5mg, [F T—F AR
Img. F3mg, 7 #> b—L 4
$10.5%., 7 #> b—AREE
3me. [Fl6me _

10 (EEETS7 v =7V AEE05me, Rllmg |77 AP —RASTE
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LE RS e o BEEL OHA
MERLOSE) ®T (FRZEEILERETE~EE) tORSHE

1. BERREATDORE
(1) HEERERERE
[MEREOEE) WiTH, HESBYEPHIC o BEE L OSFRGIICEIT 5 % EHEBEE
MEZEET D, HEOEELLTIZFRT,

> RAEOEZER
LETCBNT, PRTLEBEIHIT K & o MR NEARORSMLIRET S,
> WERTETBEHK
 HETEESIK 220 1 (FEER S
> HEHFK _
WESIRRBEFRE T3,
> ELHWEERAR
EiEEEES, Bk SR LETEEORREHEE

(2) 20mg FERARMICBY IS EHERABERE
EMAR (AFESA24RB) ShiEFRE 0ne R U THERREAEZERETETH D, UEH
FEHSREEND o BE L OFRFIC YW TESHRIT 21T, E2EERFT 5,

2. ERBEICET pEERE
MER EOEE! 2UET LB, EREGREFCH LT (FHE o BFELHH LIRS, EE

PEMERER T 2BENRH 0T, BEOREZHHBBREITY, "IV, UL BR” H0
FAFHN, BHEERFRESHIOER T LOEET D, £, EHIOTROHD] 2UETL
T, «BWE: OfHICED IR EMEFREBRL T, FAPPA SN TODEFBEICEMEL, &
EFERAZRY,

3. BEICHTHEERE
FHILFFHCBE~FEST LKL TS THEEE) 2ETL, o« BERERALEERICR, E

R ERERTIBETARHDZE, "DEV, “Ub bA” SOEMEFERIED N HE
ik, HYECHEETL L ERET S,
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# % 00BZE10 B TEET (BR135R) = T EES
HAUGE 7 BE&%I A ainma i Ezmi;?z ; 9;:'lg =

pEERs N 7’9“53.125mg = =

W v > — - RBE S | 2L00AMZONSI0 | 21100AMZ0051000
\ ’ , &50"‘9 3 {3 I &% LSS

B EIERRT VIAGRA Tablols
R bR DIVEYINTFT (Vi

IR O5% B i 19Y94E 3 §
BEEEL 150841 A

[(ZE—EmMORFEACLIYFERTIC L |

[

()3 & ER S5 E—EEEE (NO) #58 (=
FEZY ) BEEEET I L, WBERS VALY FE)
ORI DEEfFEEEL, EEICLE® TR
KL IEPHBZOT, RSO, WEHIDS
vald —EEfLEE S (NO) HEFRIFIS siTnlns
LaFFRBEL., FARSPRUESBIBVTLE
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