HILT 4 7§E 5 mg
HILT 14 78 2.5 mg
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LY450190 L5 EFENIIRRAOBER CHERORE
YT 4 ThE

1.5 BRXZEAOEREUVMEORER

1.5.1 [FL®IC

RISZRRAERAEIZ A 5 BEIRE R X, MERICHEVENT S, BHBHIC LB OLNEE
BO—o2ThHY, BEEABIXEEZETILIZEV AT 4T - 547 (QOL)
ZIETS¥S (McVary 2006, RISZIRIERIEZIRY A KT 42 2011) . BiSTIRIEAHE X
RISLRDO BB TH Y . MERFANTIT 60 BMED 50%LL LIz, 85 B E TTIXH 90%
(ZEBO DI (Berry et al. 1984) . DK 1/4 [ZHRFRAER 2N HE S5 (Oesterling 1991)
JBAGBE OREREICLD L. BARICBIT BRNIIRIBRIE DRZZERERIT 1998 £ T
59.0 5N\, 2004 45T 98.4 T5 A, 20104ET 133.0 F A L HIMZRDTWD  (FEERAE LH
FHZ., http://www.e-stat.go.jp/SG1/estat/NewList.do?tid=000001031016) , & 512, RiARE
M2 T — 2 OHEH LIIaR &2 B3 5 A RIBE O BE I 1995 £T 150 H A,
2010 T 198 HATH Y, 2030 Fi2iT 219 FAILRD EEDLN TS (Terai et al.
2000) .

R ARAERSE (M D iER T, RESEREWR (BESER., REDE
EHERIEIR (BRARREDNE By JREGHE/N, FRARERAE K OFRIRIR) 125
KIEIZHE D BERBEE & I TV 5 (RS 2003)

BN BRIERIERRIRA A BT A > (2011 FAR) 12X 5 & RISZARAERIEIZfE 5 HERIES
IR A HERIRIR TR, 1) B, 2) EWRE o7 FLT U URERERA (o
WAL | SuBITTEERFER (5-ARD) R OZOfoRRy] | 3) KIBERE, 4) FifF
Thbd, ATARFTATIE, BRNTERINTWELIEROF T, ulEBAI RO 5-ARI
WXL ARIE IR O EREFERE~OFEANMHEIN TS, Fiz, oA
(Frzravreva Ry yizy) | 5-ARI (Ta2Z A7V R) XiZEOMOIER (7Y
VTR ML=, ZETRRAEZy b RTTRRNRE) ITXDEREOEYFRET
+ o REEPRD LILRWVBEICE, EEEREEKOFERAEL VWD LI TND,
FMBISIZ OV TIX, BAMEREEL L TUIRINTW RV, NIRER TR I R+
5y ERESNIBACBENRFMEFET 2HEREVBTON TN,

WHEMTAIRC 5-ARI 72 813 FEREAER ORI BT A ENSERA STV 5 —F,
MEETICET2ES (O ETVEET) RUMEHERSICEET 2F8 (HTH
K. Vv FN—BBRUSIEREEZET) AZRERIEZRT A K74 2 2011, /b
F—/ D SEIRFTCE 2013 4E 1 A, =V — 7 8eIRASCE 2009 6 A, TANLT I 7RV
WASCE 20124E 9 A) 2l ZhbOEYFETHED bILSEIWERIZEE D QOL IZE
B RIETAREMENDH V., IBRBBANCEETRETHD, L > T, BIZBRIEREE
Rk S HEREE DGR ORBIRE 2 81T 5 £ T, BEFOIRERIE L 13RI O/EAEF T, 16k
LRI RENET e T AN EATHIREANRRD LN TN D,

K ORI IR)
B, BISZARAE

*LUIT. BB BRVRY . BARICEIT A IBEOEHE Tlla EEFEIO Z L 217,

1



LY450190 1.5 BEXIFERORERUERORE
PFNT 4 T8
152 RBEXIIRROER

LY450190 (Z# X574 0N) BEKRNTHA 27V v 2 7T 72 1 U8 (cGMP) D
DIREITFOTVWABRARIT AT T —¥ « 47 5 (PDES) DOMRAMBRIFAEAITH
V. NEHE—EREZESE (NO) 12X 5 cGMP L~V LR EZHBIE S,

EEFTTANDEEITT 7Y « T VB IEREF L, WINIBWTIET A 22 24,
BNTA—FA V)= TR Ao R=—L T 2RO EREMATHLI )V — T
[ aZERNPRFEEES L LTORBETo (V) — - TA a2 E0%A—7
AV Y — TR BrRa—ZHEEINTE) ., BRERNIZOWTIZARS—F4V Y
—HRREHDBBAFEZITV, 2007 4E 7 A 31 BICAREZRE L (BRFESA : 7 U REE
5mg. 10 mg, 20 mg) . T, FHEHIRMER R MEE DOIRHA & L TOBKE bITV, 1
MZBNTIEYINIY V—  TA aZEBEEBET > TR, A=AV V=T
R Do Ra—~OREURBIIA—FA V) — T R B R=—BRELITo T2,
AARENIZOWTIEARA —F 4 ) V) — SR EZITV. 2009 4 10 A 16 BIZAK
REBE L (R5E4 : 7 KUV EE 20 mg) , 20124 10 A 15 HEIfE, #4577 11
IXENRR R RIRFA ST B AR & ML EFEVRREA & LCHAZED 124 »ETER SN,
114 » BTRFEI N TN 5,

PDES5 it b FEHREAMBRICB N THR LV THREL TR Y, B ROBENR, £ 0
M OFEEFICEVNTH, BREMABRSCHBIARCOEMR L FERIC, #4774 12k
% PDES FEEIZL Y cGMP REN LR 5, cGMP RE EFIC XY MEMET S &
T, MFEROCBREHEIEM L, THREERE COMBEMRRIBA~OFELHE > ThHi
SERRAERAE 6K 5 BERBEFE RS BMEIN D LRSS, £2. BRSO
BB RTT DHARMERN, BMEIELZ R TIE2 2 &2<. ZNOLOEREZMEL T
LAEEMED & D (Dmochowski et al. 2010) , THHDZ ENGEF T 7 4 VITFHT-124E
FABEFT & FFORISLARABRREIZ £F 5 HEIRBEE DIRRIE L L TR S L5,

BISLARAERAE (20 5 HERFEE ICxH T 21RRE L LTHE LT 78 (LT, &
) OBFEOBEEK 1.5-1 1R L, LTIZZ O E KT 5,

1521 HEFAKOERE

15211 [RE

AH) 2.5 mg B 5 mg DFEZETIE. BEARERLTHL VTV RERDT KU h
EOBEMRS ER—TH 5,

15212  S4#

AH 5 mgld, BEARIBEAIL U TBRIZARIN TV VT U R EEE ORI % ATEEIC
FTHED. VTV RESMmgDT A NAa—TF 4 L IHONST L RFDOREIEF L, B&
REK L BFORLR DR E LTSN, AFSmgDT 4 Vvba—F 1 THIOE
XABRT, ZONFIFL TV ZEES5mg D7 4 ha—F ¢ v 7#) HN A
G\ - D TH D, ZOMFEFEIL 114 FREKS O LS R SRR
HTA RTA L FEO—FRYEIZOWT]  (ERL 24 4 2 A 29 AERRFEFR 0229 5 10 5)
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LY450190 1.5 BEREXIIFEROEER OB ORE
VLT 4 T8

DRI 3 TREOERRAOLSEEDEYEHREHRBRYT A K540 128175 A X
BOREICEYT D, £I T, ZOHA RIA L2~ T, BIERORBRFIEDOHEHR
BT TAK S mg RO T U A8 5 mg DIEHEBZHB L= L =5, WSHIOEH
ZBOREHEPHR I N,

AH 2.5 mg [FIBEAGBEREM L EBNVERZMAITHY . AETHEREATWALTY
AEE 2.5 mg LRER VT ANV ba—TF 4 TEHER—T, DHIOBREIR-TNDS, &
#l 25 mg D7 4 Vv ha—7 1 vrEI0AZERT, (HIINGE:. G
o,

FHET T4 NERRS ET D 2.5 mgbE, 5 mgER N 10 mg §E R 0 AW F RS
(22O TIL H6D-EW-LVBX Bk (LVBX 3BR) THRIN TS (F27.1HBH) |,

* 10 mg SEIXAEKBHEFOMNRNTH B,

1522 JFERERRBRDER

HEALEEE - IR (10 RO 20 mg HERHEE) L3 2RI, —EORERAR,
KYEERBR R OENRBR 2 LHICER Lz (7 ) R EER G EERE AR CTD
(LT, 7 U X$E CTD) M1 . T b OFRBRAGE I BRI T & M ESE % Zhag - %)
R (domg EAEE) LT HBEFICLAR L, REZRGHEERRILER®RE CTEMG
LTHEY, AIZBRIESIEICHE S BREEZ S L L HREAEAE Cmg #EAKRE) O
REMEZTMT 27 DICHERRBREEIFEON TS LWL, Frii-emBLE
M L72hxo Tz, BISZARAERAEIZFE S BEREEICKTT 5 % 4T 7 4 LV OERSAFICBES
HEEFEOXMRT — ¥ 25T 2 BT, BMEBRRET v M2 AVWZRABRE L M
BAEARZ Bz invitro RBRZ EME L 72 (AMS42, H42.1.1.17H) ., ZhbORBRTHEDL
N pARIX. NO/CGMP %41 L 7= mEMARIC X 5 TR~ O MFEmn & 57 7 4
JVORISIIRIERFEIZAE S PR IS T 22 RICHFS L. BIZ, RISLERCRERE O EI8#H
(2%t B s AR 1R A SRR SR DMERRIE B O P 23 L 12 A IERA 2 flise T 5 L 3 5Bk
FOXEHRE (B3, Andersson et al. 2011) & —ETH LD ThHhol, £, #X 77
4 NOBEREEERBEERA 2 TMT 2 80T, EE7y bRV ERR (. B
42112 ) RORMEEREES v e 2RV R85 (231, 421135 %
EWELEZ2R, Zhbo 2 RBRTIIARRIERIIRD bgh T, RISLIRIEIAEE OFiRE
AR R M 2 R T B E T OVIRTESE L, PDES FAEERIC K 2B L HA
ENTWBA, BICRIEREICH S BEREE 2 2 RKBRT 28 ET VITHESLINT
BOT, iz, ¥4 T 7 A VORDNIRIERIEICRE O PRREEIC X 2 1RR2 R ITRERR
BRCRENTWBEZ D, BIOBWET NV ERWZE R DBREHIER LR)1o7z,

1523 BREKBARORE
15231 SEICH T HERKER

AR OEKIC T BRI RIERE I S seRiEE o 2 Rz e omm L.
B DERRFAER & LT Proof-of-Concept ABR & L& -DI1J 72AiisE 1T MHEFR L _HERKk
75 Rt R TRERS leigksd Bk [H6D-MC-LVGC 38 (LVGC & B) . % 5.3.5.1.10 18]
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LY450190 1.5 RRXIIFERORER OBFROEE
FNT 4 T8

% EM L7, LVGC RBROKE R X 0 AFIORISLARIERAE I 5 HERBEE I 2 F 2tk
BOEEMN TR ENTZ20, KEROBRIMNIZBWTE T HEFEAL_E5HR7T 7k
Rt BE A BRGHERE [H6D-MC-LVHG B (LVHG #Bk_DB #if) . % 53.5.14 1]
% FEHi L7-, LVHG X8 DB I/ Ti% LVGC Rk TR b e AIER OR LM R
&Nz, LVHG B DB HIMICB W CABIORISLARIERIEIZfE 5 SERIEE 26 3 288,
FIZB T HERIGERINREN, ¥ T 740 5mg 1 B 1[EEETHELWI RS -
RRT 4y b TFu7 7 A VBRI, FRBOFADEROZEEOFERELEC. @
O ;1R CRAET S EHERAR L LTHH T T 4 Smg
1B 1EREERIRLT,

0%, F MBI v RxRABKR TH S HD-MC-LVH] B (LVHI RBR. #
53.5.1.5 IH) ., H6D-MC-LVHR 5% (LVHR 3B, & 5.3.5.1.6 'H) KU H6D-MC-LVID
HER (LVID RBR, 5 53.5.1718) I2X->THETF7 740 5mg 1 B 1 BIREOFEHMEL
RAEMERIE LT, $£72. LVHG #Bk_DB HE O R#IMkGRBR TH 5 LVHG ABRDIE
kpE IR (LVHG B2 OLE Hif. % 53.522 M) ZBWT, #FT7 74V 5mg % 1
B 1EEHRE (48M) LBRoretkOEMEORR LT 7.

b, #XT 7401 B 1 BREORRENRIZI T 5 REE % Tl 5 IRITEIRERR

[H6D-MC-LVHK #B (LVHK RBR) . % 5.3.5.1.11 TH] R OlEKiF &R OAF % R L
7eBR o A TENE EORIMER & BiEtd 2 R BR [H6D-MC-LVHS Bk (LVHS #ER) |
% 53518 H] | BEICKIT 7T ERME A 2y FRE [H6D-MC-LVHT 3Bk,

(LVHT #8) . % 535112 ] 2FEhE Lz, 72, BCRIEIEICRE D PEREE O
IEEMD 72 DB & U CHRIEERER [H6D-EW-LVHN B (LVHN &) | 5
53.33.2 ] #EH L7, LVAN RER TILRISZARIERIE S 2 EREE 2 A 7 2 kRl
BERUERBEICRITIDZE T 740 20mg 1 A 1 BEE5EOEYENRE R N MITEHEE
WDV TR L 72,

INOORBRER LY. SEICBOTAAI ORI RIEKRIE M D PEREE L BT 58
BxTDEET T 40 5mg 1 B 1 BREREOFNMER RS N BEME MR T
X727z, KETIX 2010 4E 12 B 6 BT THISIARIE KIE Ok OER DGR KO

IR 0 ONZ BT ARAEASE DB R OYER DIRH) & IS & L CRARBBFBEZITV.,
2011 4F 10 A 6 HIZARBEZEAE L7z, £7-, LVID BBRK T#, EU IZBWT IPEre
DOFRBE & ST A BRI 2 BISLARIEKIE O & OYER OIEHR ] 2@ & LT
20114 9 A 7 BITARBFBZITV.,  [RABHEIZIS T 2 BRI IIE DR K OYER D
1R WIS E LT20124E 10 A 24 BICARZERE L (B 16 THBR) |

INHITA, BIIARIERIEICHE O SEREER ORI RER A F T2 BFICRBIT D ¥
XT7740 5mg (KB : F7€R) L7414 F7A7V K5mg# 10 1 BFHESED
BEMER V2 2% 31f L 7= H6D-CR-LVIW Ak (LVIW R&Bk, % 53.5.1.9 H) | #ix
BRAERIEIC A O HERBEE 2 R & L CRIN RO MR K ORI/ ST A —4&  (BiSLRBAT
TN 2 BIIRML RSS2 &) %5l L 7= H6D-MC-LVIR 8% (LVIR RB) 2%
EET LTS, 28, LVR #8032, ([ =@ Dsicr— 2 n@onizn,
KEFDOT —F o r—VIZIEED TR,
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LY450190 L5 ERXII%RORER OBRORE
PNT 1 T
15232 BFIZHTHAIARIBKRAEIZH S BIREEDAEE L L TOBKRBER

ARANDORISLIRIERAE A 5 BERFEFE R+ 2 BRRBASS 2 51 L 7= 2405 B ST AR ACE
A PEREF IR T 23A & LCENTERENTOEANL, oEBIA & O
RNVEVRRETHoT, T b OERKIIBEKOLREIENRENTVEHDOD, o
AT O AR AR IS SR MEC D £V ORIER., I RIEE TRERERED Y 2
PEESN TV, £, FBEESCY v F—HB0R2 & oMie I BE L-RBIfEA
(Djavan et al. 2004, Hellstrom et al. 2009) (XFFEAZHE L TR D b, BF D QOL 1T
FEELRITL VWD AREE R H o T2,

Lo T, BEFOWRREL IR 2EABF /L. 2o 0BIERRY X2 0
RO OMBRE X BT 5 2 &13, AZRIENE ISR S SERIEE 2 H T 5 BEDOIEK
BRBEZIET 2 L0 RICBWTKRERBERN DD LB 2, AFIORISLRAEKRIE 245
PEREF T 2B LZEANTED S Z L L L,

152321 Exs&xfE 1e=zmeEs (ID=0"0:=. D

AFOBISIRIEASE B 5 BRRBEE o 2R zERNTED 2124720 . (=@
AlciBes s £ Lz, Az, il
G - >\ CHFE L. DO RMEEER-,

> D (el

- e 0 I ]
G - = 2%

>
G > - . (D
G - = < 5 .

>
@& =5,

> . - = < 5.
INLORMZESE, BNICRIT BB OBEKRERE LT, AERIGHERER
[H6D-JE-LVIA 3B (LVIA 3B DB #If#) : MKk Eic L 2R41%KE (LVIA AR
_OLE #iffl) . —EEH (DB) HIMICRBIT2 BAANBEOENEBROKRN LS. F
53.5.1.1 HRE O 5.3.52.1 ] RUWGERSR [H6D-MC-LVHB A8 (LVHB &) : B
KRBT E2RETH0DF LAY U BEET, BAR, BEROEBERSMT S
ERRItFERBR, 8 53512H] 0O 2R BREEBTHZ L L Lz, £, WTHLORERIC
BWTH, #7740V 2HEHE Q5KU5mg) 2D,
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LY450190 1.5 EEXIEROBERUBEREORE
FNLT 4 T8
152322 MRERGHERR (LVIARER_DB HiFH)

LVIA 38 DB #IRIE. BISIARIERGEICEE Y BERIEE XA T 2 45 MU LD RANBE
BRBIATo7, RBRTYA VT, 77 B RR,. BIERL. “EE *ﬁﬁﬁﬁi%’iﬁﬁf
Holz, WEBEIX, #FT 74N 25mglE, SmgBITTEREIC1:1:10FAET
MAEEICEND AT b, 12 BAREGEZITT

LVIA #B DB #I Ti%. EEFHMEEE THD PSS F—F NV RIATDR—=RT A H>
SOEEICBWWT, #F T 7 4/ 25mg BERO Smg B L 7 7 B RBEORMICHREFH
FBZIRDONRP-Tb00, ARKRFENLREEERAED bz, BIKEFHHE
HTé % IPSS QOL R =27 KN IPSS HERAEIR A 2 TIZBWT, #¥ T 7 /v 5mg BFIL,
TS5 REEL ORI FRAEEEL R LT, X477 4V 5mg BRIV T Qpax (F
— ARG A UNBHIM LR, ZFOEMEIINEL, T EREL R L THREFERNZRE
BEEARDONARDNoT, £, ZFT T A NVOREMEIZE L TR T REHIRFTR
RO bR T,

152323 Eif#EesHEBR (LVIARE_OLE #RE)

LVIAZE DBHIRIZK T L, #¥ T 7 4/V 5mg % 2 BITblc>TRET DGR
oA (LVIA 3B OLE H#iR : &8t 54 ) BT LR E L xR, 2¥ 7740
DEPH GBI HREMEROVEEZ M L=, LVIA #&B_OLE ##ick i) 5 &Zat
777 A% LVIA Bk DB #HIFI G onizbo | L TRy, REKREIZRIT
AP EeORBEIIERD bhihoTe, Tio, BRx RFHEER B ICBWTAHEMES,
LVIA B OLE HIR#& THE (54 B) T THERFSND Z LR S NLZ, S HIT. Qmax
i3 LVIA 3 B% OLE iRz, #mdaHmER LT,

152324 ExszxpzrazeTee% (I=0"0:=. D

LVIA 8 DB #Ific\ T, FEFMEE THD IPSS h—F NV RaT TEFT T 4
N 25mg BERN Smg BETT 7R R L ORICHREHENREEESBD b Rho72 2
a0, (e @)@ - cseice £ L, YRR T
- ]

G- o\ (L. UToORMEBT,
> —-—
G - = < 5

>




LY450190 1.5 BREXIFEROBREROERORE
PNAT 4 TEE

cnboRmc-sx . (N 5 5 T L7

152325 {REEHER (LVHB#EBR)

LVHB BRI, RIS IRAERIEICHE D BERBEE2HT5 45 U LOT o7 ABE (AAK,
BEROEE) 2RI T, BRI VA 377 bR, BiEA(L, —ESHKI
ITHRLERR Th o7, HBREIL, ¥4 T 74V 25mg B, Smg BE, ¥ Az
02mg HXITTTEARBEC 1:1:1:1 OBAETEELICH TN, 12 BERE%
2T,

LVHB RERICEBWNT, #X T 740 5mg 1 B 1EHEETIIF I RITHA, 12 88#%
D IPSS h—F VR a7 IPSS HERIER R 27 KO IPSS FRAEKR A =27, IPSS QOL A
ATITBWTHAFHNICABRREELRD N, ¥FT7 4/ 5mg BIZE T Quax
EIR—R T A UNBEM LR, ZOBLEBICBWTIXT T v REEE ORICHEHER 72
AEEIREO NPT, T, X T T4 NVOREWEICE L CHRRTREH R
RILERD bieinot,

152326 Exs=wEmEs @ID=0-"0:. GHD

[EIPCHEM L7 LVIA 35 _DB #IfI% Ut LVHB 3B NCAME 31T 5 Bk B
Bk Rz 2, N - @ -« E 21T, L
TOME B,

>
@: = 7. (e
(D
G (D
(G
]

Z DO PMDA DRFFICESE X5 T 4N 5mgDT T HRIHT HEMMEDKRIEL B
BMELETYTAN (BARKOEE) 2858 L72E I AR [H6D-JE-LVIF B
(LVIF #8) . % 53.513H] 2BMT5Z & & Lz, LVIA 3B * LVHB RER O
ROZBRFPBEFZF-ERERIIUTOLEY ThoTe,
1. X574V 5SmgBEROT 7B REED 2 FEHLE
2. MERT S EREA#SE @&ER) ©IPSS h—# /L2 a7 &% ER R8N
3. JEGIMGEREICRITD IPSS h—F NAaTEEBEDT TR HEEZZ T 7 4V Smg
DREMEE 1.5 L1BE

1.5.2.3.2.7 REEAER (LVJF :B&R)
LVIF 3BT, B RIEECE S EREEEZ A TS 45 BU L7 U7 ABH (AKX
ROMEE) 20BI1iTo7, RBRTHA VXTI RAR, EELL, —EHERIITH



LY450190 1.5 EEXIIFEROREK ORISR OREE
FNT 4 T8

MLERBR THo7z, HBREIL, X T 74N S mgBHEXIIT T ERBEC 1:1 0FIET
BEAHICEIVAToN, RBRBEZRITT,

LVIFRBRIZBWT, #4774V 5mgl B 1[E&EETIXT 7 ERICH~, IPSS h—%#
NAaT | IPSS HERAER X 27, IPSS FRAEIR R =27 KU IPSS QOL 2 a7 2RV THE
HENARBRRUEBERRBO DN, £, ¥ T T4 NDOREMICE L TRET &5
TeRPTRISERO bz d o7z,

LVIA A5 (DB #IR & OLE 1)) . LVHB B & O LVIF RERICIN %, BIZARIE K
FEICPED BEREE 2 AT 5 BARAARUONEANZ RS L L BRREKHERER [H6D-MC-LVIY
ABx (LVIY RB) . $F5333.15H] bERLTE,

TNHORBRFERIY .. BNCBIEREICHE S EREELZ AT 2B ARABE KT 54
XT7740 5mgl B 1 BREROFHER ORI CICEFEPHER TE 2D,

MRISZARABRAE (A O BEIRIEE | 22088 - MR L L CARIREARRFBLITO L &L
77
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HILT 1 7H 5 mg
HILT 14 7iE 2.5 mg
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BR
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LY450190
PANT 4 T8

1.6 AEICET A ERRREICET 288

1.6 SEICHTHEARREIMT 2R
LY450190 (¥ Z7 7 4/V) 112012 4E 12 BEAE, BISCBRIBIIEDIBIEIZH LT 20 ©
E &g T, SRR LR ORI BIEIIE DIBBIZE LT 9 % B TRRBEN TS, S
ZIETNTOEIZEBNT CIALIS* Th 5, AEICEKIT 2 AR E E 1.6-1 157 L=,
2B, 2012410 A 15 BERIE, ¥ T 7 4 MTEEARRIERH B IRME N & T
JEIRHAIE LCTHAZEY 124 5y ETER SN, 114 p ETRESATHWS (BN
4 EAERRA : V7Y RGE. MBARMER R ILEESER] - 7 RO bR

& 1.6-1 SEIZH 1T HEBRIR (2012 F 12 ARE)

(FHEE - BN : ATSLIRAERED AR ITHER L R URTLIRIEKRED AH)

HERLRG
B S AB®H MBI | MR
DGR
1| AT 201241 H 31 H 201243 A 1 H O O
2 |4 2x5x 20114E 12 A 5B | 2012466 H 21 A O O
3 | EU 2011-9H 7H | 20124610 H 24 H O -
4 | =sT7 R 201243 H 12H | 201244 H 16 B O -
5| vy 201148 A 2 H 20124E7H 3 H O -
6 | ®E 20114611 A28 | 2012458218 O O
1| ITF=S 201248 H8H | 2012494 27H O -
8 | ==&y 201241 H25H | 2012466 H 13 B O -
9 [ amrer 201241 H26H | 201247H 128 O O
10 | 22q 201199 H 7H | 2012410 H 24 H O -
11| %4 201242 A 9H | 2012411 A 15H O O
12| AL 20114610 A 31 H | 2012412 A 26 H O -
13|V 20124 4H 248 | 2012411 A58 O -
14| b= 2012469 H 21 B | 2012411 A 218 O -
15 | $F= 2012461 H30H | 20124548158 O -
16| 751 201149 H30H | 20124 7H 16 A - O
17 | *E 20108512 H6H | 20114 10H 6 H O O
18| RVE7 20124E7H 278 | 20124612 A 18 H O -
19| Arvasx 201242 A 8H | 201245H15H O -
20| Ax v 201149 H9H | 2011411 A 15H O -
21 | v—==7 2012466 H 1 H | 20124610 A 24 H - O
2| evr 20114610 A 288 | 2024 5H31H O O

KEKROEUICRIT DIRAEOHM FIR - S8, D8 - 9R. AL - AR 2%

1.6-21Z7R L, KEORAMCE, EU ORG

FMEMEE (Summary of Product Characteristics)

ROME¥dET — 4% > — b [Company Core Data Sheet (CCDS) 1 Z#Hvft L7z,




LY450190 1.6 AEICRT3ERRRECET &R
FNT 4 T
R16-2KERUVEUIZCETAFIE - 8. Z8E- DR, Ak - BE
(2012 £ 12 AEAE)
KEH EU
R4 CIALIS® CIALIS®
KA - B sEHl g1l
2.5mg, 5mg, 10mg, 20 mg 25mg, 5mg*. 10mg, 20 mg
*5 mg §E D A HT S ARAE FOE D5 & OVE
ROEFITH L TERERLTWS,
ZheE - hER BERL BRABMIZIIT B HEREDIEE,
CIALIS DEISEITHREREDIFETH
3, FET T 4N BHBAERRODRE
BB 5113, HHFEAKNETH D,
AT SZBRABEE
CIALIS DR SIE AT B IE S0 #iE | BRABHEICE T 2 RIS ARIEAE O E R
RIERDIER TH 5, CHEER DIER,
PERARLE UL IRIEKE X BB IR,
CIALIS D3 E i Eh R 23 N BiiSE
BRAIESE D R OVER DIEETH
5,  (BhEARL/RISIRIEIEE)
- HE CIALIS 2138 6 FICRAT A Z L. BRAB#ICRBIT 3 HEFRS
—fiz, #HRARITZ10mg THY, ARE
BEARTHT S CIALIS OLERE | 0FEIC»Hb O, FTEShAHTS
& DORNCEET 5,
c BEFREIIBT D2 RESOBED | #7457 41 10mg THYRDERED

HREHARIL 10mg THY, FE
SN AMEITADRNCIRAT 3,

* B & DR R CEEMECIE CT 20 mg
FCHENII Smg £ TRET S &
NT&E B, KEDDBREDOHRRS
E¥ii®Z A1 B 1ETH 3,
cCIALIS 137 TR L bk L, &’ 5%
36 Rl CHEMEERET DI L
BWRENTZ, LER-T, BFIC
CIALIS OEHEREEFAT IR
X, ZOEREERBIZANDLERD
%,

PREALIINTS CIALIS® 18 18

#5

+ CIALIS 1 B 1 E#EIZ331F HHELER
WBHEIL25mg THY, HITADEF
A4 IV 7B b 3E R IZIERE U
AwETHZ L,

*CIALIS ® 1 B 1[E#E5Tix, Bx oD
HRROBEMEIZISE T T 5mg T TH
BELTH IV,

RISZARIEREEC 45 CIALISD 1 A 1
E# 5
CIALIS 1 B 1Bl &z} 2 H#HEH
BiI5mg ThH Y ERIZIER UHIC
wrETBHZ L,

BEFL/RIBRIEREIA 5
CIALIS® 1 A 1 E#E

CIALIS 1 A 1 BIE 51T 2 HESEM
BiXSmgTHY, HTRHDIA IV

NRWEEITIX, 20mg ZRATRZ &
RTE3D,
1T D 30 LA ERICIRAT 5,

EXHBEEEHIZ1 B 1ETHS,

Z 577 4V 10 mg BT 20 mg (3174
DORNERTE LD TH Y, Mg
ARG+ 5z L3RS AR,

CIALIS ##E%Iz (BlxiX, @iz 2@
b)) BETAHZEBFRENZIEHEICE
WL, BEOBRKZOER ORIz
ST, HIEAED CIALIS1 B 1 [E#
0@ Ly,

INHLOBREIZBNTIE, SmgZa1A1
EIZIER CRRic 5T 52 L, BxD
BAREIIECT25mgl B 1EH®REET
BELTH I,

1 B 1 E#®EIC L BIEEE2#MEE L TITS
BEIIESICETMET S 2 &,

BRABHEIZ BT 3R RIEXE
HEAREIISmg THY, BRIZIERT
BACAREORE I LTHRETS
Z &, BZARIEKRE R 03RSO 5
Wt L TIRREAT 5 RABHIZ BV T
X, HREAREIISmg THY., EHIRT
R LR EET D Z L,

B H T 7 4V 2.5 mg (IR ARIERIE D
BRICHENED N TV RN, B

2




LY450190
FILT 4 T8

L6 SHENZHRIT DRSS T 2%k

KE

EU

7\ Bb b ¥ B IR RN #
sz,

ABOER
CIALIS iZBEOHEIZ»1D LT’
E+pZenTE B,

L hillbas Siltab Iy Ry J:]

BEE

CIALIS D ERFIRE
CTVTF=r e 7T TR 30~
50 mL/%y : BRtAAEIXSmg T1A 1
ElZBriRnl LRI, &
EHAEIX 10 mg T 48 BRI 1 B &8
ZIpNZ & LT B,

I VLTF=r e ZUT T A<30mL/
SXIMERBETROBRE . HEAE
X 5mg T2 BERNIC 1 EEZBLR
NP P

CIALIS ® 1 A 1 [F]# 45

PHELE
VT F=r T UT TR
<30 mL/4y i MBI DBE
CIALIS® 1 B 1[E#EiI#HEsh
AN

B ARAESE K O R 2/B S ARAE

KIE

VT F=r I VT TR 30~
50 mL/4y : BRASFI BN 2.5 mg A3#E
BAND, HxOBREDWREIIN
LT S5mg~DHEEZRIFTLTH L
AN
VT F = YT TR
<30 mL/4y U3 MEENT R DO BE
CIALIS ® 1 B 1 E#E3#E SR
QAN

fEEE

CIALIS D ERF#R 5

- BENIIPEE (Child-Pugh Class A
XiiB) #5231 B8 1E 10mg
B2 TR 570, CIALIS® 1 H
1 B 5 AFEERE 1BV TAHIZ
HMENTWRWZDEETRET
H b,

« EPFF (Child-Pugh Class C)
DERITHER IR,

CIALIS 1 A 1 [EI#&%5

« BEE I EE (Child-Pugh Class A
NiEXB) :CIALIS® 1 H 1[E#&EX
REEREFICBW TR S
TV, LER-T, Zhbni
FIZCIALIS® 1 B 1 E#& 5 %457
ZEITERTRETH D,
- EPf (Child-Pugh Class C)
OFERIFHRE I LR,

ik 3
AT
EREI & O RBR S IAIR OEEE

: CIALIS

: CIALIS

MIRIERIEDIERICBWCTHEFX T T 4L
5 mg ICEABED RV BHFITB VT,
OB ERTTTRETH B,

L il il

ik B

FERE T 5 A EFRS OSE LR
W,

REREED & 5 B
BRENIFTEEOBEERE TS H
EREIOLEIIRY, EEOBBERL
BT B MERRSOHERE AR
10 mg TH D,

PEARAEIIRIRIEIIED & H b DIk
BIZBWTH, EEORBEERE ICHT
B5EFFT74025mgXikSmgD 1H
1 Bl 53R S iz,

HEELFET L5
PEARSIGEITIIT S CIALIS OB
BEOHEHAEIZ10mg THY ., BRED
FEZDPIPDOLT, PEEINDHETED
ANCARA$ %, EE (Child-Pugh Class
C) DIFEZERZICHIT S CIALIS 0%
2T BERT — & i3d iy, Lz
NoT, EEOHEEREIZ CIALIS %
T BBANTIE, AT B EMNEE
BT L2 DRRT v b - VR FEE
TOVBERD D, FFEEREICHLT
10mg B2 DREBEDFF T 7 4 NVEH
ELET—ZIEB5NTVRY,

FFEEREICRITA CIALIS® 1 A 1[EH
B 5 IIHEREDIEE &K ORI AR B IE
DIEFEDEL HIZBWTHEHMEE T
RUN, L7zdio T, FFEESEIC
CIALIS #0053 25BAI2i%, 0F T35
ERBEBIESEL2DREXT7 4 h Y
A7 FHMEAT O LERD D,

BERFEDH 5 Bt
VR BRE X 2 AERE O LB
AN

/NR
PHEREHEICET 5 CIALIS #5130
RIZIEZBER L2V,

BE5HE
CIALIS i3R N E5ED=d D 25, 5. 10
BEOR20mg D7 4 v ba— MMETH D,

3



LY450190
YFNT 4 T8

L6 SHEICIR T HERRREIZET 58

KE

EU

M TS TH S,

oAl
TR 4£ — CIALIS % alfSliAl & 6FA
TREAITIX, BE D CIALIS & 55
AR T DGR TEE LT IREE
hHaHrZ L, £z, HIEHERAEN
5 CIALIS B# 5 2B RETH 5,
B BRAEASE —RSERRAR KE DB R
TI& CIALIS & olEl o i3 HELE
SRV,

CYP3A4 FHE

CIALIS DR BERF#H S — /r hat>—
ALY M FEAD L D TR
CYP3A4 FHEAZ IR 0 BE It
3% CIALIS D42 A% 10 mg
CL, NERMCIEZBLTRSL
AN

CULIS D1 A 1 [E#E — 7 ha)
— LR v FELD X ST
CYP3A4 FEERIZRAF DBEICS
9% CIALIS O¥#ERRFim &I 2.5 mg
Thd,




HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
CIALIS safely and effectively. See full prescribing information for
CIALIS.

CIALIS (tadalafil) tablets, for oral use
Initial U.S. Approval: 2003

e RECENT MAJOR CHANGES---=----rnesemseeeeenneme-e
Indications and Usage, Limitation of Use (1.4) 10/2013
Dosage and Administration, CIALIS for Once Daily Use for Benign
Prostatic Hyperplasia (2.3) 10/2013
mmmemmmmmmmeemeneseaeeeee=-| NDICATIONS AND USAGE-—--mmemmeeeeeeeeeaeee

CIALIS® is a phosphodiesterase 5 (PDES) inhibitor indicated for the

treatment of:

. erectile dysfunction (ED) (1.1)

. the signs and symptoms of benign prostatic hyperplasia (BPH)
(1.2)

. ED and the signs and symptoms of BPH (ED/BPH) (1.3)

If CIALIS is used with finasteride to initiate BPH treatment, such use is
recommended for up to 26 weeks (1.4).

———————— ~-=--DOSAGE AND ADMINISTRATION-----msmmmeemmemnemen

. CIALIS for use as needed:

. ED: Starting dose: 10 mg as needed prior to sexual activity.
Increase to 20 mg or decrease to 5 mg based upon
efficacy/tolerability. Improves erectile function compared to
placebo up to 36 hours post dose. Not to be taken more than
once per day (2.1).

. CIALIS for once daily use:

. ED: 2.5 mg taken once daily, without regard to timing of sexual
activity. May increase to 5 mg based upon efficacy and tolerability
(2.2).

. BPH: 5§ mg, taken at approximately the same time every day (2.3)

. ED and BPH: 5 mg, taken at approximately the same time every
day (2.3, 2.4)

. CIALIS may be taken without regard to food (2.5).

—————— ---===DOSAGE FORMS AND STRENGTHS----—===seemeeemeeeen
Tablets: 2.5 mg, 5 mg, 10 mg, 20 mg (3).

————————————— CONTRAINDICATIONS

. Administration of CIALIS to patients using any form of organic
nitrate is contraindicated. CIALIS was shown to potentiate the
hypotensive effect of nitrates (4.1).

. History of known serious hypersensitivity reaction to CIALIS or
ADCIRCA® (4.2).

————————— WARNINGS AND PRECAUTIONS -----sermemeemeeanmnan

. Patients should not use CIALIS if sex is inadvisable due to
cardiovascular status (5.1).

. Use of CIALIS with alpha-blockers, antihypertensives or
substantial amounts of alcohol (25 units) may lead to hypotension
(5.6, 5.9).

1

+  CIALIS is not recommended in combination with alpha-blockers
for the treatment of BPH because efficacy of the combination has
not been adequately studied and because of the risk of blood
pressure lowering. Caution is advised when CIALIS is used as a
treatment for ED in men taking alpha-blockers. (2.7, 5.6, 7.1,
12.2)

. Patients should seek emergency treatment if an erection lasts >4
hours. Use CIALIS with caution in patients predisposed to
priapism (5.3).

. Patients should stop CIALIS and seek medical care if a sudden
loss of vision occurs in one or both eyes, which could be a sign of
Non Arteritic Ischemic Optic Neuropathy (NAION). Discuss
increased risk of NAION in patients with history of NAION (5.4).

. Patients should stop CIALIS and seek prompt medical attention in
the event of sudden decrease or loss of hearing (5.5).

. Prior to initiating treatment with CIALIS for BPH, consideration
should be given to other urological conditions that may cause
similar symptoms (5.14).

ADVERSE REACTIONS

Most common adverse reactions (22%) include headache, dyspepsia,
back pain, myalgia, nasal congestion, flushing, and pain in limb (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly
and Company at 1-800-LillyRx (1-800-545-5979) or FDA at 1-800-
FDA-1088 or www.fda.gov/imedwatch

DRUG INTERACTIONS

. CIALIS can potentiate the hypotensive effects of nitrates, alpha-
blockers, antihypertensives or alcohol (7.1).

. CYP3A4 inhibitors (e.g. ketoconazole, ritonavir) increase CIALIS
exposure (2.7, 5.10, 7.2) requiring dose adjustment:
« CIALIS for use as needed: no more than 10 mg every
72 hours
« CIALIS for once daily use: dose not to exceed 2.5 mg

. CYP3A4 inducers (e.g. rifampin) decrease CIALIS exposure (7.2).

--------------- USE IN SPECIFIC POPULATIONS wermsmmememeremenes

Hepatic Impairment (2.6, 5.8, 8.6):
. Mild or Moderate: Dosage adjustment may be needed.
. Severe: Use is not recommended.

Renal Impairment (2.6, 5.7, 8.7):

. Patients with creatinine clearance 30 to 50 mL/min: Dosage
adjustment may be needed.

. Patients with creatinine clearance less than 30 mL/min or on
hemodialysis: For use as needed: Dose should not exceed 5 mg
every 72 hours. Once daily use is not recommended.

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 10/2013
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FULL PRESCRIBING INFORMATION

1
1.1

1.2

1.3

1.4

INDICATIONS AND USAGE

Erectile Dysfunction

CIALIS® is indicated for the treatment of erectile dysfunction (ED).

Benign Prostatic Hyperplasia

CIALIS is indicated for the treatment of the signs and symptoms of benign prostatic hyperplasia (BPH).

Erectile Dysfunction and Benign Prostatic Hyperplasia

CIALIS is indicated for the treatment of ED and the signs and symptoms of BPH (ED/BPH).

Limitation of Use ‘

If CIALIS is used with finasteride to initiate BPH treatment, such use is recommended for up to 26 weeks because

the incremental benefit of CIALIS decreases from 4 weeks until 26 weeks, and the incremental benefit of CIALIS beyond
26 weeks is unknown [see Clinical Studies (14.3)].

2

21

2.2

23

24

DOSAGE AND ADMINISTRATION
Do not split CIALIS tablets; entire dose should be taken.

CIALIS for Use as Needed for Erectile Dysfunction

* The recommended starting dose of CIALIS for use as needed in most patients is 10 mg, taken prior to
anticipated sexual activity.

+ The dose may be increased to 20 mg or decreased to 5 mg, based on individual efficacy and tolerability. The
maximum recommended dosing frequency is once per day in most patients.

»  CIALIS for use as needed was shown to improve erectile function compared to placebo up to 36 hours
following dosing. Therefore, when advising patients on optimal use of CIALIS, this should be taken into
consideration.

CIALIS for Once Daily Use for Erectile Dysfunction

* The recommended starting dose of CIALIS for once daily use is 2.5 mg, taken at approximately the same time
every day, without regard to timing of sexual activity.

* The CIALIS dose for once daily use may be increased to 5 mg, based on individual efficacy and tolerability.

CIALIS for Once Daily Use for Benign Prostatic Hyperplasia

+ The recommended dose of CIALIS for once daily use is 5 mg, taken at approximately the same time every
day.

*  When therapy for BPH is initiated with CIALIS and finasteride, the recommended dose of CIALIS for once daily
use is 5 mg, taken at approximately the same time every day for up to 26 weeks.

CIALIS for Once Daily Use for Erectile Dysfunction and Benign Prostatic Hyperplasia
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The recommended dose of CIALIS for once daily use is 5 mg, taken at approximately the same time every day,
without regard to timing of sexual activity.

2.5 Use with Food
CIALIS may be taken without regard to food.

2.6  Use in Specific Populations
Renal Impairment
CIALIS for Use as Needed
* Creatinine clearance 30 to 50 mL/min: A starting dose of 5 mg not more than once per day is recommended,
and the maximum dose is 10 mg not more than once in every 48 hours.
* Creatinine clearance less than 30 mL/min or on hemodialysis: The maximum dose is 5 mg not more than once
in every 72 hours [see Warnings and Precautions (5.7) and Use in Specific Populations (8.7)].
CIALIS for Once Daily Use
Erectile Dysfunction
* Creatinine clearance less than 30 mL/min or on hemodialysis: CIALIS for once daily use is not recommended
[see Warnings and Precautions (5.7) and Use in Specific Populations (8.7)].
Benign Prostatic Hyperplasia and Erectile Dysfunction/Benign Prostatic Hyperplasia
* Creatinine clearance 30 to 50 mL/min: A starting dose of 2.5 mg is recommended. An increase to 5 mg may
be considered based on individual response.
* Creatinine clearance less than 30 mL/min or on hemodialysis: CIALIS for once daily use is not recommended
[see Wamings and Precautions (5.7) and Use in Specific Populations (8.7)].
Hepatic Impairment
CIALIS for Use as Needed
*  Mild or moderate (Child Pugh Class A or B): The dose should not exceed 10 mg once per day. The use of
CIALIS once per day has not been extensively evaluated in patients with hepatic impairment and therefore,
caution is advised.
+ Severe (Child Pugh Class C): The use of CIALIS is not recommended [see Warnings and Precautions (5.8)
and Use in Specific Populations (8.6)].
CIALIS for Once Daily Use
* Mild or moderate (Child Pugh Class A or B): CIALIS for once daily use has not been extensively evaluated in
patients with hepatic impairment. Therefore, caution is advised if CIALIS for once daily use is prescribed to
these patients.
» Severe (Child Pugh Class C): The use of CIALIS is not recommended [see Warnings and Precautions (5.8)
and Use in Specific Populations (8.6)].

2,7 Concomitant Medications
Nitrates

Concomitant use of nitrates in any form is contraindicated [see Contraindications (4.1)].
Alpha-Blockers

ED — When CIALIS is coadministered with an alpha-blocker in patients being treated for ED, patients should be
stable on alpha-blocker therapy prior to initiating treatment, and CIALIS should be initiated at the lowest recommended
dose [see Warnings and Precautions (5.6), Drug Interactions (7.1), and Clinical Pharmacology (12.2)].

BPH — CIALIS is not recommended for use in combination with alpha-blockers for the treatment of BPH [see
Warnings and Precautions (5.6), Drug Interactions (7.1), and Clinical Pharmacology (12.2)].
CYP3A4 Inhibitors

CIALIS for Use as Needed — For patients taking concomitant potent inhibitors of CYP3A4, such as ketoconazole
or ritonavir, the maximum recommended dose of CIALIS is 10 mg, not to exceed once every 72 hours [see Warnings and
Precautions (5.10) and Drug Interactions (7.2)].

CIALIS for Once Daily Use — For patients taking concomitant potent inhibitors of CYP3A4, such as ketoconazole
or ritonavir, the maximum recommended dose is 2.5 mg [see Wamings and Precautions (5.10) and Drug Interactions

(7.2)].

3 DOSAGE FORMS AND STRENGTHS
Four strengths of almond-shaped tablets are available in different sizes and different shades of yellow:
2.5 mg tablets debossed with “C 2 1/2”
5 mg tablets debossed with “C 5”
10 mg tablets debossed with “C 10”
20 mg tablets debossed with “C 20”

4 CONTRAINDICATIONS
41 Nitrates
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Administration of CIALIS to patients who are using any form of organic nitrate, either regularly and/or intermittently,
is contraindicated. In clinical pharmacology studies, CIALIS was shown to potentiate the hypotensive effect of nitrates
[see Clinical Pharmacology (12.2)].

4.2  Hypersensitivity Reactions

CIALIS is contraindicated in patients with a known serious hypersensitivity to tadalafil (CIALIS or ADCIRCA®).
Hypersensitivity reactions have been reported, including Stevens-Johnson syndrome and exfoliative dermatitis [see
Adverse Reactions (6.2)].

5 WARNINGS AND PRECAUTIONS

Evaluation of erectile dysfunction and BPH should include an appropriate medical assessment to identify potential
underlying causes, as well as treatment options.

Before prescribing CIALIS, it is important to note the following:

5.1  Cardiovascular

Physicians should consider the cardiovascular status of their patients, since there is a degree of cardiac risk
associated with sexual activity. Therefore, treatments for erectile dysfunction, including CIALIS, should not be used in
men for whom sexual activity is inadvisable as a result of their underlying cardiovascular status. Patients who experience
symptoms upon initiation of sexual activity should be advised to refrain from further sexual activity and seek immediate
medical attention.

Physicians should discuss with patients the appropriate action in the event that they experience anginal chest pain
requiring nitroglycerin following intake of CIALIS. In such a patient, who has taken CIALIS, where nitrate administration is
deemed medically necessary for a life-threatening situation, at least 48 hours should have elapsed after the last dose of
CIALIS before nitrate administration is considered. In such circumstances, nitrates should still only be administered under
close medical supervision with appropriate hemodynamic monitoring. Therefore, patients who experience anginal chest
pain after taking CIALIS should seek immediate medical attention. [see Contraindications (4.1) and Patient Counseling
Information (17.1)].

Patients with left ventricular outflow obstruction, (e.g., aortic stenosis and idiopathic hypertrophic subaortic
stenosis) can be sensitive to the action of vasodilators, including PDES5 inhibitors.

The following groups of patients with cardiovascular disease were not included in clinical safety and efficacy trials
for CIALIS, and therefore until further information is available, CIALIS is not recommended for the following groups of
patients:
myocardial infarction within the last 90 days
unstable angina-or angina occurring during sexual intercourse
‘New York Heart Association Class 2 or greater heart failure in the last 6 months
uncontrolled arrhythmias, hypotension (<90/50 mm Hg), or uncontrolled hypertension
stroke within the last 6 months.

As with other PDES inhibitors, tadalafil has mild systemic vasodilatory properties that may result in transient
decreases in blood pressure. In a clinical pharmacology study, tadalafil 20 mg resulted in a mean maximal decrease in
supine blood pressure, relative to placebo, of 1.6/0.8 mm Hg in healthy subjects [see Clinical Pharmacology (12.2)]. While
this effect should not be of consequence in most patients, prior to prescribing CIALIS, physicians should carefully consider
whether their patients with underlying cardiovascular disease could be affected adversely by such vasodilatory effects.
Patients with severely impaired autonomic control of blood pressure may be particularly sensitive to the actions of
vasodilators, including PDES inhibitors.

5.2  Potential for Drug Interactions When Taking CIALIS for Once Daily Use

Physicians should be aware that CIALIS for once daily use provides continuous plasma tadalafil levels and should
consider this when evaluating the potential for interactions with medications (e.g., nitrates, alpha-blockers, anti-
hypertensives and potent inhibitors of CYP3A4) and with substantial consumption of alcohol [see Drug Interactions (7.1,
7.2, 7.3).

5.3  Prolonged Erection

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. Priapism, if not treated promptly, can result in irreversible damage
to the erectile tissue. Patients who have an erection lasting greater than 4 hours, whether painful or not, should seek
emergency medical attention.

CIALIS should be used with caution in patients who have conditions that might predispose them to priapism (such
as sickle cell anemia, multiple myeloma, or leukemia), or in patients with anatomical deformation of the penis (such as
angulation, cavernosal fibrosis, or Peyronie’s disease).

5.4 Eye

Physicians should advise patients to stop use of all PDE5 inhibitors, including CIALIS, and seek medical attention
in the event of a 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
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postmarketing in temporal association with the use of all PDE5 inhibitors. It is not possible to determine whether these
events are related directly to the use of PDES5 inhibitors or 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 PDE5 inhibitors [see Adverse Reactions (6.2)].

Patients with known hereditary degenerative retinal disorders, including retinitis pigmentosa, were not included in
the clinical trials, and use in these patients is not recommended.

5.5 Sudden Hearing Loss

Physicians should advise patients to stop taking PDES5 inhibitors, including CIALIS, and seek prompt medical
attention in the event of sudden decrease or loss of hearing. These events, which may be accompanied by tinnitus and
dizziness, have been reported in temporal association to the intake of PDES5 inhibitors, including CIALIS. It is not possible
to determine whether these events are related directly to the use of PDES5 inhibitors or to other factors [see Adverse
Reactions (6.1, 6.2)].

5.6  Alpha-blockers and Antihypertensives

Physicians should discuss with patients the potential for CIALIS to augment the blood-pressure-lowering effect of
alpha-blockers and antihypertensive medications [see Drug Interactions (7.1) and Clinical Pharmacology (12.2)].

Caution is advised when PDES inhibitors are coadministered with alpha-blockers. PDE5 inhibitors, including
CIALIS, 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 lower blood pressure significantly [see Drug Interactions (7.1) and Clinical
Pharmacology (12.2)], which may lead to symptomatic hypotension (e.g., fainting). Consideration should be given to the
following:

ED

+ Patients should be stable on alpha-blocker therapy prior to initiating a PDES5 inhibitor. Patients who
demonstrate hemodynamic instability on alpha-blocker therapy alone are at increased risk of symptomatic
hypotension with concomitant use of PDES inhibitors.

* Inthose patients who are stable on alpha-blocker therapy, PDES5 inhibitors should be initiated at the lowest
recommended dose.

* Inthose patients already taking an optimized dose of PDES5 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 when taking a PDES inhibitor.

+  Safety of combined use of PDES5 inhibitors and alpha-blockers may be affected by other variables, including
intravascular volume depletion and other antihypertensive drugs.

[see Dosage and Administration (2.7) and Drug Interactions (7.1)].

BPH

+ The efficacy of the coadministration of an alpha-blocker and CIALIS for the treatment of BPH has not been
adequately studied, and due to the potential vasodilatory effects of combined use resulting in blood pressure
lowering, the combination of CIALIS and alpha-blockers is not recommended for the treatment of BPH. [see
Dosage and Administration (2.7), Drug Interactions (7.1), and Clinical Pharmacology (12.2.)].

» Patients on alpha-blocker therapy for BPH should discontinue their alpha-blocker at least one day prior to
starting CIALIS for once daily use for the treatment of BPH.

5.7 Renal Impairment
CIALIS for Use as Needed

CIALIS should be limited to 5 mg not more than once in every 72 hours in patients with creatinine clearance less
than 30 mL/min or end-stage renal disease on hemodialysis. The starting dose of CIALIS in patients with creatinine
clearance 30 — 50 mL/min should be 5 mg not more than once per day, and the maximum dose should be limited to
10 mg not more than once in every 48 hours. [see Use in Specific Populations (8.7)].
CIALIS for Once Daily Use

ED

Due to increased tadalafil exposure (AUC), limited clinical experience, and the lack of ability to influence clearance
by dialysis, CIALIS for once daily use is not recommended in patients with creatinine clearance less than 30 mL/min [see
Use in Specific Populations (8.7)].

BPH and ED/BPH

Due to increased tadalafil exposure (AUC), limited clinical experience, and the lack of ability to influence clearance
by dialysis, CIALIS for once daily use is not recommended in patients with creatinine clearance less than 30 mL/min. In
patients with creatinine clearance 30 — 50 mL/min, start dosing at 2.5 mg once daily, and increase the dose to 5 mg once
daily based upon individual response [see Dosage and Administration (2.6), Use in Specific Populations (8.7), and Clinical
Pharmacology (12.3)].

6.8  Hepatic Impairment
CIALIS for Use as Needed
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In patients with mild or moderate hepatic impairment, the dose of CIALIS should not exceed 10 mg. Because of
insufficient information in patients with severe hepatic impairment, use of CIALIS in this group is not recommended [see
Use in Specific Populations (8.6)].

CIALIS for Once Daily Use

CIALIS for once daily use has not been extensively evaluated in patients with mild or moderate hepatic
impairment. Therefore, caution is advised if CIALIS for once daily use is prescribed to these patients. Because of
insufficient information in patients with severe hepatic impairment, use of CIALIS in this group is not recommended [see
Use in Specific Populations (8.6)].

5.9 Alcohol

Patients should be made aware that both alcohol and CIALIS, a PDES5 inhibitor, act as mild vasodilators. When
mild vasodilators are taken in combination, blood-pressure-lowering effects of each individual compound may be
increased. Therefore, physicians should inform patients that substantial consumption of alcohol (e.g., 5 units or greater) in
combination with CIALIS can increase the potential for orthostatic signs and symptoms, including increase in heart rate,
decrease in standing blood pressure, dizziness, and headache [see Clinical Pharmacology (12.2)].

510 Concomitant Use of Potent Inhibitors of Cytochrome P450 3A4 (CYP3A4)

CIALIS is metabolized predominantly by CYP3A4 in the liver. The dose of CIALIS for use as needed should be
limited to 10 mg no more than once every 72 hours in patients taking potent inhibitors of CYP3A4 such as ritonavir,
ketoconazole, and itraconazole [see Drug Interactions (7.2)]. In patients taking potent inhibitors of CYP3A4 and CIALIS for
once daily use, the maximum recommended dose is 2.5 mg [see Dosage and Administration (2.7)].

5.11 Combination With Other PDES Inhibitors or Erectile Dysfunction Therapies
The safety and efficacy of combinations of CIALIS and other PDES inhibitors or treatments for erectile dysfunction
have not been studied. Inform patients not to take CIALIS with other PDES5 inhibitors, including ADCIRCA.

5.12 Effects on Bleeding

Studies in vitro have demonstrated that tadalafil is a selective inhibitor of PDES. PDES5 is found in platelets. When
administered in combination with aspirin, tadalafil 20 mg did not prolong bleeding time, relative to aspirin alone. CIALIS
has not been administered to patients with bleeding disorders or significant active peptic ulceration. Although CIALIS has
not been shown to increase bleeding times in healthy subjects, use in patients with bleeding disorders or significant active
peptic ulceration should be based upon a careful risk-benefit assessment and caution.

5.13 Counseling Patients About Sexually Transmitted Diseases

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

5.14 Consideration of Other Urological Conditions Prior to Initiating Treatment for BPH
Prior to initiating treatment with CIALIS for BPH, consideration should be given to other urological conditions that
may cause similar symptoms. In addition, prostate cancer and BPH may coexist.

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the
rates observed in practice.

Tadalafil was administered to over 9000 men during clinical trials worldwide. In trials of CIALIS for once daily use,
a total of 1434, 905, and 115 were treated for at least 6 months, 1 year, and 2 years, respectively. For CIALIS for use as
needed, over 1300 and 1000 subjects were treated for at least 6 months and 1 year, respectively.

CIALIS for Use as Needed for ED

In eight primary placebo-controlled clinical studies of 12 weeks duration, mean age was 59 years (range 22 to 88)
and the discontinuation rate due to adverse events in patients treated with tadalafil 10 or 20 mg was 3.1%, compared to
1.4% in placebo treated patients.

When taken as recommended in the placebo-controlled clinical trials, the following adverse reactions were
reported (see Table 1) for CIALIS for use as needed:

Table 1: Treatment-Emergent Adverse Reactions Reported by 22% of Patients Treated with CIALIS (10 or 20 mg)
and More Frequent on Drug than Placebo in the Eight Primary Placebo-Controlled Clinical Studies (Including a
Study in Patients with Diabetes) for CIALIS for Use as Needed for ED

Adverse Reaction Placebo Tadalafil 5 mg Tadalafil 10 mg Tadalafil 20 mg
(N=476) (N=151) (N=394) (N=635)
Headache 5% 11% 11% 15%




Dyspepsia 1% 4% 8% 10%
Back pain 3% 3% 5% 6%
Myalgia 1% 1% 4% 3%
Nasal congestion 1% 2% 3% 3%
Flushing® 1% 2% 3% 3%
Pain in limb 1% 1% 3% 3%

# The term flushing includes: facial flushing and flushing

CIALIS for Once Daily Use for ED
In three placebo-controlled clinical trials of 12 or 24 weeks duration, mean age was 58 years (range 21 to 82) and
the discontinuation rate due to adverse events in patients treated with tadalafil was 4.1%, compared to 2.8% in placebo-
treated patients. '
The following adverse reactions were reported (see Table 2) in clinical trials of 12 weeks duration:

Table 2: Treatment-Emergent Adverse Reactions Reported by 22% of Patients Treated with CIALIS for Once Daily
Use (2.5 or 5 mg) and More Frequent on Drug than Placebo in the Three Primary Placebo-Controlled Phase 3
Studies of 12 weeks Treatment Duration (Including a Study in Patients with Diabetes) for CIALIS for Once Daily

Use for ED
Adverse Reaction Placebo Tadalafil 2.5 mg Tadalafil 5 mg

(N=248) (N=196) (N=304)
Headache 5% 3% 6%
Dyspepsia 2% 4% 5%
Nasopharyngitis 4% 4% 3%
Back pain 1% 3% 3%
Upper respiratory tract infection 1% 3% 3%
Flushing 1% 1% 3%

| Myalgia 1% 2% 2%

Cough 0% 4% 2%
Diarrhea 0% 1% 2%
Nasal congestion 0% 2% 2%
Pain in extremity 0% 1% 2%
Urinary tract infection 0% 2% 0%
Gastroesophageal reflux disease 0% 2% 1%
Abdominal pain 0% 2% 1%

The following adverse reactions were reported (see Table 3) over 24 weeks treatment duration in one placebo-
controlled clinical study:

Table 3: Treatment-Emergent Adverse Reactions Reported by 22% of Patients Treated with CIALIS for Once Daily
Use (2.5 or 5 mg) and More Frequent on Drug than Placebo in One Placebo-Controlled Clinical Study of 24 Weeks
Treatment Duration for CIALIS for Once Daily Use for ED

Adverse Reaction Placebo Tadalafil 2.5 mg Tadalafil 5 mg
(N=94) (N=96) (N=97)
Nasopharyngitis 5% 6% 6%
Gastroenteritis 2% 3% 5%
Back pain 3% 5% 2%
Upper respiratory tract infection 0% 3% 4%
Dyspepsia 1% 4% 1%
Gastroesophageal reflux disease 0% 3% 2%
Myalgia 2% 4% 1%
Hypertension 0% 1% 3%
Nasal congestion 0% 0% 4%

CIALIS for Once Daily Use for BPH and for ED and BPH

In three placebo-controlled clinical trials of 12 weeks duration, two in patients with BPH and one in patients with
ED and BPH, the mean age was 63 years (range 44 to 93) and the discontinuation rate due to adverse events in patients
treated with tadalafil was 3.6% compared to 1.6% in placebo-treated patients. Adverse reactions leading to



discontinuation reported by at least 2 patients treated with tadalafil included headache, upper abdominal pain, and
myalgia. The following adverse reactions were reported (see Table 4).

Table 4: Treatment-Emergent Adverse Reactions Reported by 21% of Patients Treated with CIALIS for Once Daily
Use (5 mg)-and More Frequent on Drug than Placebo in Three Placebo-Controlled Clinical Studies of 12 Weeks
Treatment Duration, including Two Studies for CIALIS for Once Daily Use for BPH and One Study for ED and BPH

Adverse Reaction Placebo Tadalafil 5 mg
(N=576) (N=581)
Headache 2.3% 4.1%
Dyspepsia 0.2% 2.4%
Back pain 1.4% 2.4%
Nasopharyngitis 1.6% 21%
Diarrhea 1.0% 1.4%
Pain in extremity 0.0% 1.4%
Myalgia 0.3% 1.2%
Dizziness 0.5% 1.0%

Additional, less frequent adverse reactions (<1%) reported in the controlled clinical trials of CIALIS for BPH or ED
and BPH included: gastroesophageal reflux disease, upper abdominal pain, nausea, vomiting, arthralgia, and muscle
spasm.

Back pain or myalgia was reported at incidence rates described in Tables 1 through 4. In tadalafil clinical
pharmacology trials, back pain or myalgia generally occurred 12 to 24 hours after dosing and typically resolved within
48 hours. The back pain/myalgia associated with tadalafil treatment was characterized by diffuse bilateral lower lumbar,
gluteal, thigh, or thoracolumbar muscular discomfort and was exacerbated by recumbency. In general, pain was reported
as mild or moderate in severity and resolved without medical treatment, but severe back pain was reported with a low
frequency (<5% of all reports). When medical treatment was necessary, acetaminophen or non-steroidal anti-inflammatory
drugs were generally effective; however, in a small percentage of subjects who required treatment, a mild narcotic (e.g.,
codeine) was used. Overall, approximately 0.5% of all subjects treated with CIALIS for on demand use discontinued
treatment as a consequence of back pain/myalgia. In the 1-year open label extension study, back pain and myalgia were
reported in 5.5% and 1.3% of patients, respectively. Diagnostic testing, including measures for inflammation, muscle
injury, or renal damage revealed no evidence of medically significant underlying pathology. Incidence rates for CIALIS for
once daily use for ED, BPH and BPH/ED are described in Tables 2, 3 and 4. In studies of CIALIS for once daily use,
adverse reactions of back pain and myalgia were generally mild or moderate with a discontinuation rate of <1% across all
indications. .

Across all studies with any CIALIS dose, reports of changes in color vision were rare (<0.1% of patients).

The following section identifies additional, less frequent events (<2%) reported in controlled clinical trials of CIALIS
for once daily use or use as needed. A causal relationship of these events to CIALIS is uncertain. Excluded from this list
are those events that were minor, those with no plausible relation to drug use, and reports too imprecise to be meaningful:

Body as a Whole — asthenia, face edema, fatigue, pain

Cardiovascular — angina pectoris, chest pain, hypotension, myocardial infarction, postural hypotension,
palpitations, syncope, tachycardia

Digestive — abnormal liver function tests, dry mouth, dysphagia, esophagitis, gastritis, GGTP increased, loose
stools, nausea, upper abdominal pain, vomiting, gastroesophageal reflux disease, hemorrhoidal hemorrhage, rectal
hemorrhage

Musculoskeletal — arthralgia, neck pain

Nervous — dizziness, hypesthesia, insomnia, paresthesia, somnolence, vertigo

Renal and Urinary — renal impairment

Respiratory — dyspnea, epistaxis, pharyngitis

Skin and Appendages — pruritus, rash, sweating

Ophthalmologic — blurred vision, changes in color vision, conjunctivitis (including conjunctival hyperemia), eye
pain, lacrimation increase, swelling of eyelids

Otologic — sudden decrease or loss of hearing, tinnitus

Urogenital — erection increased, spontaneous penile erection

6.2  Postmarketing Experience

The following adverse reactions have been identified during post approval use of CIALIS. Because these reactions
are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure. These events have been chosen for inclusion either due to their
seriousness, reporting frequency, lack of clear alternative causation, or a combination of these factors.



9
. Cardiovascular and Cerebrovascular — Serious cardiovascular events, including myocardial infarction, sudden
cardiac death, stroke, chest pain, palpitations, and tachycardia, have been reported postmarketing in temporal association
with the use of tadalafil. Most, but not all, of these patients had preexisting cardiovascular risk factors. Many of these
events were reported to occur during or shortly after sexual activity, and a few were reported to occur shortly after the use
of CIALIS without sexual activity. Others were reported to have occurred hours to days after the use of CIALIS and sexual
activity. It is not possible to determine whether these events are related directly to CIALIS, to sexual activity, to the
patient's underlying cardiovascular disease, to a combination of these factors, or to other factors [see Warnings and
Precautions (5.1)].
g Body as a Whole — hypersensitivity reactions including urticaria, Stevens-Johnson syndrome, and exfoliative
ermatitis

Nervous — migraine, seizure and seizure recurrence, transient global amnesia

Ophthalmologic — visual field defect, retinal vein occlusion, retinal artery occlusion

Non-arteritic anterior ischemic optic neuropathy (NAION), a cause of decreased vision including permanent loss of
vision, has been reported rarely postmarketing in temporal association with the use of phosphodiesterase type 5 (PDES5)
inhibitors, including CIALIS. 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, hyperlipidemia, and smoking. It is not possible to determine whether
these events are related directly to the use of PDES5 inhibitors, to the patient’s underlying vascular risk factors or
anatomical defects, to a combination of these factors, or to other factors [see Warmings and Precautions (5.4)].

Otologic — Cases of sudden decrease or loss of hearing have been reported postmarketing in temporal
association with the use of PDES inhibitors, including CIALIS. In some of the cases, medical conditions and other factors
were reported that may have also played a role in the otologic adverse events. In many cases, medical follow-up
information was limited. It is not possible to determine whether these reported events are related directly to the use of
CIALIS, to the patient’s underlying risk factors for hearing loss, a combination of these factors, or to other factors [see
Warnings and Precautions (5.5)].

Urogenital — priapism [see Warnings and Precautions (5.3)].

7 DRUG INTERACTIONS

7.1  Potential for Pharmacodynamic Interactions with CIALIS

Nitrates — Administration of CIALIS to patients who are using any form of organic nitrate, is contraindicated. In
clinical pharmacology studies, CIALIS was shown to potentiate the hypotensive effect of nitrates. In a patient who has
taken CIALIS, where nitrate administration is deemed medically necessary in a life-threatening situation, at least 48 hours
should elapse after the last dose of CIALIS before nitrate administration is considered. In such circumstances, nitrates
should still only be administered under close medical supervision with appropriate hemodynamic monitoring [see Dosage
and Administration (2.7), Contraindications (4.1), and Clinical Pharmacology (12.2)].

Alpha-Blockers — Caution is advised when PDES5 inhibitors are coadministered with alpha-blockers. PDE5
inhibitors, including CIALIS, 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. Clinical
pharmacology studies have been conducted with coadministration of tadalafil with doxazosin, tamsulosin or alfuzosin.
[see Dosage and Administration (2.7), Warnings and Precautions (5.6), and Clinical Pharmacology (12.2)].

Antihypertensives — PDES5 inhibitors, including tadalafil, are mild systemic vasodilators. Clinical pharmacology
studies were conducted to assess the effect of tadalafil on the potentiation of the blood-pressure-lowering effects of
selected antihypertensive medications (amlodipine, angiotensin Il receptor blockers, bendrofluazide, enalapril, and
metoprolol). Small reductions in blood pressure occurred following coadministration of tadalafil with these agents
compared with placebo. [see Warmings and Precautions (5.6) and Clinical Pharmacology (12.2)].

Alcohol — Both alcohol and tadalafil, a PDES5 inhibitor, act as mild vasodilators. When mild vasodilators are taken
in combination, blood-pressure-lowering effects of each individual compound may be increased. Substantial consumption
of alcohol (e.g., 5 units or greater) in combination with CIALIS can increase the potential for orthostatic signs and
symptoms, including increase in heart rate, decrease in standing blood pressure, dizziness, and headache. Tadalafil did
not affect alcohol plasma concentrations and alcohol did not affect tadalafil plasma concentrations. [see Wamings and
Precautions (5.9) and Clinical Pharmacology (12.2)].

7.2  Potential for Other Drugs to Affect CIALIS

[See Dosage and Administration (2.7) and Warnings and Precautions (5.10)].

Antacids — Simultaneous administration of an antacid (magnesium hydroxide/aluminum hydroxide) and tadalafil
reduced the apparent rate of absorption of tadalafil without altering exposure (AUC) to tadalafil.

H, Antagonists (e.g. Nizatidine) — An increase in gastric pH resulting from administration of nizatidine had no

significant effect on pharmacokinetics. .
Cytochrome P450 Inhibitors — CIALIS is a substrate of and predominantly metabolized by CYP3A4. Studies have

shown that drugs that inhibit CYP3A4 can increase tadalafil exposure.
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CYP3A4 (e.g., Ketoconazole) — Ketoconazole (400 mg daily), a selective and potent inhibitor of CYP3A4,
increased tadalafil 20 mg single-dose exposure (AUC) by 312% and Crmax by 22%, relative to the values for tadalafil 20 mg
alone. Ketoconazole (200 mg daily) increased tadalafil 10-mg single-dose exposure (AUC) by 107% and Crax by 15%,
relative to the values for tadalafil 10 mg alone [see Dosage and Administration (2.7)].

Although specific interactions have not been studied, other CYP3A4 inhibitors, such as erythromycin, itraconazole,
and grapefruit.juice, would likely increase tadalafil exposure.

HIV Protease inhibitor — Ritonavir (500 mg or 600 mg twice daily at steady state), an inhibitor of CYP3A4,
CYP2C9, CYP2C19, and CYP2D8, increased tadalafil 20-mg single-dose exposure (AUC) by 32% with a 30% reduction
in Crmax, relative to the values for tadalafil 20 mg alone. Ritonavir (200 mg twice daily), increased tadalafil 20-mg single-
dose exposure (AUC) by 124% with no change in Cnay, relative to the values for tadalafil 20 mg alone. Although specific
interactions have not been studied, other HIV protease inhibitors would likely increase tadalafil exposure [see Dosage and
Administration (2.7)].

Cytochrome P450 Inducers — Studies have shown that drugs that induce CYP3A4 can decrease tadalafil
exposdure.

CYP3A4 (e.g., Rifampin) — Rifampin (600 mg daily), a CYP3A4 inducer, reduced tadalafil 10-mg single-dose
exposure (AUC) by 88% and C.x by 46%, relative to the values for tadalafil 10 mg alone. Although specific interactions
have not been studied, other CYP3A4 inducers, such as carbamazepine, phenytoin, and phenobarbital, would likely
decrease tadalafil exposure. No dose adjustment is warranted. The reduced exposure of tadalafil with the
coadministration of rifampin or other CYP3A4 inducers can be anticipated to decrease the efficacy of CIALIS for once
daily use; the magnitude of decreased efficacy is unknown.

7.3  Potential for CIALIS to Affect Other Drugs

Aspirin — Tadalafil did not potentiate the increase in bleeding time caused by aspirin.

Cytochrome P450 Substrates — CIALIS is not expected to cause clinically significant inhibition or induction of the
clearance of drugs metabolized by cytochrome P450 (CYP) isoforms. Studies have shown that tadalafil does not inhibit or
induce P450 isoforms CYP1A2, CYP3A4, CYP2C9, CYP2C19, CYP2D6, and CYP2E1.

CYP1A2 (e.g. Theophylline) — Tadalafil had no significant effect on the pharmacokinetics of theophylline. When
tadalafil was administered to subjects taking theophylline, a small augmentation (3 beats per minute) of the increase in
heart rate associated with theophylline was observed.

CYP2C9 (e.g. Warfarin) — Tadalafil had no significant effect on exposure (AUC) to S-warfarin or R-warfarin, nor
did tadalafil affect changes in prothrombin time induced by warfarin.

CYP3A4 (e.g. Midazolam or Lovastatin) — Tadalafil had no significant effect on exposure (AUC) to midazolam or
lovastatin. :

P-glycoprotein (e.g. Digoxin) — Coadministration of tadalafil (40 mg once per day) for 10 days did not have a
significant effect on the steady-state pharmacokinetics of digoxin (0.25 mg/day) in healthy subjects.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category B — CIALIS (tadalafil) is not indicated for use in women. There are no adequate and well
controlled studies of CIALIS use in pregnant women.

Risk Summary — Based on animal data, CIALIS is not predicted to increase the risk of adverse developmental
abnormalities in humans. :

Animal Data — Animal reproduction studies showed no evidence of teratogenicity, embryotoxicity, or fetotoxicity
when tadalafil was given to pregnant rats or mice at exposures up to 11 times the maximum recommended human dose
(MRHD) of 20 mg/day during organogenesis. In one of two perinatal/postnatal developmental studies in rats, postnatal
pup survival decreased following maternal exposure to tadalafil doses greater than 10 times the MRHD based on AUC.
Signs of maternal toxicity occurred at doses greater than 16 times the MRHD based on AUC. Surviving offspring had
normal development and reproductive performance.

In a rat prenatal and postnatal development study at doses of 60, 200, and 1000 mg/kg, a reduction in postnatal
survival of pups was observed. The no observed effect level (NOEL) for maternal toxicity was 200 mg/kg/day and for
developmental toxicity was 30 mg/kg/day. This gives approximately 16 and 10 fold exposure multiples, respectively, of the
human AUC for the MRHD of 20 mg.

Tadalafil and/or its metabolites cross the placenta, resulting in fetal exposure in rats.

8.3  Nursing Mothers

CIALIS is not indicated for use in women. Tadalafil and/or its metabolites were secreted into the milk in lactating
rats at concentrations approximately 2.4-fold greater than found in the plasma.
8.4  Pediatric Use

CIALIS is not indicated for use in pediatric patients. Safety and efficacy in patients below the age of 18 years has
not been established.

8.5 Geriatric Use
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Of the total number of subjects in ED clinical studies of tadalafil, approximately 25 percent were 65 and over, while
approximately 3 percent were 75 and over. Of the total number of subjects in BPH clinical studies of tadalafil (including
the ED/BPH study), approximately 40 percent were over 65, while approximately 10 percent were 75 and over. In these
clinical trials, no overall differences in efficacy or safety were observed between older (>65 and 275 years of age) and
younger subjects (<65 years of age). Therefore no dose adjustment is warranted based on age alone. However, a greater
sensitivity to medications in some older individuals should be considered. [see Clinical Pharmacology (12.3)].

8.6  Hepatic Impairment

In clinical pharmacology studies, tadalafil exposure (AUC) in subjects with mild or moderate hepatic impairment
(Child-Pugh Class A or B) was comparable to exposure in healthy subjects when a dose of 10 mg was administered.
There are no available data for doses higher than 10 mg of tadalafil in patients with hepatic impairment. Insufficient data
are available for subjects with severe hepatic impairment (Child-Pugh Class C). [see Dosage and Administration (2.6) and
Warnings and Precautions (5.8)].

8.7 Renal Impairment

In clinical pharmacology studies using single-dose tadalafil (5 to 10 mg), tadalafil exposure (AUC) doubled in
subjects with creatinine clearance 30 to 80 mL/min. In subjects with end-stage renal disease on hemodialysis, there was a
two-fold increase in C,»x and 2.7- to 4.8-fold increase in AUC following single-dose administration of 10 or 20 mg tadalafil.
Exposure to total methylcatechol (unconjugated plus glucuronide) was 2- to 4-fold higher in subjects with renal
impairment, compared to those with normal renal function. Hemodialysis (performed between 24 and 30 hours post-dose)
contributed negligibly to tadalafil or metabolite elimination. In a clinical pharmacology study (N=28) at a dose of 10 mg,
back pain was reported as a limiting adverse event in male patients with creatinine clearance 30 to 50 mL/min. At a dose
of 5 mg, the incidence and severity of back pain was not significantly different than in the general population. In patients
on hemodialysis taking 10- or 20-mg tadalafil, there were no reported cases of back pain. [see Dosage and Administration
(2.6) and Wamings and Precautions (5.7)].

10 OVERDOSAGE

Single doses up to 500 mg have been given to healthy subjects, and multiple daily doses up to 100 mg have been
given to patients. Adverse events were similar to those seen at lower doses. In cases of overdose, standard supportive
measures should be adopted as required. Hemodialysis contributes negligibly to tadalafil elimination.

1" DESCRIPTION

CIALIS (tadalafil) is a selective inhibitor of cyclic guanosine monophosphate (cGMP)-specific phosphodiesterase
type 5 (PDES5). Tadalafil has the empirical formula C,H:sN3O, representing a molecular weight of 389.41. The structural
formula is:

The chemical designation is pyrazino[1',2':1,6]pyrido[3,4-bJindole-1,4-dione, 6-(1,3-benzodioxol-5-yl)-
2,3,6,7,12,12a-hexahydro-2-methyl-, (6R,12aR)-. It is a crystalline solid that is practically insoluble in water and very
slightly soluble in ethanol.

CIALIS is available as almond-shaped tablets for oral administration. Each tablet contains 2.5, 5, 10, or 20 mg of
tadalafil and the following inactive ingredients: croscarmellose sodium, hydroxypropy! cellulose, hypromellose, iron oxide,
lactose monohydrate, magnesium stearate, microcrystalline cellulose, sodium lauryl sulfate, talc, titanium dioxide, and
triacetin.

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action

Penile erection during sexual stimulation is caused by increased penile blood flow resulting from the relaxation of
penile arteries and corpus cavernosal smooth muscle. This response is mediated by the release of nitric oxide (NO) from
nerve terminals and endothelial cells, which stimulates the synthesis of cGMP in smooth muscle cells. Cyclic GMP causes
smooth muscle relaxation and increased blood flow into the corpus cavernosum. The inhibition of phosphodiesterase type
5 (PDES5) enhances erectile function by increasing the amount of cGMP. Tadalafil inhibits PDES. Because sexugl
stimulation is required to initiate the local release of nitric oxide, the inhibition of PDE5 by tadalafil has no effect in the
absence of sexual stimulation.
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The effect of PDES5 inhibition on cGMP concentration in the corpus cavernosum and pulmonary arteries is also
observed in the smooth muscle of the prostate, the bladder and their vascular supply. The mechanism for reducing BPH
symptoms has not been established.

Studies in vitro have demonstrated that tadalafil is a selective inhibitor of PDE5. PDES is found in the smooth
muscle of the corpus cavernosum, prostate, and bladder as well as in vascular and visceral smooth muscle, skeletal
muscle, urethra, platelets, kidney, lung, cerebellum, heart, liver, testis, seminal vesicle, and pancreas.

In vitro studies have shown that the effect of tadalafil is more potent on PDES than on other phosphodiesterases.
These studies have shown that tadalafil is >10,000-fold more potent for PDE5 than for PDE1, PDE2, PDE4, and PDE7
enzymes, which are found in the heart, brain, blood vessels, liver, leukocytes, skeletal muscle, and other organs. Tadalafil
is >10,000-fold more potent for PDES5 than for PDE3, an enzyme found in the heart and blood vessels. Additionally,
tadalafil is 700-fold more potent for PDES5 than for PDES, which is found in the retina and is responsible for
phototransduction. Tadalafil is >9,000-fold more potent for PDES5 than for PDE8, PDE9, and PDE10. Tadalafil is 14-fold
more potent for PDES than for PDE11A1 and 40-fold more potent for PDES5 than for PDE11A4, two of the four known
forms of PDE11. PDE11 is an enzyme found in human prostate, testes, skeletal muscle and in other tissues (e.g., adrenal
cortex). In vitro, tadalafil inhibits human recombinant PDE11A1 and, to a lesser degree, PDE11A4 activities at
concentrations within the therapeutic range. The physiological role and clinical consequence of PDE11 inhibition in
humans have not been defined.

12.2 Pharmacodynamics
Effects on Blood Pressure

Tadalafil 20 mg administered to healthy male subjects produced no significant difference compared to placebo in
supine systolic and diastolic blood pressure (difference in the mean maximal decrease of 1.6/0.8 mm Hg, respectively)
and in standing systolic and diastolic blood pressure (difference in the mean maximal decrease of 0.2/4.6 mm Hg,
respectively). In addition, there was no significant effect on heart rate.

Effects on Blood Pressure When Administered with Nitrates

In clinical pharmacology studies, tadalafil (5 to 20 mg) was shown to potentiate the hypotensive effect of nitrates.
Therefore, the use of CIALIS in patients taking any form of nitrates is contraindicated [see Contraindications (4.1)].

A study was conducted to assess the degree of interaction between nitroglycerin and tadalafil, should nitroglycerin
be required in an emergency situation after tadalafil was taken. This was a double-blind, placebo-controlled, crossover
study in 150 male subjects at least 40 years of age (including subjects with diabetes mellitus and/or controlied
hypertension) and receiving daily doses of tadalafil 20 mg or matching placebo for 7 days. Subjects were administered a
single dose of 0.4 mg sublingual nitroglycerin (NTG) at pre-specified timepoints, following their last dose of tadalafil (2, 4,
8, 24, 48, 72, and 96 hours after tadalafil). The objective of the study was to determine when, after tadalafil dosing, no
apparent blood pressure interaction was observed. In this study, a significant interaction between tadalafil and NTG was
observed at each timepoint up to and including 24 hours. At 48 hours, by most hemodynamic measures, the interaction
between tadalafil and NTG was not observed, although a few more tadalafil subjects compared to placebo experienced
greater blood-pressure lowering at this timepoint. After 48 hours, the interaction was not detectable (see Figure 1).
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Figure 1: Mean Maximal Change in Blood Pressure (Tadalafil Minus Placebo, Point Estimate with 90% Cl) in
Response to Sublingual Nitroglycerin at 2 (Supine Only), 4, 8, 24, 48, 72, and 96 Hours after the Last Dose of
Tadalafil 20 mg or Placebo

Therefore, CIALIS administration with nitrates is contraindicated. In a patient who has taken CIALIS, where nitrate
administration is deemed medically necessary in a life-threatening situation, at least 48 hours should elapse after the last
dose of CIALIS before nitrate administration is considered. In such circumstances, nitrates should still only be
administered under close medical supervision with appropriate hemodynamic monitoring [see Contraindications (4.1)].

Effect on Blood Pressure When Administered With Alpha-Blockers
Six randomized, double-blinded, crossover clinical pharmacology studies were conducted to investigate the

potential interaction of tadalafil with alpha-blocker agents in healthy male subjects [see Dosage and Administration (2.7)
and Warnings and Precautions (5.6)]. In four studies, a single oral dose of tadalafil was administered to healthy male
subjects taking daily (at least 7 days duration) an oral alpha-blocker. In two studies, a daily oral alpha-blocker (at least 7
days duration) was administered to healthy male subjects taking repeated daily doses of tadalafil.

Doxazosin — Three clinical pharmacology studies were conducted with tadalafil and doxazosin, an alpha[1]-
adrenergic blocker.

In the first doxazosin study, a single oral dose of tadalafil 20 mg or placebo was administered in a 2-period,
crossover design to healthy subjects taking oral doxazosin 8 mg daily (N=18 subjects). Doxazosin was administered at the
same time as tadalafil or placebo after a minimum of seven days of doxazosin dosing (see Table 5 and Figure 2).

Table 5: Doxazosin (8 mg/day) Study 1: Mean Maximal Decrease (95% CIl) in Systolic Blood Pressure
Placel:_»o-subtracted mean maximal decrease in Tadalafil 20 mg
systolic blood pressure (mm Hg)

Supine 3.6 (-1.5, 8.8)
Standing 9.8 (4.1, 15.5)

—
oMo

A
o

Standing Systolic
BP (mmHg)
aoh

=20 +

—e— Tadalafil 20 mg & doxazosin 8 mg
10 -+-0--- Placebo & doxazosin 8 mg

Supine Systolic
BP (mmHg)

Time post-dose (h)

Figure 2: Doxazosin Study 1: Mean Change from Baseline in Systolic Blood Pressure

Blood pressure was measured manually at 1, 2, 3, 4, 5, 6, 7, 8, 10, 12, and 24 hours after tadalafil or placebo
administration. Outliers were defined as subjects with a standing systolic blood pressure of <85 mm Hg or a decrease
from baseline in standing systolic blood pressure of >30 mm Hg at one or more time points. There were nine and
three outliers following administration of tadalafil 20 mg and placebo, respectively. Five and two subjects were outliers due
to a decrease from baseline in standing systolic BP of >30 mm Hg, while five and one subject were outliers due to
standing systolic BP <85 mm Hg following tadalafil and placebo, respectively. Severe adverse events potentially related to
blood-pressure effects were assessed. No such events were reported following placebo. Two such events were reported
following administration of tadalafil. Vertigo was reported in one subject that began 7 hours after do_sin_g and lasted about
5 days. This subject previously experienced a mild episode of vertigo on doxazosin and placebo. Dizziness was reported
in another subject that began 25 minutes after dosing and lasted 1 day. No syncope was reported.



14
In the second doxazosin study, a single oral dose of tadalafil 20 mg was administered to healthy subjects taking
oral doxazosin, either 4 or 8 mg daily. The study (N=72 subjects) was conducted in three parts, each a 3-period

crossover.
In part A (N=24), subjects were titrated to doxazosin 4 mg administered daily at 8 a.m. Tadalafil was administered

at either 8 a.m., 4 p.m., or 8 p.m. There was no placebo control.

In part B (N=24), subjects were titrated to doxazosin 4 mg administered daily at 8 p.m. Tadalafil was administered
at either 8 a.m., 4 p.m., or 8 p.m. There was noplacebo control.

In part C (N=24), subjects were titrated to doxazosin 8 mg administered daily at 8 a.m. In this part, tadalafil or
placebo were administered at either 8 a.m. or 8 p.m.

The placebo-subtracted mean maximal decreases in systolic blood pressure over a 12-hour period after dosing in
the placebo-controlled portion of the study (part C) are shown in Table 6 and Figure 3.

Table 6: Doxazosin (8 mg/day) Study 2 (Part C): Mean Maximal Decrease in Systolic Blood Pressure

Placebo-subtracted mean maximal decrease in -
systolic blood pressure (mm Hg) Tadalafil 20 mg at 8 a.m. Tadalafil 20 mg at 8 p.m.
Ambulatory Blood-Pressure Monitoring (ABPM) 7 8

—e— 20 mg tadalafil (08:00) & 8 mg qd doxazosin (08:00)
«+0-++ Placebo (08:00) & 8 mg qd doxazosin (08:00)
—»— 20 mg tadalafil (20:00) & 8 mg qd doxazosin (08:00)
-+w-+ Placebo (20:00) & 8 mg qd doxazosin (08:00)

20 -

-
[~
1

410

Systolic BP (mmHg)
o

Time after administration of tadalafil or placebo

Figure 3: Doxazosin Study 2 (Part C): Mean Change from Time-Matched Baseline in Systolic Blood Pressure

Blood pressure was measured by ABPM every 15 to 30 minutes for up to 36 hours after tadalafil or placebo.
Subjects were categorized as outliers if one or more systolic blood pressure readings of <85 mm Hg were recorded or one
or more decreases in systolic blood pressure of >30 mm Hg from a time-matched baseline occurred during the analysis
interval.

Of the 24 subjects in part C, 16 subjects were categorized as outliers following administration of tadalafil and 6
subjects were categorized as outliers following placebo during the 24-hour period after 8 a.m. dosing of tadalafil or
placebo. Of these, 5 and 2 were outliers due to systolic BP <85 mm Hg, while 15 and 4 were outliers due to a decrease
from baseline in systolic BP of >30 mm Hg following tadalafil and placebo, respectively.

During the 24-hour period after 8 p.m. dosing, 17 subjects were categorized as outliers following administration of
tadalafil and 7 subjects following placebo. Of these, 10 and 2 subjects were outliers due to systolic BP <85 mm Hg, while
15 and 5 subjects were outliers due to a decrease from baseline in systolic BP of >30 mm Hg, following tadalafil and
placebo, respectively.

Some additional subjects in both the tadalafil and placebo groups were categorized as outliers in the period
beyond 24 hours.

Severe adverse events potentially related to blood-pressure effects were assessed. In the study (N=72 subjects), 2
such events were reported following administration of tadalafil (symptomatic hypotension in one subject that began
10 hours after dosing and lasted approximately 1 hour, and dizziness in another subject that began 11 hours after dosing
and lasted 2 minutes). No such events were reported following placebo. In the period prior to tadalafil dosing, one severe
event (dizziness) was reported in a subject during the doxazosin run-in phase.

In the third doxazosin study, healthy subjects (N=45 treated; 37 completed) received 28 days of once per day
dosing of tadalafil 5 mg or placebo in a two-period crossover design. After 7 days, doxazosin was initiated at 1 mg and
titrated up to 4 mg daily over the last 21 days of each period (7 days on 1 mg; 7 days of 2 mg; 7 days of 4 mg doxazosin).
The results are shown in Table 7.
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Table 7: Doxazosin Study 3: Mean Maximal Decrease (95% Cl) in Systolic Blood Pressure

Placebo-subtracted mean maximal decrease in systolic blood pressure Tadalafil 5 mg

Day 1 of 4 mg Doxazosin Supine 2.4(-04,5.2)
Standing | -0.5 (4.0, 3.1)

Day 7 of 4 mg Doxazosin Supine 2.8(-0.1,5.7)
Standing 1.1(-2.9,5.0)

Blood pressure was measured manually pre-dose at two time points (-30 and -15 minutes) and then at 1, 2, 3, 4, 5,
6,7, 8,10, 12 and 24 hours post dose on the first day of each doxazosin dose, (1 mg, 2 mg, 4 mg), as well as on the
seventh day of 4 mg doxazosin administration.

Following the first dose of doxazosin 1 mg, there were no outliers on tadalafil 5 mg and one outlier on placebo due
to a decrease from baseline in standing systolic BP of >30 mm Hg.

There were 2 outliers on tadalafil 5 mg and none on placebo following the first dose of doxazosin 2 mg due to a
decrease from baseline in standing systolic BP of >30 mm Hg.

There were no outliers on tadalafil 5 mg and two on placebo following the first dose of doxazosin 4 mg due to a
decrease from baseline in standing systolic BP of >30 mm Hg. There was one outlier on tadalafil 5 mg and three on
placebo following the first dose of doxazosin 4 mg due to standing systolic BP <85 mm Hg. Following the seventh day of
doxazosin 4 mg, there were no outliers on tadalafil 5 mg, one subject on placebo had a decrease >30 mm Hg in standing
systolic blood pressure, and one subject on placebo had standing systolic blood pressure <85 mm Hg. All adverse events
potentially related to blood pressure effects were rated as mild or moderate. There were two episodes of syncope in this
study, one subject following a dose of tadalafil 5 mg alone, and another subject following coadministration of tadalafil 5 mg
and doxazosin 4 mg.

Tamsulosin — In the first tamsulosin study, a single oral dose of tadalafil 10, 20 mg, or placebo was administered
in a 3 period, crossover design to healthy subjects taking 0.4 mg once per day tamsulosin, a selective alpha[1A]-
adrenergic blocker (N=18 subjects). Tadalafil or placebo was administered 2 hours after tamsulosin following a minimum
of seven days of tamsulosin dosing.

Table 8: Tamsulosin (0.4 mg/day) Study 1: Mean Maximal Decrease (95% ClI) in Systolic Blood Pressure

Placebo-subtracted mean maximal decrease .
in systolic blood pressure (mm Hg) Tadalafil 10 mg Tadalafil 20 mg
Supine 3.2 (-2.3, 8.6) 3.2(-2.3,8.7)
Standing 1.7 (-4.7, 8.1) 2.3(-4.1,8.7)

Blood pressure was measured manually at 1, 2, 3, 4, 5,6, 7, 8, 10, 12, and 24 hours after tadalafil or placebo
dosing. There were 2, 2, and 1 outliers (subjects with a decrease from baseline in standing systolic blood pressure of
>30 mm Hg at one or more time points) following administration of tadalafil 10 mg, 20 mg, and placebo, respectively.
There were no subjects with a standing systolic blood pressure <85 mm Hg. No severe adverse events potentially related
to blood-pressure effects were reported. No syncope was reported.

In the second tamsulosin study, healthy subjects (N=39 treated; and 35 completed) received 14 days of once per
day dosing of tadalafil 5 mg or placebo in a two-period crossover design. Daily dosing of tamsulosin 0.4 mg was added for
the last seven days of each period.

Table 9: Tamsulosin Study 2: Mean Maximal Decrease (95% CI) in Systolic Blood Pressure

Placebo-subtracted mean maximal decrease in systolic blood pressure Tadalafil 5 mg
Day 1 of 0.4 mg Tamsulosin Supine -0.1 (-2.2,1.9)
Standing 0.9(-1.4,3.2)
Day 7 of 0.4 mg Tamsulosin Supine 1.2 (-1.2, 3.6)
Standing 1.2 (1.0, 3.5)

Blood pressure was measured manually pre-dose at two time points (-30 and -15 minutes) and then at 1, 2, 3, 4, 5,
6,7, 8, 10, 12, and 24 hours post dose on the first, sixth and seventh days of tamsulosin administration. There were no
outliers (subjects with a decrease from baseline in standing systolic blood pressure of >30 mm Hg at one or more time
points). One subject on placebo plus tamsulosin (Day 7) and one subject on tadalafil plus tamsulosin (Day 6) had standing
systolic blood pressure <85 mm Hg. No severe adverse events potentially related to blood pressure were reported. No
syncope was reported.
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Alfuzosin — A single oral dose of tadalafil 20 mg or placebo was administered in a 2-period, crossover design to

healthy subjects taking once-daily alfuzosin HCI 10 mg extended-release tablets, an alpha[1]-adrenergic blocker (N=17
completed subjects). Tadalafil or placebo was administered 4 hours after alfuzosin following a minimum of seven days of

alfuzosin dosing.

Table 10: Alfuzosin (10 mg/day) Study: Mean Maximal Decrease (95% Cl) in Systolic Blood Pressure

Placebo-subtracted mean maximal decrease in systolic blood Tadalafil 20 mg
pressure (mm Hg)
Supine 2.2(-0.9,-5.2)
Standing 4.4 (-0.2, 8.9)

Blood pressure was measured manually at 1, 2, 3, 4, 6, 8, 10, 20, and 24 hours after tadalafil or placebo dosing.
There was 1 outlier (subject with a standing systolic blood pressure <85 mm Hg) following administration of tadalafil
20 mg. There were no subjects with a decrease from baseline in standing systolic blood pressure of >30 mm Hg at one or
more time points. No severe adverse events potentially related to blood pressure effects were reported. No syncope was
reported.

Effects on Blood Pressure When Administered with Antihypertensives

Amlodipine — A study was conducted to assess the interaction of amlodipine (5 mg daily) and tadalafil 10 mg.
There was no effect of tadalafil on amlodipine blood levels and no effect of amlodipine on tadalafil blood levels. The mean
reduction in supine systolic/diastolic blood pressure due to tadalafil 10 mg in subjects taking amlodipine was 3/2 mm Hg,
compared to placebo. In a similar study using tadalafil 20 mg, there were no clinically significant differences between
tadalafil and placebo in subjects taking amlodipine.

Angiotensin Il receptor blockers (with and without other antihypertensives) — A study was conducted to assess the
interaction of angiotensin Il receptor blockers and tadalafil 20 mg. Subjects in the study were taking any marketed
angiotensin Il receptor blocker, either alone, as a component of a combination product, or as part of a multiple
antihypertensive regimen. Following dosing, ambulatory measurements of blood pressure revealed differences between
tadalafil and placebo of 8/4 mm Hg ih systolic/diastolic blood pressure.

Bendrofluazide — A study was conducted to assess the interaction of bendrofluazide (2.5 mg daily) and tadalafil
10 mg. Following dosing, the mean reduction in supine systolic/diastolic blood pressure due to tadalafil 10 mg in subjects
taking bendrofluazide was 6/4 mm Hg, compared to placebo.

Enalapril — A study was conducted to assess the interaction of enalapril (10 to 20 mg daily) and tadalafil 10 mg.
Following dosing, the mean reduction in supine systolic/diastolic blood pressure due to tadalafil 10 mg in subjects taking
enalapril was 4/1 mm Hg, compared to placebo.

Metoprolol — A study was conducted to assess the interaction of sustained-release metoprolol (25 to 200 mg
daily) and tadalafil 10 mg. Following dosing, the mean reduction in supine systolic/diastolic blood pressure due to tadalafil
10 mg in subjects taking metoprolol was 5/3 mm Hg, compared to placebo.

Effects on Blood Pressure When Administered with Alcohol

Alcohol and PDES inhibitors, including tadalafil, are mild systemic vasodilators. The interaction of tadalafil with
alcohol was evaluated in 3 clinical pharmacology studies. In 2 of these, alcohol was administered at a dose of 0.7 g/kg,
which is equivalent to approximately 6 ounces of 80-proof vodka in an 80-kg male, and tadalafil was administered at a
dose of 10 mg in one study and 20 mg in another. In both these studies, all patients imbibed the entire alcohol dose within
10 minutes of starting. In one of these two studies, blood alcohol levels of 0.08% were confirmed. In these two studies,
more patients had clinically significant decreases in blood pressure on the combination of tadalafil and alcohol as
compared to alcohol alone. Some subjects reported postural dizziness, and orthostatic hypotension was observed in
some subjects. When tadalafil 20 mg was administered with a lower dose of alcohol (0.6 g/kg, which is equivalent to
approximately 4 ounces of 80-proof vodka, administered in less than 10 minutes), orthostatic hypotension was not
observed, dizziness occurred with similar frequency to alcohol alone, and the hypotensive effects of alcohol were not
potentiated.

Tadalafil did not affect alcohol plasma concentrations and alcohol did not affect tadalafil plasma concentrations.

Effects on Exercise Stress Testing

The effects of tadalafil on cardiac function, hemodynamics, and exercise tolerance were investigated in a single
clinical pharmacology study. In this blinded crossover trial, 23 subjects with stable coronary artery disease and evidence
of exercise-induced cardiac ischemia were enrolled. The primary endpoint was time to cardiac ischemia. The mean
difference in total exercise time was 3 seconds (tadalafil 10 mg minus placebo), which represented no clinically
meaningful difference. Further statistical analysis demonstrated that tadalafil was non-inferior to placebo with respect to
time to ischemia. Of note, in this study, in some subjects who received tadalafil followed by sublingual nitroglycerin in the
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post-exercise period, clinically significant reductions in blood pressure were observed, consistent with the augmentation
by tadalafil of the blood-pressure-lowering effects of nitrates.

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, with peak effects near the time of peak plasma
levels. This finding is consistent with the inhibition of PDES, which is involved in phototransduction in the retina. In a study
to assess the effects of a single dose of tadalafil 40 mg on vision (N=59), no effects were observed on visual acuity,
intraocular pressure, or pupilometry. Across all clinical studies with CIALIS, reports of changes in color vision were rare
(<0.1% of patients).

Effects on Sperm Characteristics

Three studies were conducted in men to assess the potential effect on sperm characteristics of tadalafil 10 mg
(one 6 month study) and 20 mg (one 6 month and one 9 month study) administered daily. There were no adverse effects
on sperm morphology or sperm motility in any of the three studies. In the study of 10 mg tadalafil for 6 months and the
study of 20 mg tadalafil for 9 months, results showed a decrease in mean sperm concentrations relative to placebo,
although these differences were not clinically meaningful. This effect was not seen in the study of 20 mg tadalafil taken for
6 months. In addition there was no adverse effect on mean concentrations of reproductive hormones, testosterone,
luteinizing hormone or follicle stimulating hormone with either 10 or 20 mg of tadalafil compared to placebo.

Effects on Cardiac Electrophysiology

The effect of a single 100-mg dose of tadalafil on the QT interval was evaluated at the time of peak tadalafil
concentration in a randomized, double-blinded, placebo, and active (intravenous ibutilide) -controlled crossover study in
90 healthy males aged 18 to 53 years. The mean change in QT (Fridericia QT correction) for tadalafil, relative to placebo,
was 3.5 milliseconds (two-sided 90% CI=1.9, 5.1). The mean change in QT (Individual QT correction) for tadalafil, relative
to placebo, was 2.8 milliseconds (two-sided 90% CI=1.2, 4.4). A 100-mg dose of tadalafil (5 times the highest
recommended dose) was chosen because this dose yields exposures covering those observed upon coadministration of
tadalafil with potent CYP3A4 inhibitors or those observed in renal impairment. In this study, the mean increase in heart
rate associated with a 100-mg dose of tadalafil compared to placebo was 3.1 beats per minute.

12.3 Pharmacokinetics

Over a dose range of 2.5 to 20 mg, tadalafil exposure (AUC) increases proportionally with dose in healthy
subjects. Steady-state plasma concentrations are attained within 5 days of once per day dosing and exposure is
approximately 1.6-fold greater than after a single dose. Mean tadalafil concentrations measured after the administration of
a single oral dose of 20 mg and single and once daily multiple doses of 5 mg, from a separate study, (see Figure 4) to
healthy male subjects are depicted in Figure 4.
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Absorption — After single oral-dose administration, the maximum observed plasma concentration (Cra) of tadalafil
is achieved between 30 minutes and 6 hours (median time of 2 hours). Absolute bioavailability of tadalafil following oral
dosing has not been determined.

The rate and extent of absorption of tadalafil are not influenced by food; thus CIALIS may be taken with or without
food.

Distribution — The mean apparent volume of distribution following oral administration is approximately 63 L,
indicating that tadalafil is distributed into tissues. At therapeutic concentrations, 94% of tadalafil in plasma is bound to
proteins.

Less than 0.0005% of the administered dose appeared in the semen of healthy subjects.

Metabolism — Tadalafil is predominantly metabolized by CYP3A4 to a catechol metabolite. The catechol
metabolite undergoes extensive methylation and glucuronidation to form the methylcatechol and methylcatechol
glucuronide conjugate, respectively. The major circulating metabolite is the methylcatechol glucuronide. Methylcatechol
concentrations are less than 10% of glucuronide concentrations. In vitro data suggests that metabolites are not expected
to be pharmacologically active at observed metabolite concentrations.

Excretion — The mean oral clearance for tadalafil is 2.5 L/hr and the mean terminal half-life is 17.5 hours in
healthy subjects. Tadalafil is excreted predominantly as metabolites, mainly in the feces (approximately 61% of the dose)
and to a lesser extent in the urine (approximately 36% of the dose).

Geriatric — Healthy male elderly subjects (65 years or over) had a lower oral clearance of tadalafil, resulting in
25% higher exposure (AUC) with no effect on C. relative to that observed in healthy subjects 19 to 45 years of age. No
dose adjustment is warranted based on age alone. However, greater sensitivity to medications in some older individuals
should be considered [see Use in Specific Populations (8.5)].

Pediatric — Tadalafil has not been evaluated in individuals less than 18 years old [see Use in Specific Populations
(8.4)].

Patients with Diabetes Mellitus — In male patients with diabetes mellitus after a 10 mg tadalafil dose, exposure
(AUC) was reduced approximately 19% and C.x Was 5% lower than that observed in healthy subjects. No dose
adjustment is warranted.

Patients with BPH — In patients with BPH following single and multiple-doses of 20 mg tadalafil, no statistically
significant differences in exposure (AUC and C,.,) Were observed between elderly (70 to 85 years) and younger (<60
years of age) subjects. No dose adjustment is warranted.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis — Tadalafil was not carcinogenic to rats or mice when administered daily for 2 years at doses up
to 400 mg/kg/day. Systemic drug exposures, as measured by AUC of unbound tadalafil, were approximately 10-fold for
mice, and 14- and 26-fold for male and female rats, respectively, the exposures in human males given Maximum
Recommended Human Dose (MRHD) of 20 mg.

Mutagenesis — Tadalafil was not mutagenic in the in vitro bacterial Ames assays or the forward mutation test in
mouse lymphoma cells. Tadalafil was not clastogenic in the in vifro chromosomal aberration test in human lymphocytes or
the in vivo rat micronucleus assays.

Impairment of Fertility — There were no effects on fertility, reproductive performance or reproductive organ
morphology in male or female rats given oral doses of tadalafil up to 400 mg/kg/day, a dose producing AUCs for unbound
tadalafil of 14-fold for males or 26-fold for females the exposures observed in human males given the MRHD of 20 mg. In
beagle dogs given tadalafil daily for 3 to 12 months, there was treatment-related non-reversible degeneration and atrophy
of the seminiferous tubular epithelium in the testes in 20-100% of the dogs that resulted in a decrease in spermatogenesis
in 40-75% of the dogs at doses of 210 mg/kg/day. Systemic exposure (based on AUC) at no-observed-adverse-effect-
level (NOAEL) (10 mg/kg/day) for unbound tadalafil was similar to that expected in humans at the MRHD of 20 mg.

There were no treatment-related testicular findings in rats or mice treated with doses up to 400 mg/kg/day for 2

years.

13.2 Animal Toxicology and/or Pharmacology '

Animal studies showed vascular inflammation in tadalafil-treated mice, rats, and dogs. In mice and rats, lymphoid
necrosis and hemorrhage were seen in the spleen, thymus, and mesenteric lymph nodes at unbound tadalafil exposure of
2- to 33-fold above the human exposure (AUCs) at the MRHD of 20 mg. In dogs, an increased incidence of disseminated
arteritis was observed in 1- and 6-month studies at unbound tadalafil exposure of 1- to 54-fold above the human exposure
(AUC) at the MRHD of 20 mg. In a 12-month dog study, no disseminated arteritis was observed, but 2 dogs exhibited
marked decreases in white blood cells (neutrophils) and moderate decreases in platelets with inflammatory signs at
unbound tadalafil exposures of approximately 14- to 18-fold the human exposure at the MRHD of 20 mg. The abnormal
blood-cell findings were reversible within 2 weeks after stopping treatment.

14 CLINICAL STUDIES
14.1 CIALIS for Use as Needed for ED
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The efficacy and safety of tadalafil in the treatment of erectile dysfunction has been evaluated in 22 clinical trials of
up to 24-weeks duration, involving over 4000 patients. CIALIS, when taken as needed up to once per day, was shown to
be effective in improving erectile function in men with erectile dysfunction (ED).

CIALIS was studied in the general ED population in 7 randomized, multicenter, double-blinded, placebo-controlled,
parallel-arm design, primary efficacy and safety studies of 12-weeks duration. Two of these studies were conducted in the
United States and 5 were conducted in centers outside the US. Additional efficacy and safety studies were performed in
ED patients with diabetes mellitus and in patients who developed ED status post bilateral nerve-sparing radical
prostatectomy.

In these 7 trials, CIALIS was taken as needed, at doses ranging from 2.5 to 20 mg, up to once per day. Patients
were free to choose the time interval between dose administration and the time of sexual attempts. Food and alcohol
intake were not restricted.

Several assessment tools were used to evaluate the effect of CIALIS on erectile function. The 3 primary outcome
measures were the Erectile Function (EF) domain of the International Index of Erectile Function (IIEF) and Questions 2
and 3 from Sexual Encounter Profile (SEP). The IIEF is a 4-week recall questionnaire that was administered at the end of
a treatment-free baseline period and subsequently at follow-up visits after randomization. The IIEF EF domain has a 30-
point total score, where higher scores reflect better erectile function. SEP is a diary in which patients recorded each
sexual attempt made throughout the study. SEP Question 2 asks, “Were you able to insert your penis into the partner’s
vagina?” SEP Question 3 asks, “Did your erection last long enough for you to have successful intercourse?” The overall
percentage of successful attempts to insert the penis into the vagina (SEP2) and to maintain the erection for successful
intercourse (SEP3) is derived for each patient.

Results in ED Population in US Trials — The 2 primary US efficacy and safety trials included a total of 402 men
with erectile dysfunction, with a mean age of 59 years (range 27 to 87 years). The population was 78% White, 14% Black,
7% Hispanic, and 1% of other ethnicities, and included patients with ED of various severities, etiologies (organic,
psychogenic, mixed), and with multiple co-morbid conditions, including diabetes mellitus, hypertension, and other
cardiovascular disease. Most (>90%) patients reported ED of at least 1-year duration. Study A was conducted primarily in
academic centers. Study B was conducted primarily in community-based urology practices. In each of these 2 trials,
CIALIS 20 mg showed clinically meaningful and statistically significant improvements in all 3 primary efficacy variables
(see Table 11). The treatment effect of CIALIS did not diminish over time.

Table 11: Mean Endpoint and Change from Baseline for the Primary Efficacy Variables in the Two Primary US

Trials
Study A Study B
Placebo CIALIS Placebo CIALIS
20 mg 20 mg
(N=49) (N=146) p-value (N=48) (N=159) p-value
EF Domain Score
Endpoint 13.5 19.5 13.6 225
Change from baseline -0.2 6.9 <.001 0.3 9.3 <.001
Insertion of Penis (SEP2)
Endpoint 39% 62% 43% 77%
Change from baseline 2% 26% <.001 2% 32% <.001
Maintenance of Erection (SEP3
Endpoint 25% 50% 23% 64%
Change from baseline 5% 34% <.001 4% 44% <.001

Results in General ED Population in Trials Outside the US — The 5 primary efficacy and safety studies conducted

in the general ED population outside the US included 1112 patients, with a mean age of 59 years (range 21 to 82 years).
The population was 76% White, 1% Black, 3% Hispanic, and 20% of other ethnicities, and included patients with ED of
various severities, etiologies (organic, psychogenic, mixed), and with multiple co-morbid conditions, including diabetes
mellitus, hypertension, and other cardiovascular disease. Most (90%) patients reported ED of at least 1-year duration. In
these 5 trials, CIALIS 5, 10, and 20 mg showed clinically meaningful and statistically significant improvements in all 3
primary efficacy variables (see Tables 12, 13 and 14). The treatment effect of CIALIS did not diminish over time.

Table 12: Mean Endpoint and Change from Baseline for the EF Domain of the IIEF in the General ED Population in
Five Primary Trials Outside the US
CIALIS

Placebo CIALIS

CIALIS
10 mg

Study C
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Endpoint [Change from baseline] 15.0[0.7] 17.9[4.0] 20.0 [5.6]
p=.006 p<.001
Study D
Endpoint [Change from baseline] 14.4 [1.1] 17.5[5.1] 20.6 [6.0]
p=.002 p<.001
Study E ;
Endpoint [Change from baseline] 18.1[2.6] 22.6 [8.1] 25.0[8.0]
p<.001 p<.001
Study F*
Endpoint [Change from baseline] 12.7 [-1.6] 22.8 [6.8]
p<.001
Study G
Endpoint [Change from baseline] 14.5[-0.9] 21.2[6.6] 23.3[8.0]
p<.001 p<.001

# Treatment duration in Study F was 6 months

Table 13: Mean Post-Baseline Success Rate and Change from Baseline for SEP Question 2 (“Were you able to
insert your penis into the partner’s vagina?”) in the General ED Population in Five Pivotal Trials Outside the US

Placebo CIALIS CIALIS CIALIS
5mg 10 mg 20 mg
Study C
Endpoint [Change from baseline] 49% [6%] 57% [15%] 73% [29%]
p=.063 p<.001
Study D
Endpoint [Change from baseline] 46% [2%] 56% [18%] 68% [15%]
p=.008 p<.001
Study E
Endpoint [Change from baseline] 55% [10%] 77% [35%] 85% [35%]
p<.001 p<.001
Study F°
Endpoint [Change from baseline] 42% [-8%] 81% [27%]
p<.001
Study G
Endpoint [Change from baseline] 45% [-6%] 73% [21%] 76% [21%]
p<.001 p<.001

# Treatment duration in Study F was 6 months

Table 14: Mean Post-Baseline Success Rate and Change from Baseline for SEP Question 3 (“Did your erection
last long enough for you to have successful intercourse?”) in the General ED Population in Five Pivotal Trials

Outside the US
Placebo CIALIS CIALIS CIALIS
5mg 10 mg 20 mg
Study C
Endpoint [Change from baseline] 26% [4%] 38% [19%] 58% [32%]
p=.040 p<.001
Study D
Endpoint [Change from baseline] 28% [4%] 42% [24%] 51% [26%]
p<.001 p<.001
Study E
Endpoint [Change from baseline] 43% [15%] 70% [48%)] 78% [50%)]
p<.001 p<.001
Study F*
Endpoint [Change from baseline] 27% [1%] 74% [40%]
p<.001
Study G
Endpoint [Change from baseline] 32% [5%] 57% [33%] 62% [29%]
p<.001 p<.001
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? Treatment duration in Study F was 6 months

In addition, there were improvements in EF domain scores, success rates based upon SEP Questions 2 and 3,
and patient-reported improvement in erections across patients with ED of all degrees of disease severity while taking
CIALIS, compared to patients on placebo.

Therefore, in all 7 primary efficacy and safety studies, CIALIS showed statistically significant improvement in
patients’ ability to achieve an erection sufficient for vaginal penetration and to maintain the erection long enough for
successful intercourse, as measured by the IIEF questionnaire and by SEP diaries.

Efficacy Results in ED Patients with Diabetes Mellitus — CIALIS was shown to be effective in treating ED in
patients with diabetes mellitus. Patients with diabetes were included in all 7 primary efficacy studies in the general ED
population (N=235) and in one study that specifically assessed CIALIS in ED patients with type 1 or type 2 diabetes
(N=218). In this randomized, placebo-controlled, double-blinded, parallel-arm design prospective trial, CIALIS
demonstrated clinically meaningful and statistically significant improvement in erectile function, as measured by the EF
domain of the IIEF questionnaire and Questions 2 and 3 of the SEP diary (see Table 15).

Table 15: Mean Endpoint and Change from Baseline for the Primary Efficacy Variables in a Study in ED Patients
with Diabetes

Placebo CIALIS CIALIS
10 mg 20 mg
(N=71) (N=73) (N=72) p-value
EF Domain Score
Endpoint [Change from baseline] [ 122701] [ 19.3[64] | 18.7[7.3] | <.001
Insertion of Penis (SEP2)
Endpoint [Change from baseline] |  30%[-4%] | 57%[22%] | 54%[23%] | <.001
Maintenance of Erection (SEP3)
Endpoint [Change from baseline] | 20%[2%] | 48%[28%] | 42%[29%] | <.001

Efficacy Results in ED Patients following Radical Prostatectomy — CIALIS was shown to be effective in treating
patients who developed ED following bilateral nerve-sparing radical prostatectomy. In 1 randomized, placebo-controlled,
double-blinded, parallel-arm design prospective trial in this population (N=303), CIALIS demonstrated clinically meaningful
and statistically significant improvement in erectile function, as measured by the EF domain of the IIEF questionnaire and
Questions 2 and 3 of the SEP diary (see Table 16).

Table 16: Mean Endpoint and Change from Baseline for the Primary Efficacy Variables in a Study in Patients who
Developed ED Following Bilateral Nerve-Sparing Radical Prostatectomy

Placebo CIALIS
20 mg
(N=102) (N=201) p-value
EF Domain Score
Endpoint [Change from baseline] ] 13.3[1.1] [ 17.7 [5.3] | <.001
Insertion of Penis (SEP2)
Endpoint [Change from baseline] | 32% [2%] | 54% [22%] | <.001
Maintenance of Erection (SEP3)
Endpoint [Change from baseline] 1 19% [4%] | 41% [23%] | <.001

Results in Studies to Determine the Optimal Use of CIALIS — Several studies were conducted with the objective
of determining the optimal use of CIALIS in the treatment of ED. In one of these studies, the percentage of patients
reporting successful erections within 30 minutes of dosing was determined. In this randomized, placebo-controlled,
double-blinded trial, 223 patients were randomized to placebo, CIALIS 10, or 20 mg. Using a stopwatch, patients recorded
the time following dosing at which a successful erection was obtained. A successful erection was defined as at least 1
erection in 4 attempts that led to successful intercourse. At or prior to 30 minutes, 35% (26/74), 38% (28/74), and 52%
(39/75) of patients in the placebo, 10-, and 20-mg groups, respectively, reported successful erections as defined above.

Two studies were conducted to assess the efficacy of CIALIS at a given timepoint after dosing, specifically at
24 hours and at 36 hours after dosing.

In the first of these studies, 348 patients with ED were randomized to placebo or CIALIS 20 mg. Patients were
encouraged to make 4 total attempts at intercourse; 2 attempts were to occur at 24 hours after dosing and 2 completely
separate attempts were to occur at 36 hours after dosing. The results demonstrated a difference between the placebo
group and the CIALIS group at each of the pre-specified timepoints. At the 24-hour timepoint, (more specifically, 22 to
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26 hours), 53/144 (37%) patients reported at least 1 successful intercourse in the placebo group versus 84/138 (61%) in
the CIALIS 20-mg group. At the 36-hour timepoint (more specifically, 33 to 39 hours), 49/133 (37%) of patients reported at
least 1 successful intercourse in the placebo group versus 88/137 (64%) in the CIALIS 20-mg group.

In the second of these studies, a total of 483 patients were evenly randomized to 1 of 6 groups: 3 different dosing
groups (placebo, CIALIS 10, or 20 mg) that were instructed to attempt intercourse at 2 different times (24 and 36 hours
post-dosing). Patients were encouraged to make 4 separate attempts at their assigned dose and assigned timepoint. In
this study, the results demonstrated a statistically significant difference between the placebo group and the CIALIS groups
at each of the pre-specified timepoints. At the 24-hour timepoint, the mean, per patient percentage of attempts resulting in
successful intercourse were 42, 56, and 67% for the placebo, CIALIS 10-, and 20-mg groups, respectively. At the 36-hour
timepoint, the mean, per-patient percentage of attempts resulting in successful intercourse were 33, 56, and 62% for
placebo, CIALIS 10-, and 20-mg groups, respectively.

14.2 CIALIS for Once Daily Use for ED

The efficacy and safety of CIALIS for once daily use in the treatment of erectile dysfunction has been evaluated in
2 clinical trials of 12-weeks duration and 1 clinical trial of 24-weeks duration, involving a total of 853 patients. CIALIS,
when taken once daily, was shown to be effective in improving erectile function in men with erectile dysfunction (ED).

CIALIS was studied in the general ED population in 2 randomized, multicenter, double-blinded, placebo-controlled,
parallel-arm design, primary efficacy and safety studies of 12- and 24-weeks duration, respectively. One of these studies
was conducted in the United States and one was conducted in centers outside the US. An additional efficacy and safety
study was performed in ED patients with diabetes mellitus. CIALIS was taken once daily at doses ranging from 2.5 to
10 mg. Food and alcohol intake were not restricted. Timing of sexual activity was not restricted relative to when patients
took Cialis.

Results in General ED Population — The primary US efficacy and safety trial included a total of 287 patients, with
a mean age of 59 years (range 25 to 82 years). The population was 86% White, 6% Black, 6% Hispanic, and 2% of other
ethnicities, and included patients with ED of various severities, etiologies (organic, psychogenic, mixed), and with multiple
co-morbid conditions, including diabetes mellitus, hypertension, and other cardiovascular disease. Most (>96%) patients
reported ED of at least 1-year duration.

The primary efficacy and safety study conducted outside the US included 268 patients, with a mean age of 56
years (range 21 to 78 years). The population was 86% White, 3% Black, 0.4% Hispanic, and 10% of other ethnicities, and
included patients with ED of various severities, etiologies (organic, psychogenic, mixed), and with multiple co-morbid
conditions, including diabetes mellitus, hypertension, and other cardiovascular disease. Ninety-three percent of patients
reported ED of at least 1-year duration.

In each of these trials, conducted without regard to the timing of dose and sexual intercourse, CIALIS
demonstrated clinically meaningful and statistically significant improvement in erectile function, as measured by the EF
domain of the IIEF questionnaire and Questions 2 and 3 of the SEP diary (see Table 17). When taken as directed, CIALIS
was effective at improving erectile function.

In the 6 month double-blind study, the treatment effect of CIALIS did not diminish over time.

Table 17: Mean Endpoint and Change from Baseline for the Primary Efficacy Variables in the Two CIALIS for

Once Daily Use Studies
Study H® Study I’
Placebo | CIALIS CIALIS Placebo CIALIS
2.5mg 5mg 5mg
(N=94) (N=96) (N=97) | p-value | (N=54) (N=109) | p-value
EF Domain Score
Endpoint 14.6 19.1 20.8 15.0 22.8
Change from baseline 1.2 6.1° 7.0° <.001 0.9 9.7° <.001
Insertion of Penis (SEP2)
Endpoint 51% 65% 71% 52% 79%
Change from baseline 5% 24%° 26%° <.001 11% 37%° <.001
Maintenance of Erection (SEP3)
Endpoint 31% 50% 57% 37% 67%
Change from baseline 10% 31%° 35%° <.001 13% 46%" <.001

@ Twenty-four-week study conducted in the US.
® Twelve-week study conducted outside the US.

¢ Statistically significantly different from placebo.

. Efficacy Results in ED Patients with Diabetes Mellitus — CIALIS for once daily use was shown to be effective in
treating ED in patients with diabetes mellitus. Patients with diabetes were included in both studies in the general ED
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population (N=79). A third randomized, multicenter, double-blinded, placebo-controlled, parallel-arm design trial included
only E_D patients with type 1 or type 2 diabetes (N=298). In this third trial, CIALIS demonstrated clinically meaningful and
statistically significant improvement in erectile function, as measured by the EF domain of the IIEF questionnaire and

Questions 2 and 3 of the SEP diary (see Table 18).

Table 18: Mean Endpoint and Change from Baseline for the Primary Efficacy Variables in a CIALIS for Once Daily

Use Study in ED Patients with Diabetes

Placebo | CIALIS CIALIS
2.5mg 5mg
(N=100) | (N=100) (N=98) | p-value
EF Domain Score
Endpoint 14.7 18.3 17.2
Change from baseline 1.3 4.8° 4.5° <.001
Insertion of Penis (SEP2)
Endpoint 43% 62% 61%
Change from baseline 5% 21%° 29%° <.001
Maintenance of Erection (SEP3)
Endpoint 28% 46% 41%
Change from baseline 8% 26%° 25%° <.001

¥ Statistically significantly different from placebo.

14.3 CIALIS 5 mg for Once Daily Use for Benign Prostatic Hyperplasia (BPH)

The efficacy and safety of CIALIS for once daily use for the treatment of the signs and symptoms of BPH was
evaluated in 3 randomized, multinational, double-blinded, placebo-controlled, parallel-design, efficacy and safety studies
of 12 weeks duration. Two of these studies were in men with BPH and one study was specific to men with both ED and
BPH [see Clinical Studies (14.4)]. The first study (Study J) randomized 1058 patients to receive either CIALIS 2.5 mg,

5 mg, 10 mg or 20 mg for once daily use or placebo. The second study (Study K) randomized 325 patients to receive
either CIALIS 5 mg for once daily use or placebo. The full study population was 87% White, 2% Black, 11% other races;
15% was of Hispanic ethnicity. Patients with multiple co-morbid conditions such as diabetes mellitus, hypertension, and
other cardiovascular disease were included.

The primary efficacy endpoint in the two studies that evaluated the effect of CIALIS for the signs and symptoms of
BPH was the International Prostate Symptom Score (IPSS), a four week recall questionnaire that was administered at the
beginning and end of a placebo run-in period and subsequently at follow-up visits after randomization. The IPSS assesses
the severity of irritative (frequency, urgency, nocturia) and obstructive symptoms (incomplete emptying, stopping and
starting, weak stream, and pushing or straining), with scores ranging from 0 to 35; higher numeric scores representing
greater severity. Maximum urinary flow rate (Qma), an objective measure of urine flow, was assessed as a secondary
efficacy endpoint in Study J and as a safety endpoint in Study K.

The results for BPH patients with moderate to severe symptoms and a mean age of 63.2 years (range 44 to 87)
who received either CIALIS 5 mg for once daily use or placebo (N=748) in Studies J and K are shown in Table 19 and

Figures 5 and 6, respectively.

In each of these 2 trials, CIALIS 5 mg for once daily use resulted in statistically significant improvement in the total
IPSS compared to placebo. Mean total IPSS showed a decrease starting at the first scheduled observation (4 weeks) in
Study K and remained decreased through 12 weeks.

Table 19: Mean IPSS Changes in BPH Patients in Two CIALIS for Once Daily Use Studies

Study J Study K
Placebo CIALIS Placebo CIALIS
6§ mg 5 mg
(N=205) (N=205) p-value (N=164) (N=160) p-value
Total Symptom Score (IPSS)
Baseline 17.1 17.3 16.6 17.1
Change from Baseline to Week 12 -2.2 -4.8 <.001 -3.6 -5.6 .004
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Figure 5: Mean IPSS Changes in BPH Patients by Visit in Study J
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Figure 6: Mean IPSS Changes in BPH Patients by Visit in Study K

In Study J, the effect of CIALIS 5 mg once daily on maximum urinary flow rate (Qmax) was evaluated as a
secondary efficacy endpoint. Mean Q. increased from baseline in both the treatment and placebo groups (CIALIS 5 mg:
1.6 mL/sec, placebo: 1.2 mL/sec); however, these changes were not significantly different between groups.

In Study K, the effect of CIALIS 5 mg once daily on Qn.x Was evaluated as a safety endpoint. Mean Qn., increased
from baseline in both the treatment and placebo groups (CIALIS 5 mg: 1.6 mL/sec, placebo: 1.1 mL/sec); however, these
changes were not significantly different between groups.

Efficacy Results in Patients with BPH initiating CIALIS and Finasteride — CIALIS for once daily use initiated
together with finasteride was shown to be effective in treating the signs and symptoms of BPH in men with an enlarged
prostate (>30 cc) for up to 26 weeks. This additional double-blinded, parallel-design study of 26 weeks duration
randomized 696 men to initiate either CIALIS 5 mg with finasteride 5 mg or placebo with finasteride 5 mg. The study
population had a mean age of 64 years (range 46-86). Patients with multiple co-morbid conditions such as erectile
dysfunction, diabetes mellitus, hypertension, and other cardiovascular disease were included.

CIALIS with finasteride demonstrated statistically significant improvement in the signs and symptoms of BPH
compared to placebo with finasteride, as measured by the total IPSS at 12 weeks, the primary study endpoint (see
Table 20). Key secondary endpoints demonstrated improvement in total IPSS starting at the first scheduled observation at
week 4 (CIALIS -4.0, placebo -2.3: p<.001) and the score remained decreased through 26 weeks (CIALIS -5.5,
placebo -4.5; p=.022). However, the magnitude of the treatment difference between placebo/finasteride and
CIALIS/finasteride decreased from 1.7 points at Week 4 to 1.0 point at Week 26, as shown in Table 20 and in Figure 7.
The incremental benefit of CIALIS beyond 26 weeks is unknown.

Table 20: Mean Total IPSS Changes in BPH Patients in a CIALIS for Once Daily Use Study Together with
Finasteride

Placebo and CIALIS 5mg and | Treatment
finasteride 5 mg finasteride 5 mg | difference




n N=350)" n N=345)" - §
Total Symptom Score (IPSS) l : ) I l (NE48) l | povalue
Baseline’ 349 17.4 344 17.1
Change from Baseline to Week 4° 340 -2.3 330 -4.0 -1.7 <.001
Change from Baseline to Week 12° 318 -3.8 317 -5.2 -1.4 .001
Change from Baseline to Week 26° | 295 -4.5 308 -5.5 -1.0 .022

# Qverall ITT population.
® Mixed model for repeated measurements.
¢ Unadjusted mean.
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Figure 7: Mean Total IPSS Changes By Visit in BPH Patients Taking CIALIS for Once Daily Use Together With
Finasteride

In the 404 patients who had both ED and BPH at baseline, changes in erectile function were assessed as key
secondary endpoints using the EF domain of the IIEF questionnaire. CIALIS with finasteride (N=203) was compared to
placebo with finasteride (N=201). A statistically significant improvement from baseline (CIALIS/finasteride 13.7,
placebo/finasteride 15.1) was observed at week 4 (CIALIS/finasteride 3.7, placebo/finasteride -1.1; p<.001), week 12
(CIALIS/finasteride 4.7, placebol/finasteride 0.6; p<.001), and week 26 (CIALIS/finasteride 4.7, placebo/finasteride 0.0;
p<.001).

14.4 CIALIS 5§ mg for Once Daily Use for ED and BPH

The efficacy and safety of CIALIS for once daily use for the treatment of ED, and the signs and symptoms of BPH,
in patients with both conditions was evaluated in one placebo-controlled, multinational, double-blind, parallel-arm study
which randomized 606 patients to receive either CIALIS 2.5 mg, 5 mg, for once daily use or placebo. ED severity ranged
from mild to severe and BPH severity ranged from moderate to severe. The full study population had a mean age of 63
years (range 45 to 83) and was 93% White, 4% Black, 3% other races; 16% were of Hispanic ethnicity. Patients with
multiple co-morbid conditions such as diabetes mellitus, hypertension, and other cardiovascular disease were included.

In this study, the co-primary endpoints were total IPSS and the Erectile Function (EF) domain score of the
International Index of Erectile Function (IIEF). One of the key secondary endpoints in this study was Question 3 of the
Sexual Encounter Profile diary (SEP3). Timing of sexual activity was not restricted relative to when patients took CIALIS.

The efficacy results for patients with both ED and BPH, who received either CIALIS 5 mg for once daily use or
placebo (N=408) are shown in Tables 21 and 22 and Figure 8.

CIALIS 5 mg for once daily use resulted in statistically significant improvements in the total IPSS and in the EF
domain of the IIEF questionnaire. CIALIS 5 mg for once daily use also resulted in statistically significant improvement in
SEP3. CIALIS 2.5 mg did not result in statistically significant improvement in the total IPSS.



Table 21: Mean IPSS and IIEF EF Domain Changes in the CIALIS 5 mg for Once Daily Use Study in Patients
with ED and BPH

26

Placebo CIALIS 5§ mg p-value
Total Symptom Score (IPSS)
(N=193) (N=206)
Baseline 18.2 18.5
Change from Baseline to Week 12 -3.8 -6.1 <.001
EF Domain Score (lIEF EF)
(N=188) (N=202)
Baseline 15.6 16.5
Endpoint 17.6 22.9
Change from Baseline to Week 12 1.9 6.5 <.001

Table 22: Mean SEP Question 3 Changes in the CIALIS 5 mg for Once Daily Use Study in Patients with ED and

BPH
Placebo CIALIS 5 mg
(N=187) (N=199) p-value
Maintenance of Erection (SEP3)
Baseline 36% 43%
Endpoint 48% 72%
Change from Baseline to Week 12 12% 32% <.001

CIALIS for once daily use resulted in improvement in the IPSS total score at the first scheduled observation

(week 2) and throughout the 12 weeks of treatment (see Figure 8).
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&

Figure 8: Mean IPSS Changes in ED/BPH Patients by Visit in Study L
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In this study, the effect of CIALIS 5 mg once daily on Qn.« Was evaluated as a safety endpoint. Mean Quax
increased from baseline in both the treatment and placebo groups (CIALIS 5 mg: 1.6 mL/sec, placebo: 1.2 mL/sec);
however, these changes were not significantly different between groups.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

CIALIS (tadalafil) is supplied as follows:

Four strengths of almond-shaped tablets are available in different sizes and different shades of yellow, and

supplied in the following package sizes:

2.5 mg tablets debossed with “C 2 1/2”
NDC 0002-4465-34

Blisters of 2 x 15
5 mg tablets debossed with “C 5”

Bottles of 30

NDC 0002-4462-30




Blisters of 2 x 15 NDC 0002-4462-34 27
10 mg tablets debossed with “C 10"

Bottles of 30 NDC 0002-4463-30
20 mg tablets debossed with “C 20"

Bottles of 30 NDC 0002-4464-30

16.2 Storage
Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room Temperature].
Keep out of reach of children.

17 PATIENT COUNSELING INFORMATION
“See FDA-approved patient labeling (Patient Information)”

17.1 Nitrates

Physicians should discuss with patients the contraindication of CIALIS with regular and/or intermittent use of
organic nitrates. Patients should be counseled that concomitant use of CIALIS with nitrates could cause blood pressure to
suddenly drop to an unsafe level, resulting in dizziness, syncope, or even heart attack or stroke.

Physicians should discuss with patients the appropriate action in the event that they experience anginal chest pain
requiring nitroglycerin following intake of CIALIS. In such a patient, who has taken CIALIS, where nitrate administration is
deemed medically necessary for a life-threatening situation, at least 48 hours should have elapsed after the last dose of
CIALIS before nitrate administration is considered. In such circumstances, nitrates should still only be administered under
close medical supervision with appropriate hemodynamic monitoring. Therefore, patients who experience anginal chest
pain after taking CIALIS should seek immediate medical attention [see Contraindications (4.1) and Warnings and
Precautions (5.1)].

17.2 Cardiovascular Considerations

Physicians should consider the potential cardiac risk of sexual activity in patients with preexisting cardiovascular
disease. Physicians should advise patients who experience symptoms upon initiation of sexual activity to refrain from
further sexual activity and seek immediate medical attention [see Warnings and Precautions (5.1)].

17.3 Concomitant Use with Drugs Which Lower Blood Pressure

Physicians should discuss with patients the potential for CIALIS to augment the blood-pressure-lowering effect of
alpha-blockers and antihypertensive medications [see Wamings and Precautions (5.6), Drug Interactions (7.1), and
Clinical Pharmacology (12.2)].

17.4 Potential for Drug Interactions When Taking CIALIS for Once Daily Use

Physicians should discuss with patients the clinical implications of continuous exposure to tadalafil when
prescribing CIALIS for once daily use, especially the potential for interactions with medications (e.g., nitrates, alpha-
blockers, antihypertensives and potent inhibitors of cytochrome P450 3A4) and with substantial consumption of alcohol.
[see Dosage and Administration (2.7), Warnings and Precautions (5.6), Drug Interactions (7.1, 7.2), Clinical
Pharmacology (12.2), and Clinical Studies (14.2)].

17.5 Priapism

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. Priapism, if not treated promptly, can result in irreversible damage
to the erectile tissue. Physicians should advise patients who have an erection lasting greater than 4 hours, whether painful
or not, to seek emergency medical attention.
17.6 Vision

Physicians should advise patients to stop use of all PDES5 inhibitors, including CIALIS, and seek medical attention
in the event of a 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
postmarketing in temporal association with the use of all PDE5 inhibitors. It is not possible to determine whether these
events are related directly to the use of PDES5 inhibitors or 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 PDES5 inhibitors [see Warnings and Precautions
(5.4) and Adverse Reactions (6.2)].
17.7 Sudden Hearing Loss

Physicians should advise patients to stop taking PDES5 inhibitors, including CIALIS, and seek prompt medical
attention in the event of sudden decrease or loss of hearing. These events, which may be accompanied by tinnitus and
dizziness, have been reported in temporal association to the intake of PDES5 inhibitors, including CIALIS. It is not possible
to determine whether these events are related directly to the use of PDES5 inhibitors or to other factors [see Adverse
Reactions (6.1, 6.2)].

17.8 Alcohol
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Patients should be made aware that both alcohol and CIALIS, a PDES inhibitor, act as mild vasodilators. When
mild vasodilators are taken in combination, blood-pressure-lowering effects of each individual compound may be
increased. Therefore, physicians should inform patients that substantial consumption of alcohol (e.g., 5 units or greater) in
combination with CIALIS can increase the potential for orthostatic signs and symptoms, including increase in heart rate,
decrease in standing blood pressure, dizziness, and headache [see Warnings and Precautions (5.9), Drug Interactions
(7.1), and Clinical Pharmacology (12.2)].

17.9 Sexually Transmitted Disease

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

17.10 Recommended Administration

Physicians should instruct patients on the appropriate administration of CIALIS to allow optimal use.

For CIALIS for use as needed in men with ED, patients should be instructed to take one tablet at least 30 minutes
before anticipated sexual activity. In most patients, the ability to have sexual intercourse is improved for up to 36 hours.

For CIALIS for once daily use in men with ED or ED/BPH, patients should be instructed to take one tablet at
approximately the same time every day without regard for the timing of sexual activity. Cialis is effective at improving
erectile function over the course of therapy.

For CIALIS for once daily use in men with BPH, patients should be instructed to take one tablet at approximately
the same time every day.
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

CIALIS 2.5 mg film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 2.5 mg tadalafil.

Excipient(s) with known effect:
Each coated tablet contains 87 mg of lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Light orange-yellow and almond shaped tablets, marked "C 2 %" on one side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of erectile dysfunction in adult males.

In order for tadalafil to be effective, sexual stimulation is required.
CIALIS is not indicated for use by women.

4.2 Posology and method of administration

Posology
Adult men

In general, the recommended dose is 10 mg taken prior to anticipated sexual activity and with or
without food.

In those patients in whom tadalafil 10 mg does not produce an adequate effect, 20 mg might be tried.
It may be taken at least 30 minutes prior to sexual activity.

The maximum dose frequency is once per day.

Tadalafil 10 and 20 mg is intended for use prior to anticipated sexual activity and it is not
recommended for continuous daily use.

In patients who anticipate a frequent use of CIALIS (i.e., at least twice weekly) a once daily regimen
with the lowest doses of CIALIS might be considered suitable, based on patient choice and the

physician’s judgement.

In these patients the recommended dose is 5 mg taken once a day at approximately the same time of
day. The dose may be decreased to 2.5 mg once a day based on individual tolerability.

The appropriateness of continued use of the daily regimen should be reassessed periodically.

Special populations




Elderly men
Dose adjustments are not required in elderly patients.

Men with renal impairment

Dose adjustments are not required in patients with mild to moderate renal impairment. For patients
with severe renal impairment 10 mg is the maximum recommended dose. Once-a-day dosing of
tadalafil is not recommended in patients with severe renal impairment. (see sections 4.4 and 5.2).

Men with hepatic impairment

The recommended dose of CIALIS is 10 mg taken prior to anticipated sexual activity and with or
without food. There is limited clinical data on the safety of CIALIS in patients with severe hepatic
impairment (Child-Pugh Class C); if prescribed, a careful individual benefit/risk evaluation should be
undertaken by the prescribing physician. There are no available data about the administration of doses
higher than 10 mg of tadalafil to patients with hepatic impairment. Once-a-day dosing has not been
evaluated in patients with hepatic impairment; therefore, if prescribed, a careful individual
benefit/risk evaluation should be undertaken by the prescribing physician. (see sections 4.4 and 5.2).

Men with diabetes
Dose adjustments are not required in diabetic patients.

Paediatric population
There is no relevant use of CIALIS in the paediatric population with regard to the treatment of erectile
dysfunction.

Method of administration
CIALIS is available as 2.5, 5, 10, and 20 mg film-coated tablets for oral use.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

In clinical studies, tadalafil was shown to augment the hypotensive effects of nitrates. This is thought
to result from the combined effects of nitrates and tadalafil on the nitric oxide/cGMP pathway.
Therefore, administration of CIALIS to patients who are using any form of organic nitrate is
contraindicated. (see section 4.5).

CIALIS, must not be used in men with cardiac disease for whom sexual activity is inadvisable.
Physicians should consider the potential cardiac risk of sexual activity in patients with pre-existing
cardiovascular disease.

The following groups of patients with cardiovascular disease were not included in clinical trials and

the use of tadalafil is therefore contraindicated:

- patients with myocardial infarction within the last 90 days,

- patients with unstable angina or angina occurring during sexual intercourse,

- patients with New York Heart Association Class 2 or greater heart failure in the last 6 months,

- patients with uncontrolled arrhythmias, hypotension (< 90/50 mm Hg), or uncontrolled
hypertension,

- patients with a stroke within the last 6 months.

CIALIS is contraindicated in patients who have loss of vision in one eye because of non-arteritic
anterior ischaemic optic neuropathy (NAION), regardless of whether this episode was in connection
or not with previous PDES5 inhibitor exposure (see section 4.4).

4.4 Special warnings and precautions for use

Before treatment with CIALIS




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. Tadalafil has vasodilator properties, resulting in mild and transient decreases in blood
pressure (see section 5.1) and as such potentiates the hypotensive effect of nitrates (see section 4.3).

The evaluation of erectile dysfunction should include a determination of potential underlying causes
and the identification of appropriate treatment following an appropriate medical assessment. It is not
known if CIALIS is effective in patients who have undergone pelvic surgery or radical non-nerve-
sparing prostatectomy.

Cardiovascular

Serious cardiovascular events, including myocardial infarction, sudden cardiac death, unstable angina
pectoris, ventricular arrhythmia, stroke, transient ischemic attacks, chest pain, palpitations and
tachycardia, have been reported either post marketing and/or in clinical trials. Most of the patients in
whom these events have been reported had pre-existing cardiovascular risk factors. However, it is not
possible to definitively determine whether these events are related directly to these risk factors, to
CIALIS, to sexual activity, or to a combination of these or other factors.

In patients receiving concomitant antihypertensive medicinal products, tadalafil may induce a blood
pressure decrease. When initiating daily treatment with tadalafil, appropriate clinical considerations
should be given to a possible dose adjustment of the antihypertensive therapy.

In patients who are taking alpha; blockers, concomitant administration of CIALIS may lead to
symptomatic hypotension in some patients (see section 4.5). The combination of tadalafil and
doxazosin is not recommended.

Vision

Visual defects and cases of NAION have been reported in connection with the intake of CIALIS and
other PDES inhibitors. The patient should be advised that in case of sudden visual defect, he should
stop taking CIALIS and consult a physician immediately (see section 4.3).

Renal and hepatic impairment

Due to increased tadalafil exposure (AUC), limited clinical experience and the lack of ability to
influence clearance by dialysis, once-a-day dosing of CIALIS is not recommended in patients with
severe renal impairment.

There is limited clinical data on the safety of single-dose administration of CIALIS in patients with
severe hepatic insufficiency (Child-Pugh Class C). Once-a-day administration has not been evaluated
in patients with hepatic insufficiency. If CIALIS is prescribed, a careful individual benefit/risk
evaluation should be undertaken by the prescribing physician.

Priapism and anatomical deformation of the penis

Patients who experience erections lasting 4 hours or more should be instructed to seek immediate
medical assistance. If priapism is not treated immediately, penile tissue damage and permanent loss of
potency may result.

CIALIS, 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).

Use with CYP3A4 inhibitors




Caution should be exercised when prescribing CIALIS to patients using potent CYP3A4 inhibitors
(ritonavir, saquinavir, ketoconazole, itraconazole, and erythromycin) as increased tadalafil exposure
(AUC) has been observed if the medicinal products are combined (see section 4.5).

CIALIS and other treatments for erectile dysfunction

The safety and efficacy of combinations of CIALIS and other PDES inhibitors or other treatments for
erectile dysfunction have not been studied. The patients should be informed not to take CIALIS in
such combinations.

Lactose
CIALIS contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction studies were conducted with 10 mg and/or 20 mg tadalafil, as indicated below. With
regard to those interaction studies where only the 10 mg tadalafil dose was used, clinically relevant
interactions at higher doses cannot be completely ruled out.

Effects of other substances on tadalafil

Cytochrome P450 inhibitors

Tadalafil is principally metabolised by CYP3A4. A selective inhibitor of CYP3A4, ketoconazole
(200 mg daily), increased tadalafil (10 mg) exposure (AUC) 2-fold and C,.x by 15 %, relative to the
AUC and C,, values for tadalafil alone. Ketoconazole (400 mg daily) increased tadalafil (20 mg)
exposure (AUC) 4-fold and C,,,x by 22 %. Ritonavir, a protease inhibitor (200 mg twice daily), which
is an inhibitor of CYP3A4, CYP2C9, CYP2C19, and CYP2D6, increased tadalafil (20 mg)

exposure (AUC) 2-fold with no change in C,,. Although specific interactions have not been studied,
other protease inhibitors, such as saquinavir, and other CYP3A4 inhibitors, such as erythromycin,
clarithromycin, itraconazole and grapefruit juice should be co-administered with caution as they
would be expected to increase plasma concentrations of tadalafil (see section 4.4).

Consequently the incidence of the adverse reactions listed in section 4.8 might be increased.

Transporters
The role of transporters (for example p-glycoprotein) in the disposition of tadalafil is not known.
Therefore there is the potential of drug interactions mediated by inhibition of transporters.

Cytochrome P450 inducers

A CYP3A4 inducer, rifampicin, reduced tadalafil AUC by 88 %, relative to the AUC values for
tadalafil alone (10 mg). This reduced exposure can be anticipated to decrease the efficacy of tadalafil;
the magnitude of decreased efficacy is unknown. Other inducers of CYP3A4 such as phenobarbital,
phenytoin and carbamazepine, may also decrease plasma concentrations of tadalafil.

Effects of tadalafil on other medicinal products

Nitrates

In clinical studies, tadalafil (5, 10 and 20 mg) was shown to augment the hypotensive effects of
nitrates. Therefore, administration of CIALIS to patients who are using any form of organic nitrate is
contraindicated (see section 4.3). Based on the results of a clinical study in which 150 subjects
receiving daily doses of tadalafil 20 mg for 7 days and 0.4 mg sublingual nitroglycerin at various
times, this interaction lasted for more than 24 hours and was no longer detectable when 48 hours had
elapsed after the last tadalafil dose. Thus, in a patient prescribed any dose of CIALIS (2.5 mg-20 mg),
where nitrate administration is deemed medically necessary in a life-threatening situation, at least 48
hours should have elapsed after the last dose of CIALIS before nitrate administration is considered. In
such circumstances, nitrates should only be administered under close medical supervision with
appropriate haemodynamic monitoring.



Anti-hypertensives (including calcium channel blockers)

The co-administration of doxazosin (4 and 8 mg daily) and tadalafil (5 mg daily dose and 20 mg as a
single dose) increases the blood pressure-lowering effect of this alpha-blocker in a significant manner.
This effect lasts at least twelve hours and may be symptomatic, including syncope. Therefore this
combination is not recommended (see section 4.4).

In interaction studies performed in a limited number of healthy volunteers, these effects were not
reported with alfuzosin or tamsulosin. However, caution should be exercised when using tadalafil in
patients treated with any alpha-blockers, and notably in the elderly. Treatments should be initiated at
minimal dosage and progressively adjusted.

In clinical pharmacology studies, the potential for tadalafil to augment the hypotensive effects of
antihypertensive medicinal products was examined. Major classes of antihypertensive medicinal
products were studied, including calcium channel blockers (amlodipine), angiotensin converting
enzyme (ACE) inhibitors (enalapril), beta-adrenergic receptor blockers (metoprolol), thiazide
diuretics (bendrofluazide), and angiotensin II receptor blockers (various types and doses, alone or in
combination with thiazides, calcium channel blockers, beta-blockers, and/or alpha-blockers). Tadalafil
(10 mg except for studies with angiotensin II receptor blockers and amlodipine in which a 20 mg dose
was applied) had no clinically significant interaction with any of these classes. In another clinical
pharmacology study tadalafil (20 mg) was studied in combination with up to 4 classes of
antihypertensives. In subjects taking multiple antihypertensives, the ambulatory-blood-pressure
changes appeared to relate to the degree of blood-pressure control. In this regard, study subjects
whose blood pressure was well controlled, the reduction was minimal and similar to that seen in
healthy subjects. In study subjects whose blood pressure was not controlled, the reduction was greater
although this reduction was not associated with hypotensive symptoms in the majority of subjects. In
patients receiving concomitant antihypertensive medicinal products, tadalafil 20 mg may induce a
blood pressure decrease, which (with the exception of alpha blockers -see above-) is, in general,
minor and not likely to be clinically relevant. Analysis of phase 3 clinical trial data showed no
difference in adverse events in patients taking tadalafil with or without antihypertensive medicinal
products. However, appropriate clinical advice should be given to patients regarding a possible
decrease in blood pressure when they are treated with antihypertensive medicinal products.

5- alpha reductase inhibitors

In a clinical trial that compared tadalafil 5 mg coadministered with finasteride 5 mg to placebo plus
finasteride 5 mg in the relief of BPH symptoms, no new adverse reactions were identified. However,
as a formal drug-drug interaction study evaluating the effects of tadalafil and 5-alpha reductase
inhibitors (5-ARIs) has not been performed, caution should be exercised when tadalafil is co-
administered with 5-ARIs.

CYP1A2 substrates (e.g. theophylline)

When tadalafil 10 mg was administered with theophylline (a non-selective phosphodiesterase
inhibitor) in a clinical pharmacology study, there was no pharmacokinetic interaction. The only
pharmacodynamic effect was a small (3.5 bpm) increase in heart rate. Although this effect is minor
and was of no clinical significance in this study, it should be considered when co-administering these
medicinal products.

Ethinylestradiol and terbutaline

Tadalafil has been demonstrated to produce an increase in the oral bioavailability of ethinylestradiol;
a similar increase may be expected with oral administration of terbutaline, although the clinical
consequence of this is uncertain.

Alcohol

Alcohol concentrations (mean maximum blood concentration 0.08 %) were not affected by co-
administration with tadalafil (10 mg or 20 mg). In addition, no changes in tadalafil concentrations
were seen 3 hours after co-administration with alcohol. Alcohol was administered in a manner to
maximise the rate of alcohol absorption (overnight fast with no food until 2 hours after alcohol).
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Tadalafil (20 mg) did not augment the mean blood pressure decrease produced by alcohol (0.7 g/kg or
approximately 180 ml of 40 % alcohol [vodka] in an 80-kg male) but in some subjects, postural
dizziness and orthostatic hypotension were observed. When tadalafil was administered with lower
doses of alcohol (0.6 g/kg), hypotension was not observed and dizziness occurred with similar
frequency to alcohol alone. The effect of alcohol on cognitive function was not augmented by
tadalafil (10 mg).

Cytochrome P450 metabolised medicinal products

Tadalafil is not expected to cause clinically significant inhibition or induction of the clearance of
medicinal products metabolised by CYP450 isoforms. Studies have confirmed that tadalafil does not
inhibit or induce CYP450 isoforms, including CYP3A4, CYP1A2, CYP2D6, CYP2E1, CYP2C9 and
CYP2C19.

CYP2C9 substrates (e.g. R-warfarin)

Tadalafil (10 mg and 20 mg) had no clinically significant effect on exposure (AUC) to S-warfarin or
R-warfarin (CYP2C9 substrate), nor did tadalafil affect changes in prothrombin time induced by
warfarin.

Aspirin
Tadalafil (10 mg and 20 mg) did not potentiate the increase in bleeding time caused by acetyl salicylic
acid.

Antidiabetic medicinal products
Specific interaction studies with antidiabetic medicinal products were not conducted.

4.6 Fertility, pregnancy and lactation

CIALIS is not indicated for use by women.

Pregnancy
There are limited data from the use of tadalafil in pregnant women. Animal studies do not indicate

direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development,
parturition or postnatal development (see section 5.3). As a precautionary measure, it is preferable to
avoid the use of CIALIS during pregnancy.

Breastfeeding
Available pharmacodynamic/toxicological data in animals have shown excretion of tadalafil in milk.

A risk to the suckling child cannot be excluded. CIALIS should not be used during breast feeding.

Fertility
Effects were seen in dogs that might indicate impairment of fertility. Two subsequent clinical studies
suggest that this effect is unlikely in humans, although a decrease in sperm concentration was seen in

some men (see sections 5.1 and 5.3).
4.7 Effects on ability to drive and use machines
CIALIS has negligible influence on the ability to drive or use machines. Although the frequency of

reports of dizziness in placebo and tadalafil arms in clinical trials was similar, patients should be
aware of how they react to CIALIS, before driving or using machines.

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions in patients taking CIALIS for the treatment of erectile
dysfunction or benign prostatic hyperplasia were headache, dyspepsia, back pain and myalgia, in
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which the incidences increase with increasing dose of CIALIS. The adverse reactions reported were
transient, and generally mild or moderate. The majority of headaches reported with CIALIS once-a-
day dosing are experienced within the first 10 to 30 days of starting treatment.

Tabulated summary of adverse reactions

The table below lists the adverse reactions observed from spontaneous reporting and in placebo-
controlled clinical trials (comprising a total of 7116 patients on CIALIS and 3718 patients on placebo)
for on-demand and once-a-day treatment of erectile dysfunction and the once-a-day treatment of
benign prostatic hyperplasia.

Frequency convention: very common (>1/10), common (>1/100 to <1/10), uncommon (=1/1000 to
<1/100), rare (>1/10,000 to <1/1,000) and very rare (<1/10,000) and not known (cannot be estimated
from the available data).

Very common Common Uncommon Rare
Immune system disorders
Hypersensitivity | Angioedema’
reactions
Nervous system disorders
Headache Dizziness Stroke'
(including
haemorrhagic
events), Syncope,
Transient
ischaemic
attacks',
Migraine’,
Seizures,
Transient
amnesia
Eye disorders
Blurred vision, Visual field
Sensations defect, Swelling
described as eye | of eyelids,
pain Conjunctival
hyperaemia,

Non-arteritic
anterior ischemic
optic neuropathy
(NAION)?,
Retinal vascular
occlusion’

Ear and labyrinth disorders

Tinnitus

Sudden hearing
loss

Cardiac disorders

Tachycardia,
Palpitations

Myocardial
infarction,
Unstable angina
pectoris?,
Ventricular
arrhythmia®

Vascular disorders




Flushing Hypotension®,
Hypertension
Respiratory, thoracic and mediastinal disorders
Nasal congestion | Dyspnoea,
Epistaxis

Gastrointestinal disorders

Dyspepsia, Abdominal pain
Gastro-
oesophageal
reflux
Skin and subcutaneous tissue disorders
Rash, Urticaria,
Hyperhydrosis Stevens-Johnson
(sweating) syndrome?’,
Exfoliative
dermatitis’,
Musculoskeletal, connective tissue and bone disorders
Back pain,
Myalgia, Pain in
extremity
Renal and urinary disorders
| " | Haematuria
Reproductive system and breast disorders
Penile Prolonged
haemorrhage, erections,
Haematospermia | Priapism’

General disorders and administration site conditions

Chest pain’

Facial oedema®,

Sudden cardiac
death"?

(1) Most of the patients had pre-existing cardiovascular risk factors (see section 4.4).

(2) Postmarketing surveillance reported adverse reactions not observed in placebo-controlled clinical
trials.

(3) More commonly reported when tadalafil is given to patients who are already taking
antihypertensive medicinal products.

Description of selected adverse reactions

A slightly higher incidence of ECG abnormalities, primarily sinus bradycardia, has been reported in
patients treated with tadalafil once a day as compared with placebo. Most of these ECG abnormalities
were not associated with adverse reactions.

Other special populations

Data in patients over 65 years of age receiving tadalafil in clinical trials, either for the treatment of
erectile dysfunction or the treatment of benign prostatic hyperplasia, are limited. In clinical trials with
tadalafil Smg taken once a day for the treatment of benign prostatic hyperplasia, dizziness and
diarrhoea were reported more frequently in patients over 75 years of age.

4.9 Overdose

Single doses of up to 500 mg have been given to healthy subjects, and multiple daily doses up to
100 mg have been given to patients. Adverse events were similar to those seen at lower doses.

In cases of overdose, standard supportive measures should be adopted as required. Haemodialysis
contributes negligibly to tadalafil elimination.



5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Urologicals, Drugs used in erectile dysfunction, ATC Code: GO4BEOS.

Mechanism of action

Tadalafil is a selective, reversible inhibitor of cyclic guanosine monophosphate (cGMP)-specific
phosphodiesterase type 5 (PDE5). When sexual stimulation causes the local release of nitric oxide,
inhibition of PDES5 by tadalafil produces increased levels of cGMP in the corpus cavernosum. This
results in smooth muscle relaxation and inflow of blood into the penile tissues, thereby producing an
erection. Tadalafil has no effect in the absence of sexual stimulation.

Pharmacodynamic effects
Studies in vitro have shown that tadalafil is a selective inhibitor of PDES. PDES is an enzyme found

in corpus cavernosum smooth muscle, vascular and visceral smooth muscle, skeletal muscle, platelets,
kidney, lung, and cerebellum. The effect of tadalafil is more potent on PDES than on other
phosphodiesterases. Tadalafil is > 10,000-fold more potent for PDES than for PDE1, PDE2, and
PDE4 enzymes which are found in the heart, brain, blood vessels, liver, and other organs. Tadalafil is
> 10,000-fold more potent for PDES than for PDE3, an enzyme found in the heart and blood vessels.
This selectivity for PDES over PDE3 is important because PDE3 is an enzyme involved in cardiac
contractility. Additionally, tadalafil is approximately 700-fold more potent for PDES than for PDES,
an enzyme which is found in the retina and is responsible for phototransduction. Tadalafil is also

> 10,000-fold more potent for PDES than for PDE7 through PDE10.

Clinical efficacy and safety

Three clinical studies were conducted in 1054 patients in an at-home setting to define the period of
responsiveness to CIALIS on demand. Tadalafil demonstrated statistically significant improvement in
erectile function and the ability to have successful sexual intercourse up to 36 hours following dosing,
as well as patients’ ability to attain and maintain erections for successful intercourse compared to
placebo as early as 16 minutes following dosing.

Tadalafil administered to healthy subjects produced no significant difference compared to placebo in
supine systolic and diastolic blood pressure (mean maximal decrease of 1.6/0.8 mm Hg, respectively),
in standing systolic and diastolic blood pressure (mean maximal decrease of 0.2/4.6 mm Hg,
respectively), and no significant change in heart rate.

In a study to assess the effects of tadalafil on vision, no impairment of colour discrimination
(blue/green) was detected using the Farnsworth-Munsell 100-hue test. This finding is consistent with
the low affinity of tadalafil for PDE6 compared to PDE5. Across all clinical studies, reports of
changes in colour vision were rare (< 0.1 %).

Three studies were conducted in men to assess the potential effect on spermatogenesis of CIALIS
10 mg (one 6-month study) and 20 mg (one 6-month and one 9-month study) administered daily. In
two of these studies decreases were observed in sperm count and concentration related to tadalafil
treatment of unlikely clinical relevance. These effects were not associated with changes in other
parameters such as motility, morphology and FSH.

Tadalafil at doses of 2.5, 5, and 10 mg taken once a day was initially evaluated in 3 clinical studies
involving 853 patients of various ages (range 21-82 years) and ethnicities, with erectile dysfunction of
various severities (mild, moderate, severe) and etiologies. In the two primary efficacy studies of
general populations, the mean per-subject proportion of successful intercourse attempts were 57 and
67 % on CIALIS 5 mg, 50 % on CIALIS 2.5 mg as compared to 31 and 37 % with placebo. In the
study in patients with erectile dysfunction secondary to diabetes, the mean per-subject proportion of
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successful attempts were 41 and 46 % on CIALIS 5 mg and 2.5 mg, respectively, as compared to 28 %
with placebo. Most patients in these three studies were responders to previous on-demand treatment
with PDES inhibitors. In a subsequent study, 217 patients who were treatment-naive to PDES
inhibitors were randomized to CIALIS 5 mg once a day vs. placebo. The mean per-subject proportion
of successful sexual intercourse attempts was 68 % for CIALIS patients compared to 52 % for patients
on placebo.

In a 12-week study performed in 186 patients (142 tadalafil, 44 placebo) with erectile dysfunction
secondary to spinal cord injury, tadalafil significantly improved the erectile function leading to a
mean per-subject proportion of successful attempts in patients treated with tadalafil 10 or 20 mg
(flexible-dose, on demand) of 48 % as compared to 17 % with placebo.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies in all
subsets of the paediatric population in the treatment of the erectile dysfunction. See section 4.2 for
information on paediatric use.

5.2 Pharmacokinetic properties

Absorption
Tadalafil is readily absorbed after oral administration and the mean maximum observed plasma

concentration (Cy,y) is achieved at a median time of 2 hours after dosing. Absolute bioavailability of
tadalafil following oral dosing has not been determined.

The rate and extent of absorption of tadalafil are not influenced by food, thus CIALIS may be taken
with or without food. The time of dosing (morning versus evening) had no clinically relevant effects
on the rate and extent of absorption.

Distribution

The mean volume of distribution is approximately 63 1, indicating that tadalafil is distributed into
tissues. At therapeutic concentrations, 94 % of tadalafil in plasma is bound to proteins. Protein
binding is not affected by impaired renal function.

Less than 0.0005 % of the administered dose appeared in the semen of healthy subjects.

Biotransformation

Tadalafil is predominantly metabolised by the cytochrome P450 (CYP) 3A4 isoform. The major
circulating metabolite is the methylcatechol glucuronide. This metabolite is at least 13,000-fold less
potent than tadalafil for PDES. Consequently, it is not expected to be clinically active at observed
metabolite concentrations.

Elimination

The mean oral clearance for tadalafil is 2.5 1/h and the mean half-life is 17.5 hours in healthy subjects.
Tadalafil is excreted predominantly as inactive metabolites, mainly in the faeces (approximately 61 %
of the dose) and to a lesser extent in the urine (approximately 36 % of the dose).

Linearity/non-linearity

Tadalafil pharmacokinetics in healthy subjects are linear with respect to time and dose. Over a dose
range of 2.5 to 20 mg, exposure (AUC) increases proportionally with dose. Steady-state plasma
concentrations are attained within 5 days of once-daily dosing.

Pharmacokinetics determined with a population approach in patients with erectile dysfunction are
similar to pharmacokinetics in subjects without erectile dysfunction.

Special populations

Elderly
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Healthy elderly subjects (65 years or over), had a lower oral clearance of tadalafil, resulting in 25 %
higher exposure (AUC) relative to healthy subjects aged 19 to 45 years. This effect of age is not
clinically significant and does not warrant a dose adjustment.

Renal insufficiency

In clinical pharmacology studies using single-dose tadalafil (5 to 20 mg), tadalafil exposure (AUC)
approximately doubled in subjects with mild (creatinine clearance 51 to 80 ml/min) or moderate
(creatinine clearance 31 to 50 ml/min) renal impairment and in subjects with end-stage renal disease
on dialysis. In haemodialysis patients, Cy. was 41 % higher than that observed in healthy subjects.
Haemodialysis contributes negligibly to tadalafil elimination.

Hepatic insufficiency

Tadalafil exposure (AUC) in subjects with mild and moderate hepatic impairment (Child-Pugh Class
A and B) is comparable to exposure in healthy subjects when a dose of 10 mg is administered. There
is limited clinical data on the safety of CIALIS in patients with severe hepatic insufficiency (Child-
Pugh Class C). There are no available data about the administration of once-a-day dosing of tadalafil
to patients with hepatic impairment. If CIALIS is prescribed once-a-day, a careful individual
benefit/risk evaluation should be undertaken by the prescribing physician.

Patients with diabetes
Tadalafil exposure (AUC) in patients with diabetes was approximately 19 % lower than the AUC
value for healthy subjects. This difference in exposure does not warrant a dose adjustment.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, and toxicity to
reproduction.

There was no evidence of teratogenicity, embryotoxicity or foetotoxicity in rats or mice that received
up to 1000 mg/kg/day tadalafil. In a rat prenatal and postnatal development study, the no observed
effect dose was 30 mg/kg/day. In the pregnant rat the AUC for calculated free drug at this dose was
approximately 18 times the human AUC at a 20 mg dose.

There was no impairment of fertility in male and female rats. In dogs given tadalafil daily for 6 to 12
months at doses of 25 mg/kg/day (resulting in at least a 3-fold greater exposure [range 3.7 — 18.6] than
seen in humans given a single 20 mg dose) and above, there was regression of the seminiferous
tubular epithelium that resulted in a decrease in spermatogenesis in some dogs. See also section 5.1.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

lactose monohydrate,
croscarmellose sodium,
hydroxypropylcellulose,
microcrystalline cellulose,
sodium laurilsulfate,
magnesium stearate.

Film-coat:

lactose monohydrate,
hypromellose,

triacetin,

titanium dioxide (E171),
iron oxide yellow (E172),
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iron oxide red (E172),
talc.

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

Store in the original package in order to protect from moisture. Do not store above 30°C.
6.5 Nature and contents of container

Aluminium/PVC/PE/PCTFE blisters in cartons of 28 film-coated tablets.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Eli Lilly Nederland B.V.

Grootslag 1-5, NL-3991 RA, Houten

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/02/237/006

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 12 November 2002
Date of last renewal: 12 November 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http:/www.ema.europa.eu.
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1. NAME OF THE MEDICINAL PRODUCT

CIALIS 5 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 5 mg tadalafil.

Excipient(s) with known effect:
Each coated tablet contains 121 mg lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Light yellow and almond shaped tablets, marked "C 5" on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Treatment of erectile dysfunction in adult males.

In order for tadalafil to be effective for the treatment of erectile dysfunction, sexual stimulation is
required.

Treatment of the signs and symptoms of benign prostatic hyperplasia in adult males.
CIALIS is not indicated for use by women.

4.2 Posology and method of administration

Posology
Erectile dysfunction in adult men

In general, the recommended dose is 10 mg taken prior to anticipated sexual activity and with or
without food.

In those patients in whom tadalafil 10 mg does not produce an adequate effect, 20 mg might be tried.
It may be taken at least 30 minutes prior to sexual activity.

The maximum dose frequency is once per day.

Tadalafil 10 and 20 mg is intended for use prior to anticipated sexual activity and it is not
recommended for continuous daily use.

In patients who anticipate a frequent use of CIALIS (i.e., at least twice weekly) a once daily regimen
with the lowest doses of CIALIS might be considered suitable, based on patient choice and the

physician’s judgement.

In these patients the recommended dose is 5 mg taken once a day at approximately the same time of
day. The dose may be decreased to 2.5 mg once a day based on individual tolerability.
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The appropriateness of continued use of the daily regimen should be reassessed periodically.

Benign prostatic hyperplasia in adult men

The recommended dose is 5 mg, taken at approximately the same time every day with or without food.
For adult men being treated for both benign prostatic hyperplasia and erectile dysfunction the
recommended dose is also 5 mg taken at approximately the same time every day. Patients who are
unable to tolerate tadalafil 5 mg for the treatment of benign prostatic hyperplasia should consider an
alternative therapy as the efficacy of tadalafil 2.5mg for the treatment of benign prostatic hyperplasia
has not been demonstrated.

Special populations
Elderly men
Dose adjustments are not required in elderly patients.

Men with renal impairment
Dose adjustments are not required in patients with mild to moderate renal impairment. For patients
with severe renal impairment 10 mg is the maximum recommended dose for on-demand treatment.

Once-a-day dosing of 2.5 or 5 mg tadalafil both for the treatment of erectile dysfunction or benign
prostatic hyperplasia is not recommended in patients with severe renal impairment. (see sections 4. 4
and 5.2).

Men with hepatic impairment

For the treatment of erectile dysfunction using on-demand CIALIS the recommended dose of CIALIS
is 10 mg taken prior to anticipated sexual activity and with or without food. There is limited clinical
data on the safety of CIALIS in patients with severe hepatic impairment (Child-Pugh Class C); if
prescribed, a careful individual benefit/risk evaluation should be undertaken by the prescribing
physician. There are no available data about the administration of doses higher than 10 mg of tadalafil
to patients with hepatic impairment.

Once-a-day dosing of CIALIS both for the treatment of erectile dysfunction and benign prostatic
hyperplasia has not been evaluated in patients with hepatic impairment; therefore, if prescribed, a
careful individual benefit/risk evaluation should be undertaken by the prescribing physician. (see
sections 4.4 and 5.2).

Men with diabetes
Dose adjustments are not required in diabetic patients.

Paediatric population
There is no relevant use of CIALIS in the paediatric population with regard to the treatment of erectile

dysfunction.

Method of administration
CIALIS is available as 2.5, 5, 10, and 20 mg film-coated tablets for oral use.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

In clinical studies, tadalafil was shown to augment the hypotensive effects of nitrates. This is thought
to result from the combined effects of nitrates and tadalafil on the nitric oxide/cGMP pathway.

Therefore, administration of CIALIS to patients who are using any form of organic nitrate is
contraindicated. (see section 4.5).
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CIALIS, must not be used in men with cardiac disease for whom sexual activity is inadvisable.
Physicians should consider the potential cardiac risk of sexual activity in patients with pre-existing
cardiovascular disease.

The following groups of patients with cardiovascular disease were not included in clinical trials and

the use of tadalafil is therefore contraindicated:

- patients with myocardial infarction within the last 90 days,

- patients with unstable angina or angina occurring during sexual intercourse,

- patients with New York Heart Association Class 2 or greater heart failure in the last 6 months,

- patients with uncontrolled arrhythmias, hypotension (< 90/50 mm Hg), or uncontrolled
hypertension,

- patients with a stroke within the last 6 months.

CIALIS is contraindicated in patients who have loss of vision in one eye because of non-arteritic
anterior ischaemic optic neuropathy (NAION), regardless of whether this episode was in connection
or not with previous PDES inhibitor exposure (see section 4.4).

4.4 Special warnings and precautions for use

Before treatment with CIALIS

A medical history and physical examination should be undertaken to diagnose erectile dysfunction or
benign prostatic hyperplasia 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. Tadalafil has vasodilator properties, resulting in mild and transient decreases in blood
pressure (see section 5.1) and as such potentiates the hypotensive effect of nitrates (see section 4.3).

Prior to initiating treatment with tadalafil for benign prostatic hyperplasia patients should be
examined to rule out the presence of carcinoma of the prostate and carefully assessed for
cardiovascular conditions (see section 4.3).

The evaluation of erectile dysfunction should include a determination of potential underlying causes
and the identification of appropriate treatment following an appropriate medical assessment. It is not
known if CIALIS is effective in patients who have undergone pelvic surgery or radical non-nerve-
sparing prostatectomy.

Cardiovascular

Serious cardiovascular events, including myocardial infarction, sudden cardiac death, unstable angina
pectoris, ventricular arrhythmia, stroke, transient ischemic attacks, chest pain, palpitations and
tachycardia, have been reported either post marketing and/or in clinical trials. Most of the patients in
whom these events have been reported had pre-existing cardiovascular risk factors. However, it is not
possible to definitively determine whether these events are related directly to these risk factors, to
CIALLIS, to sexual activity, or to a combination of these or other factors.

In patients receiving concomitant antihypertensive medicinal products, tadalafil may induce a blood
pressure decrease. When initiating daily treatment with tadalafil, appropriate clinical considerations
should be given to a possible dose adjustment of the antihypertensive therapy.

In patients who are taking alpha; blockers, concomitant administration of CIALIS may lead to
symptomatic hypotension in some patients (see section 4.5). The combination of tadalafil and

doxazosin is not recommended.

Vision
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Visual defects and cases of NAION have been reported in connection with the intake of CIALIS and
other PDES inhibitors. The patient should be advised that in case of sudden visual defect, he should
stop taking CIALIS and consult a physician immediately (see section 4.3).

Renal and hepatic impairment

Due to increased tadalafil exposure (AUC), limited clinical experience and the lack of ability to
influence clearance by dialysis, once-a-day dosing of CIALIS is not recommended in patients with
severe renal impairment.

There are limited clinical data on the safety of single-dose administration of CIALIS in patients with
severe hepatic insufficiency (Child-Pugh Class C). Once-a-day administration either for the treatment
of erectile dysfunction or benign prostatic hyperplasia has not been evaluated in patients with hepatic
insufficiency. If CIALIS is prescribed, a careful individual benefit/risk evaluation should be
undertaken by the prescribing physician.

Priapism and anatomical deformation of the penis '

Patients who experience erections lasting 4 hours or more should be instructed to seek immediate
medical assistance. If priapism is not treated immediately, penile tissue damage and permanent loss of
potency may result.

CIALIS, 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).

Use with CYP3A4 inhibitors

Caution should be exercised when prescribing CIALIS to patients using potent CYP3A4 inhibitors
(ritonavir, saquinavir, ketoconazole, itraconazole, and erythromycin) as increased tadalafil exposure
(AUC) has been observed if the medicinal products are combined (see section 4.5).

CIALIS and other treatments for erectile dysfunction

The safety and efficacy of combinations of CIALIS and other PDES inhibitors or other treatments for
erectile dysfunction have not been studied. The patients should be informed not to take CIALIS in
such combinations.

Lactose
CIALIS contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction studies were conducted with 10 mg and/or 20 mg tadalafil, as indicated below. With
regard to those interaction studies where only the 10 mg tadalafil dose was used, clinically relevant
interactions at higher doses cannot be completely ruled out.

Effects of other substances on tadalafil

Cytochrome P450 inhibitors

Tadalafil is principally metabolised by CYP3A4. A selective inhibitor of CYP3A4, ketoconazole
(200 mg daily), increased tadalafil (10 mg) exposure (AUC) 2-fold and C,,x by 15 %, relative to the
AUC and C, values for tadalafil alone. Ketoconazole (400 mg daily) increased tadalafil (20 mg)
exposure (AUC) 4-fold and Cpay by 22 %. Ritonavir, a protease inhibitor (200 mg twice daily), which
is an inhibitor of CYP3A4, CYP2C9, CYP2C19, and CYP2D6, increased tadalafil (20 mg)

exposure (AUC) 2-fold with no change in Cp,y. Although specific interactions have not been studied,
other protease inhibitors, such as saquinavir, and other CYP3A4 inhibitors, such as erythromycin,
clarithromycin, itraconazole and grapefruit juice should be co-administered with caution as they
would be expected to increase plasma concentrations of tadalafil (see section 4.4).
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Consequently the incidence of the adverse reactions listed in section 4.8 might be increased.

Transporters
The role of transporters (for example p-glycoprotein) in the disposition of tadalafil is not known.
Therefore there is the potential of drug interactions mediated by inhibition of transporters.

Cytochrome P450 inducers

A CYP3A4 inducer, rifampicin, reduced tadalafil AUC by 88 %, relative to the AUC values for
tadalafil alone (10 mg). This reduced exposure can be anticipated to decrease the efficacy of tadalafil;
the magnitude of decreased efficacy is unknown. Other inducers of CYP3A4 such as phenobarbital,
phenytoin and carbamazepine, may also decrease plasma concentrations of tadalafil.

Effects of tadalafil on other medicinal products

Nitrates

In clinical studies, tadalafil (5, 10 and 20 mg) was shown to augment the hypotensive effects of
nitrates. Therefore, administration of CIALIS to patients who are using any form of organic nitrate is
contraindicated (see section 4.3). Based on the results of a clinical study in which 150 subjects
receiving daily doses of tadalafil 20 mg for 7 days and 0.4 mg sublingual nitroglycerin at various
times, this interaction lasted for more than 24 hours and was no longer detectable when 48 hours had
elapsed after the last tadalafil dose. Thus, in a patient prescribed any dose of CIALIS (2.5 mg-20 mg),
where nitrate administration is deemed medically necessary in a life-threatening situation, at least 48
hours should have elapsed after the last dose of CIALIS before nitrate administration is considered. In
such circumstances, nitrates should only be administered under close medical supervision with
appropriate haemodynamic monitoring.

Anti-hypertensives (including calcium channel blockers)

The co-administration of doxazosin (4 and 8 mg daily) and tadalafil (5 mg daily dose and 20 mg as a
single dose) increases the blood pressure-lowering effect of this alpha-blocker in a significant manner.
This effect lasts at least twelve hours and may be symptomatic, including syncope. Therefore this
combination is not recommended (see section 4.4).

In interaction studies performed in a limited number of healthy volunteers, these effects were not
reported with alfuzosin or tamsulosin. However, caution should be exercised when using tadalafil in
patients treated with any alpha-blockers, and notably in the elderly. Treatments should be initiated at
minimal dosage and progressively adjusted.

In clinical pharmacology studies, the potential for tadalafil to augment the hypotensive effects of
antihypertensive medicinal products was examined. Major classes of antihypertensive medicinal
products were studied, including calcium channel blockers (amlodipine), angiotensin converting
enzyme (ACE) inhibitors (enalapril), beta-adrenergic receptor blockers (metoprolol), thiazide
diuretics (bendrofluazide), and angiotensin II receptor blockers (various types and doses, alone or in
combination with thiazides, calcium channel blockers, beta-blockers, and/or alpha-blockers). Tadalafil
(10 mg except for studies with angiotensin II receptor blockers and amlodipine in which a 20 mg dose
was applied) had no clinically significant interaction with any of these classes. In another clinical
pharmacology study tadalafil (20 mg) was studied in combination with up to 4 classes of
antihypertensives. In subjects taking multiple antihypertensives, the ambulatory-blood-pressure
changes appeared to relate to the degree of blood-pressure control. In this regard, study subjects
whose blood pressure was well controlled, the reduction was minimal and similar to that seen in
healthy subjects. In study subjects whose blood pressure was not controlled, the reduction was greater
although this reduction was not associated with hypotensive symptoms in the majority of subjects. In
patients receiving concomitant antihypertensive medicinal products, tadalafil 20 mg may induce a
blood pressure decrease, which (with the exception of alpha blockers -see above-) is, in general,
minor and not likely to be clinically relevant. Analysis of phase 3 clinical trial data showed no
difference in adverse events in patients taking tadalafil with or without antihypertensive medicinal
products. However, appropriate clinical advice should be given to patients regarding a possible
decrease in blood pressure when they are treated with antihypertensive medicinal products.
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5- alpha reductase inhibitors

In a clinical trial that compared tadalafil 5 mg coadministered with finasteride 5 mg to placebo plus
finasteride 5 mg in the relief of BPH symptoms, no new adverse reactions were identified. However,
as a formal drug-drug interaction study evaluating the effects of tadalafil and 5-alpha reductase
inhibitors (5-ARIs) has not been performed, caution should be exercised when tadalafil is co-
administered with 5-ARIs.

CYPIA2 substrates (e.g. theophylline)

When tadalafil 10 mg was administered with theophylline (a non-selective phosphodiesterase
inhibitor) in a clinical pharmacology study, there was no pharmacokinetic interaction. The only
pharmacodynamic effect was a small (3.5 bpm) increase in heart rate. Although this effect is minor
and was of no clinical significance in this study, it should be considered when co-administering these
medicinal products.

Ethinylestradiol and terbutaline

Tadalafil has been demonstrated to produce an increase in the oral bioavailability of ethinylestradiol;
a similar increase may be expected with oral administration of terbutaline, although the clinical
consequence of this is uncertain.

Alcohol

Alcohol concentrations (mean maximum blood concentration 0.08 %) were not affected by co-
administration with tadalafil (10 mg or 20 mg). In addition, no changes in tadalafil concentrations
were seen 3 hours after co-administration with alcohol. Alcohol was administered in a manner to
maximise the rate of alcohol absorption (overnight fast with no food until 2 hours after alcohol).
Tadalafil (20 mg) did not augment the mean blood pressure decrease produced by alcohol (0.7 g/kg or
approximately 180 ml of 40 % alcohol [vodka] in an 80-kg male) but in some subjects, postural
dizziness and orthostatic hypotension were observed. When tadalafil was administered with lower
doses of alcohol (0.6 g/kg), hypotension was not observed and dizziness occurred with similar
frequency to alcohol alone. The effect of alcohol on cognitive function was not augmented by
tadalafil (10 mg).

Cytochrome P450 metabolised medicinal products

Tadalafil is not expected to cause clinically significant inhibition or induction of the clearance of
medicinal products metabolised by CYP450 isoforms. Studies have confirmed that tadalafil does not
inhibit or induce CYP450 isoforms, including CYP3A4, CYP1A2, CYP2D6, CYP2E1, CYP2C9 and
CYP2CI109.

CYP2C9 substrates (e.g. R-warfarin)
Tadalafil (10 mg and 20 mg) had no clinically significant effect on exposure (AUC) to S-warfarin or

R-warfarin (CYP2C9 substrate), nor did tadalafil affect changes in prothrombin time induced by
warfarin.

Aspirin
Tadalafil (10 mg and 20 mg) did not potentiate the increase in bleeding time caused by acetyl salicylic
acid.

Antidiabetic medicinal products
Specific interaction studies with antidiabetic medicinal products were not conducted.

4.6 Fertility, pregnancy and lactation

CIALIS is not indicated for use by women.

Pregnancy
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There are limited data from the use of tadalafil in pregnant women. Animal studies do not indicate
direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development,
parturition or postnatal development (see section 5.3). As a precautionary measure, it is preferable to
avoid the use of CIALIS during pregnancy.

Breastfeeding
Available pharmacodynamic/toxicological data in animals have shown excretion of tadalafil in milk.

A risk to the suckling child cannot be excluded. CIALIS should not be used during breast feeding.

Fertility
Effects were seen in dogs that might indicate impairment of fertility. Two subsequent clinical studies
suggest that this effect is unlikely in humans, although a decrease in sperm concentration was seen in

some men (see sections 5.1 and 5.3).
4.7 Effects on ability to drive and use machines

CIALIS has negligible influence on the ability to drive or use machines. Although the frequency of
reports of dizziness in placebo and tadalafil arms in clinical trials was similar, patients should be
aware of how they react to CIALIS, before driving or using machines.

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions in patients taking CIALIS for the treatment of erectile
dysfunction or benign prostatic hyperplasia were headache, dyspepsia, back pain and myalgia, in
which the incidences increase with increasing dose of CIALIS. The adverse reactions reported were
transient, and generally mild or moderate. The majority of headaches reported with CIALIS once-a-
day dosing are experienced within the first 10 to 30 days of starting treatment.

Tabulated summary of adverse reactions

The table below lists the adverse reactions observed from spontaneous reporting and in placebo-
controlled clinical trials (comprising a total of 7116 patients on CIALIS and 3718 patients on placebo)
for on-demand and once-a-day treatment of erectile dysfunction and the once-a-day treatment of
benign prostatic hyperplasia.

Frequency convention: very common (=1/10), common (>1/100 to <1/10), uncommon (>1/1000 to
<1/100), rare (=1/10,000 to <1/1,000) and very rare (<1/10,000) and not known (cannot be estimated
from the available data).

Very common Common Uncommon Rare

Immune system disorders

Hypersensitivity | Angioedema®
reactions

Nervous system disorders
Headache Dizziness Stroke'
(including
haemorrhagic
events), Syncope,
Transient
ischaemic
attacks’,
Migraine’,
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Seizures,

Transient
amnesia
Eye disorders

Blurred vision, Visual field

Sensations defect, Swelling

described as eye | of eyelids,

pain Conjunctival
hyperaemia,

Non-arteritic
anterior ischemic
optic neuropathy
(NAION)?,
Retinal vascular
occlusion?

Ear and labyrinth disorders

Tinnitus Sudden hearing
loss
Cardiac disorders’
Tachycardia, Myocardial
Palpitations infarction,
Unstable angina
pectoris?,
Ventricular
arrhythmia®
Vascular disorders
Flushing Hypotension,
Hypertension
Respiratory, thoracic and mediastinal disorders
Nasal congestion | Dyspnoea,
Epistaxis
Gastrointestinal disorders
Dyspepsia, Abdominal pain
Gastro-
oesophageal
reflux
Skin and subcutaneous tissue disorders
Rash, Urticaria,
Hyperhydrosis Stevens-Johnson
(sweating) syndrome?,
Exfoliative
dermatitis’
Musculoskeletal, connective tissue and bone disorders
Back pain,
Myalgia, Pain in
extremity
Renal and urinary disorders

| | Haematuria
Reproductive system and breast disorders
Penile Prolonged
haemorrhage, erections,
Haematospermia | Priapism’

General disorders

and administration site conditions

Chest pain'

Facial oedema’,
Sudden cardiac
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| | | | death'” |

(1)Most of the patients had pre-existing cardiovascular risk factors (see section 4.4).

(2) Postmarketing surveillance reported adverse reactions not observed in placebo-controlled clinical
trials.

(3) More commonly reported when tadalafil is given to patients who are already taking
antihypertensive medicinal products.

Description of selected adverse reactions

A slightly higher incidence of ECG abnormalities, primarily sinus bradycardia, has been reported in
patients treated with tadalafil once a day as compared with placebo. Most of these ECG abnormalities
were not associated with adverse reactions.

Other special populations

Data in patients over 65 years of age receiving tadalafil in clinical trials, either for the treatment of
erectile dysfunction or the treatment of benign prostatic hyperplasia, are limited. In clinical trials with
tadalafil Smg taken once a day for the treatment of benign prostatic hyperplasia, dizziness and
diarrhoea were reported more frequently in patients over 75 years of age.

4.9 Overdose

Single doses of up to 500 mg have been given to healthy subjects, and multiple daily doses up to
100 mg have been given to patients. Adverse events were similar to those seen at lower doses.

In cases of overdose, standard supportive measures should be adopted as required. Haemodialysis
contributes negligibly to tadalafil elimination.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Urologicals, Drugs used in erectile dysfunction, ATC Code: G04BEOS.

Mechanism of action

Tadalafil is a selective, reversible inhibitor of cyclic guanosine monophosphate (cGMP)-specific
phosphodiesterase type 5 (PDES). When sexual stimulation causes the local release of nitric oxide,
inhibition of PDES by tadalafil produces increased levels of cGMP in the corpus cavernosum. This
results in smooth muscle relaxation and inflow of blood into the penile tissues, thereby producing an
erection. Tadalafil has no effect in the treatment of erectile dysfunction in the absence of sexual
stimulation.

The effect of PDES5 inhibition on cGMP concentration in the corpus cavernosum is also observed in
the smooth muscle of the prostate, the bladder and their vascular supply. The resulting vascular
relaxation increases blood perfusion which may be the mechanism by which symptoms of benign
prostatic hyperplasia are reduced. These vascular effects may be complemented by inhibition of
bladder afferent nerve activity and smooth muscle relaxation of the prostate and bladder.

Pharmacodynamic effects
Studies in vitro have shown that tadalafil is a selective inhibitor of PDE5. PDES5 is an enzyme found

in corpus cavernosum smooth muscle, vascular and visceral smooth muscle, skeletal muscle, platelets,
kidney, lung, and cerebellum. The effect of tadalafil is more potent on PDES5 than on other
phosphodiesterases. Tadalafil is > 10,000-fold more potent for PDES5 than for PDE1, PDE2, and
PDE4, enzymes which are found in the heart, brain, blood vessels, liver, and other organs. Tadalafil is
> 10,000-fold more potent for PDES than for PDE3, an enzyme found in the heart and blood vessels.
This selectivity for PDES over PDE3 is important because PDE3 is an enzyme involved in cardiac
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contractility. Additionally, tadalafil is approximately 700-fold more potent for PDES5 than for PDES,
an enzyme which is found in the retina and is responsible for phototransduction. Tadalafil is also
> 10,000-fold more potent for PDES than for PDE7 through PDE10.

Clinical efficacy and safety

Tadalafil administered to healthy subjects produced no significant difference compared to placebo in
supine systolic and diastolic blood pressure (mean maximal decrease of 1.6/0.8 mm Hg, respectively),
in standing systolic and diastolic blood pressure (mean maximal decrease of 0.2/4.6 mm Hg,
respectively), and no significant change in heart rate.

In a study to assess the effects of tadalafil on vision, no impairment of colour discrimination
(blue/green) was detected using the Farnsworth-Munsell 100-hue test. This finding is consistent with
the low affinity of tadalafil for PDE6 compared to PDES. Across all clinical studies, reports of
changes in colour vision were rare (< 0.1 %).

Three studies were conducted in men to assess the potential effect on spermatogenesis of CIALIS
10 mg (one 6-month study) and 20 mg (one 6-month and one 9-month study) administered daily. In
two of these studies decreases were observed in sperm count and concentration related to tadalafil
treatment of unlikely clinical relevance. These effects were not associated with changes in other
parameters such as motility, morphology and FSH.

Erectile dysfunction

For CIALIS on demand, three clinical studies were conducted in 1054 patients in an at-home setting
to define the period of responsiveness. Tadalafil demonstrated statistically significant improvement in
erectile function and the ability to have successful sexual intercourse up to 36 hours following dosing,
as well as patients’ ability to attain and maintain erections for successful intercourse compared to
placebo as early as 16 minutes following dosing.

In a 12-week study performed in 186 patients (142 tadalafil, 44 placebo) with erectile dysfunction
secondary to spinal cord injury, tadalafil significantly improved the erectile function leading to a
mean per-subject proportion of successful attempts in patients treated with tadalafil 10 or 20 mg
(flexible-dose, on demand) of 48% as compared to 17% with placebo.

For once-a-day evaluation of tadalafil at doses of 2.5, 5, and 10 mg 3 clinical studies were initially
conducted involving 853 patients of various ages (range 21-82 years) and ethnicities, with erectile
dysfunction of various severities (mild, moderate, severe) and etiologies. In the two primary efficacy
studies of general populations, the mean per-subject proportion of successful intercourse attempts
were 57 and 67 % on CIALIS 5 mg, 50 % on CIALIS 2.5 mg as compared to 31 and 37 % with
placebo. In the study in patients with erectile dysfunction secondary to diabetes, the mean per-subject
proportion of successful attempts were 41 and 46 % on CIALIS 5 mg and 2.5 mg, respectively, as
compared to 28 % with placebo. Most patients in these three studies were responders to previous on-
demand treatment with PDES inhibitors. In a subsequent study, 217 patients who were treatment-
naive to PDES inhibitors were randomized to CIALIS 5 mg once a day vs. placebo. The mean per-
subject proportion of successful sexual intercourse attempts was 68 % for CIALIS patients compared
to 52 % for patients on placebo.

Benign prostatic hyperplasia

CIALIS was studied in 4 clinical studies of 12 weeks duration enrolling over 1500 patients with signs
and symptoms of benign prostatic hyperplasia. The improvement in the total international prostate
symptom score with CIALIS 5mg in the four studies were -4.8, -5.6, -6.1 and -6.3 compared to -2.2, -
3.6, -3.8 and -4.2 with placebo. The improvements in total international prostate symptom score
occurred as early as 1 week. In one of the studies, which also included tamsulosin 0.4 mg as an active
comparator, the improvement in total international prostate symptom score with CIALIS 5mg,
tamsulosin and placebo were -6.3, -5.7 and -4.2 respectively.
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One of these studies assessed improvements in erectile dysfunction and signs and symptoms of benign
prostatic hyperplasia in patients with both conditions. The improvements in the erectile function
domain of the international index of erectile function and the total international prostate symptom
score in this study were 6.5 and -6.1 with CIALIS 5 mg compared to 1.8 and -3.8 with placebo,
respectively. The mean per-subject proportion of successful sexual intercourse attempts was 71.9%
with CIALIS 5 mg compared to 48.3% with placebo.

The maintenance of the effect was evaluated in an open-label extension to one of the studies, which
showed that the improvement in total international prostate symptom score seen at 12 weeks was
maintained for up to 1 additional year of treatment with CIALIS 5mg.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies in all
subsets of the paediatric population in the treatment of the erectile dysfunction. See section 4.2 for
information on paediatric use.

5.2 Pharmacokinetic properties

Absorption
Tadalafil is readily absorbed after oral administration and the mean maximum observed plasma

concentration (Cp,,) is achieved at a median time of 2 hours after dosing. Absolute bioavailability of
tadalafil following oral dosing has not been determined.

The rate and extent of absorption of tadalafil are not influenced by food, thus CIALIS may be taken
with or without food. The time of dosing (morning versus evening) had no clinically relevant effects
on the rate and extent of absorption.

Distribution

The mean volume of distribution is approximately 63 1, indicating that tadalafil is distributed into
tissues. At therapeutic concentrations, 94 % of tadalafil in plasma is bound to proteins. Protein
binding is not affected by impaired renal function.

Less than 0.0005 % of the administered dose appeared in the semen of healthy subjects.

Biotransformation

Tadalafil is predominantly metabolised by the cytochrome P450 (CYP) 3A4 isoform. The major
circulating metabolite is the methylcatechol glucuronide. This metabolite is at least 13,000-fold less
potent than tadalafil for PDES. Consequently, it is not expected to be clinically active at observed
metabolite concentrations.

Elimination

The mean oral clearance for tadalafil is 2.5 I/h and the mean half-life is 17.5 hours in healthy subjects.
Tadalafil is excreted predominantly as inactive metabolites, mainly in the facces (approximately 61 %
of the dose) and to a lesser extent in the urine (approximately 36 % of the dose).

Linearity/non-linearity

Tadalafil pharmacokinetics in healthy subjects are linear with respect to time and dose. Over a dose
range of 2.5 to 20 mg, exposure (AUC) increases proportionally with dose. Steady-state plasma
concentrations are attained within 5 days of once-daily dosing.

Pharmacokinetics determined with a population approach in patients with erectile dysfunction are
similar to pharmacokinetics in subjects without erectile dysfunction.

Special populations

Elderly
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Healthy elderly subjects (65 years or over), had a lower oral clearance of tadalafil, resulting in 25 %
higher exposure (AUC) relative to healthy subjects aged 19 to 45 years. This effect of age is not
clinically significant and does not warrant a dose adjustment.

Renal insufficiency

In clinical pharmacology studies using single-dose tadalafil (5 to 20 mg), tadalafil exposure (AUC)
approximately doubled in subjects with mild (creatinine clearance 51 to 80 ml/min) or moderate
(creatinine clearance 31 to 50 ml/min) renal impairment and in subjects with end-stage renal disease
on dialysis. In haemodialysis patients, Cpax Was 41 % higher than that observed in healthy subjects.
Haemodialysis contributes negligibly to tadalafil elimination.

Hepatic insufficiency

Tadalafil exposure (AUC) in subjects with mild and moderate hepatic impairment (Child-Pugh Class
A and B) is comparable to exposure in healthy subjects when a dose of 10 mg is administered. There
is limited clinical data on the safety of CIALIS in patients with severe hepatic insufficiency (Child-
Pugh Class C). There are no available data about the administration of once-a-day dosing of tadalafil
to patients with hepatic impairment. If CIALIS is prescribed once-a-day, a careful individual
benefit/risk evaluation should be undertaken by the prescribing physician.

Patients with diabetes
Tadalafil exposure (AUC) in patients with diabetes was approximately 19 % lower than the AUC
value for healthy subjects. This difference in exposure does not warrant a dose adjustment.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, and toxicity to
reproduction.

There was no evidence of teratogenicity, embryotoxicity or foetotoxicity in rats or mice that received
up to 1000 mg/kg/day tadalafil. In a rat prenatal and postnatal development study, the no observed
effect dose was 30 mg/kg/day. In the pregnant rat the AUC for calculated free drug at this dose was
approximately 18 times the human AUC at a 20 mg dose.

There was no impairment of fertility in male and female rats. In dogs given tadalafil daily for 6 to 12
months at doses of 25 mg/kg/day (resulting in at least a 3-fold greater exposure [range 3.7 — 18.6] than
seen in humans given a single 20 mg dose) and above, there was regression of the seminiferous
tubular epithelium that resulted in a decrease in spermatogenesis in some dogs. See also section 5.1.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

lactose monohydrate,
croscarmellose sodium,
hydroxypropylcellulose,
microcrystalline cellulose,
sodium laurilsulfate,
magnesium stearate.

Film-coat:

lactose monohydrate,
hypromellose,

triacetin,

titanium dioxide (E171),
iron oxide yellow (E172),
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talc.

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

Store in the original package in order to protect from moisture. Do not store above 25°C.
6.5 Nature and contents of container

Aluminium/PVC/PE/PCTFE blisters in cartons of 14, 28 or 84 film-coated tablets.
Not all packs sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Eli Lilly Nederland B.V.

Grootslag 1-5, NL-3991 RA, Houten

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/02/237/007-008, 010

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 12 November 2002

Date of last renewal: 12 November 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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1. NAME OF THE MEDICINAL PRODUCT

CIALIS 10 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 10 mg tadalafil.

Excipient(s) with known effect:
Each coated tablet contains 170 mg lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Light yellow and almond shaped tablets, marked "C 10" on one side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of erectile dysfunction in adult males.

In order for tadalafil to be effective, sexual stimulation is required.
CIALIS is not indicated for use by women.

4.2 Posology and method of administration

Posology
Adult men

In general, the recommended dose is 10 mg taken prior to anticipated sexual activity and with or

without food.
In those patients in whom tadalafil 10 mg does not produce an adequate effect, 20 mg might be tried.
It may be taken at least 30 minutes prior to sexual activity.

The maximum dose frequency is once per day.

Tadalafil 10 and 20 mg is intended for use prior to anticipated sexual activity and it is not
recommended for continuous daily use.

In patients who anticipate a frequent use of CIALIS (i.e., at least twice weekly) a once daily regimen
with the lowest doses of CIALIS might be considered suitable, based on patient choice and the
physician’s judgement.

In these patients the recommended dose is 5 mg taken once a day at approximately the same time of
day. The dose may be decreased to 2.5 mg once a day based on individual tolerability.

The appropriateness of continued use of the daily regimen should be reassessed periodically.

Special populations
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Elderly men
Dose adjustments are not required in elderly patients.

Men with renal impairment

Dose adjustments are not required in patients with mild to moderate renal impairment. For patients
with severe renal impairment 10 mg is the maximum recommended dose. Once-a-day dosing of
tadalafil is not recommended in patients with severe renal impairment. (see sections 4.4 and 5.2)

Men with hepatic impairment

The recommended dose of CIALIS is 10 mg taken prior to anticipated sexual activity and with or
without food. There is limited clinical data on the safety of CIALIS in patients with severe hepatic
impairment (Child-Pugh Class C); if prescribed, a careful individual benefit/risk evaluation should be
undertaken by the prescribing physician. There are no available data about the administration of doses
higher than 10 mg of tadalafil to patients with hepatic impairment. Once-a-day dosing has not been
evaluated in patients with hepatic impairment; therefore if prescribed, a careful individual benefit/risk
evaluation should be undertaken by the prescribing physician. (see sections 4.4 and 5.2).

Men with diabetes
Dose adjustments are not required in diabetic patients.

Paediatric population
There is no relevant use of CIALIS in the paediatric population with regard to the treatment of erectile
dysfunction.

Method of administration
CIALIS is available as 2.5, 5, 10, and 20 mg film-coated tablets for oral use.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

In clinical studies, tadalafil was shown to augment the hypotensive effects of nitrates. This is thought
to result from the combined effects of nitrates and tadalafil on the nitric oxide/cGMP pathway.
Therefore, administration of CIALIS to patients who are using any form of organic nitrate is
contraindicated. (see section 4.5).

CIALIS, must not be used in men with cardiac disease for whom sexual activity is inadvisable.
Physicians should consider the potential cardiac risk of sexual activity in patients with pre-existing
cardiovascular disease.

The following groups of patients with cardiovascular disease were not included in clinical trials and

the use of tadalafil is therefore contraindicated:

- patients with myocardial infarction within the last 90 days,

- patients with unstable angina or angina occurring during sexual intercourse,

- patients with New York Heart Association Class 2 or greater heart failure in the last 6 months,

- patients with uncontrolled arrhythmias, hypotension (< 90/50 mm Hg), or uncontrolled
hypertension,

- patients with a stroke within the last 6 months.

CIALIS is contraindicated in patients who have loss of vision in one eye because of non-arteritic
anterior ischaemic optic neuropathy (NAION), regardless of whether this episode was in connection
or not with previous PDES inhibitor exposure (see section 4.4).

4.4 Special warnings and precautions for use

Before treatment with CIALIS
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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. Tadalafil has vasodilator properties, resulting in mild and transient decreases in blood
pressure (see section 5.1) and as such potentiates the hypotensive effect of nitrates (see section 4.3).

The evaluation of erectile dysfunction should include a determination of potential underlying causes
and the identification of appropriate treatment following an appropriate medical assessment. It is not
known if CIALIS is effective in patients who have undergone pelvic surgery or radical non-nerve-
sparing prostatectomy.

Cardiovascular

Serious cardiovascular events, including myocardial infarction, sudden cardiac death, unstable angina
pectoris, ventricular arrhythmia, stroke, transient ischemic attacks, chest pain, palpitations and
tachycardia, have been reported either post marketing and/or in clinical trials. Most of the patients in
whom these events have been reported had pre-existing cardiovascular risk factors. However, it is not
possible to definitively determine whether these events are related directly to these risk factors, to
CIALIS, to sexual activity, or to a combination of these or other factors.

In patients who are taking alpha; blockers, concomitant administration of CIALIS may lead to
symptomatic hypotension in some patients (see section 4.5). The combination of tadalafil and
doxazosin is not recommended.

Vision

Visual defects and cases of NAION have been reported in connection with the intake of CIALIS and
other PDES inhibitors. The patient should be advised that in case of sudden visual defect, he should
stop taking CIALIS and consult a physician immediately (see section 4.3).

Hepatic impairment

There is limited clinical data on the safety of single-dose administration of CIALIS in patients with
severe hepatic insufficiency (Child-Pugh Class C). If CIALIS is prescribed, a careful individual
benefit/risk evaluation should be undertaken by the prescribing physician.

Priapism and anatomical deformation of the penis

Patients who experience erections lasting 4 hours or more should be instructed to seek immediate
medical assistance. If priapism is not treated immediately, penile tissue damage and permanent loss of
potency may result.

CIALIS, 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).

Use with CYP3A4 inhibitors

Caution should be exercised when prescribing CIALIS to patients using potent CYP3A4 inhibitors
(ritonavir, saquinavir, ketoconazole, itraconazole, and erythromycin) as increased tadalafil exposure
(AUC) has been observed if the medicinal products are combined (see section 4.5).

CIALIS and other treatments for erectile dysfunction
The safety and efficacy of combinations of CIALIS and other PDES5 inhibitors or other treatments for
erectile dysfunction have not been studied. The patients should be informed not to take CIALIS in

such combinations.

Lactose
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CIALIS contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction studies were conducted with 10 mg and/or 20 mg tadalafil, as indicated below. With
regard to those interaction studies where only the 10 mg tadalafil dose was used, clinically relevant
interactions at higher doses cannot be completely ruled out.

Effects of other substances on tadalafil

Cytochrome P450 inhibitors

Tadalafil is principally metabolised by CYP3A4. A selective inhibitor of CYP3A4, ketoconazole
(200 mg daily), increased tadalafil (10 mg) exposure (AUC) 2-fold and Ci.x by 15 %, relative to the
AUC and C,,, values for tadalafil alone. Ketoconazole (400 mg daily) increased tadalafil (20 mg)
exposure (AUC) 4-fold and C,,,, by 22 %. Ritonavir, a protease inhibitor (200 mg twice daily), which
is an inhibitor of CYP3A4, CYP2C9, CYP2C19, and CYP2D6, increased tadalafil (20 mg)

exposure (AUC) 2-fold with no change in Cy,,x. Although specific interactions have not been studied,
other protease inhibitors, such as saquinavir, and other CYP3A4 inhibitors, such as erythromycin,
clarithromycin, itraconazole and grapefruit juice should be co-administered with caution as they
would be expected to increase plasma concentrations of tadalafil (see section 4.4).

Consequently the incidence of the adverse reactions listed in section 4.8 might be increased.

Transporters
The role of transporters (for example p-glycoprotein) in the disposition of tadalafil is not known.
Therefore there is the potential of drug interactions mediated by inhibition of transporters.

Cytochrome P450 inducers

A CYP3A4 inducer, rifampicin, reduced tadalafil AUC by 88 %, relative to the AUC values for
tadalafil alone (10 mg). This reduced exposure can be anticipated to decrease the efficacy of tadalafil;
the magnitude of decreased efficacy is unknown. Other inducers of CYP3A4 such as phenobarbital,
phenytoin and carbamazepine, may also decrease plasma concentrations of tadalafil.

Effects of tadalafil on other medicinal products

Nitrates

In clinical studies, tadalafil (5, 10 and 20 mg) was shown to augment the hypotensive effects of
nitrates. Therefore, administration of CIALIS to patients who are using any form of organic nitrate is
contraindicated (see section 4.3). Based on the results of a clinical study in which 150 subjects
receiving daily doses of tadalafil 20 mg for 7 days and 0.4 mg sublingual nitroglycerin at various
times, this interaction lasted for more than 24 hours and was no longer detectable when 48 hours had
elapsed after the last tadalafil dose. Thus, in a patient prescribed any dose of CIALIS (2.5 mg —

20 mg), where nitrate administration is deemed medically necessary in a life-threatening situation, at
least 48 hours should have elapsed after the last dose of CIALIS before nitrate administration is
considered. In such circumstances, nitrates should only be administered under close medical
supervision with appropriate haemodynamic monitoring.

Anti-hypertensives (including calcium channel blockers)

The co-administration of doxazosin (4 and 8 mg daily) and tadalafil (5 mg daily dose and 20 mg as a
single dose) increases the blood pressure-lowering effect of this alpha-blocker in a significant manner.
This effect lasts at least twelve hours and may be symptomatic, including syncope. Therefore this
combination is not recommended (see section 4.4).

In interaction studies performed in a limited number of healthy volunteers, these effects were not
reported with alfuzosin or tamsulosin. However, caution should be exercised when using tadalafil in
patients treated with any alpha-blockers, and notably in the elderly. Treatments should be initiated at
minimal dosage and progressively adjusted.

30



In clinical pharmacology studies, the potential for tadalafil to augment the hypotensive effects of
antihypertensive medicinal products was examined. Major classes of antihypertensive medicinal
products were studied, including calcium channel blockers (amlodipine), angiotensin converting
enzyme (ACE) inhibitors (enalapril), beta-adrenergic receptor blockers (metoprolol), thiazide
diuretics (bendrofluazide), and angiotensin II receptor blockers (various types and doses, alone or in
combination with thiazides, calcium channel blockers, beta-blockers, and/or alpha-blockers). Tadalafil
(10 mg except for studies with angiotensin II receptor blockers and amlodipine in which a 20 mg dose
was applied) had no clinically significant interaction with any of these classes. In another clinical
pharmacology study tadalafil (20 mg) was studied in combination with up to 4 classes of
antihypertensives. In subjects taking multiple antihypertensives, the ambulatory-blood-pressure
changes appeared to relate to the degree of blood-pressure control. In this regard, study subjects
whose blood pressure was well controlled, the reduction was minimal and similar to that seen in
healthy subjects. In study subjects whose blood pressure was not controlled, the reduction was greater
although this reduction was not associated with hypotensive symptoms in the majority of subjects. In
patients receiving concomitant antihypertensive medicinal products, tadalafil 20 mg may induce a
blood pressure decrease, which (with the exception of alpha blockers -see above-) is, in general,
minor and not likely to be clinically relevant. Analysis of phase 3 clinical trial data showed no
difference in adverse events in patients taking tadalafil with or without antihypertensive medicinal
products. However, appropriate clinical advice should be given to patients regarding a possible
decrease in blood pressure when they are treated with antihypertensive medicinal products.

5- alpha reductase inhibitors

In a clinical trial that compared tadalafil 5 mg coadministered with finasteride 5 mg to placebo plus
finasteride 5 mg in the relief of BPH symptoms, no new adverse reactions were identified. However,
as a formal drug-drug interaction study evaluating the effects of tadalafil and 5-alpha reductase
inhibitors (5-ARIs) has not been performed, caution should be exercised when tadalafil is co-
administered with 5-ARIs.

CYPIA?2 substrates (e.g. theophylline)

When tadalafil 10 mg was administered with theophylline (a non-selective phosphodiesterase
inhibitor) in a clinical pharmacology study, there was no pharmacokinetic interaction. The only
pharmacodynamic effect was a small (3.5 bpm) increase in heart rate. Although this effect is minor
and was of no clinical significance in this study, it should be considered when co-administering these
medicinal products.

Ethinylestradiol and terbutaline

Tadalafil has been demonstrated to produce an increase in the oral bioavailability of ethinylestradiol;
a similar increase may be expected with oral administration of terbutaline, although the clinical
consequence of this is uncertain.

Alcohol

Alcohol concentrations (mean maximum blood concentration 0.08 %) were not affected by co-
administration with tadalafil (10 mg or 20 mg). In addition, no changes in tadalafil concentrations
were seen 3 hours after co-administration with alcohol. Alcohol was administered in a manner to
maximise the rate of alcohol absorption (overnight fast with no food until 2 hours after alcohol).
Tadalafil (20 mg) did not augment the mean blood pressure decrease produced by alcohol (0.7 g/kg or
approximately 180 ml of 40 % alcohol [vodka] in an 80-kg male) but in some subjects, postural
dizziness and orthostatic hypotension were observed. When tadalafil was administered with lower
doses of alcohol (0.6 g/kg), hypotension was not observed and dizziness occurred with similar
frequency to alcohol alone. The effect of alcohol on cognitive function was not augmented by
tadalafil (10 mg).

Cytochrome P450 metabolised medicinal products
Tadalafil is not expected to cause clinically significant inhibition or induction of the clearance of
medicinal products metabolised by CYP450 isoforms. Studies have confirmed that tadalafil does not
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inhibit or induce CYP450 isoforms, including CYP3A4, CYP1A2, CYP2D6, CYP2E1, CYP2C9 and
CYP2C19.

CYP2C9 substrates (e.g. R-warfarin)
Tadalafil (10 mg and 20 mg) had no clinically significant effect on exposure (AUC) to S-warfarin or
R-warfarin (CYP2C9 substrate), nor did tadalafil affect changes in prothrombin time induced by

warfarin.

Aspirin
Tadalafil (10 mg and 20 mg) did not potentiate the increase in bleeding time caused by acetyl salicylic
acid.

Antidiabetic medicinal products
Specific interaction studies with antidiabetic medicinal products were not conducted.

4.6  Fertility, pregnancy and lactation

CIALIS is not indicated for use by women.

Pregnancy
There are limited data from the use of tadalafil in pregnant women. Animal studies do not indicate

direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development,
parturition or postnatal development (see section 5.3). As a precautionary measure, it is preferable to
avoid the use of CIALIS during pregnancy.

Breastfeeding
Auvailable pharmacodynamic/toxicological data in animals have shown excretion of tadalafil in milk.

A risk to the suckling child cannot be excluded. CIALIS should not be used during breast feeding.

Fertility

Effects were seen in dogs that might indicate impairment of fertility. Two subsequent clinical studies
suggest that this effect is unlikely in humans, although a decrease in sperm concentration was seen in
some men (see sections 5.1 and 5.3).

4.7 Effects on ability to drive and use machines

CIALIS has negligible influence on the ability to drive or use machines. Although the frequency of
reports of dizziness in placebo and tadalafil arms in clinical trials was similar, patients should be
aware of how they react to CIALIS, before driving or using machines.

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions in patients taking CIALIS for the treatment of erectile
dysfunction or benign prostatic hyperplasia were headache, dyspepsia, back pain and myalgia, in
which the incidences increase with increasing dose of CIALIS. The adverse reactions reported were
transient, and generally mild or moderate. The majority of headaches reported with CIALIS once-a-
day dosing are experienced within the first 10 to 30 days of starting treatment.

Tabulated summary of adverse reactions

The table below lists the adverse reactions observed from spontaneous reporting and in placebo-
controlled clinical trials (comprising a total of 7116 patients on CIALIS and 3718 patients on placebo)
for on-demand and once-a-day treatment of erectile dysfunction and the once-a-day treatment of
benign prostatic hyperplasia.
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Frequency convention: very common (>1/10), common (=1/100 to <1/10), uncommon (>1/1000 to
<1/100), rare (=1/10,000 to <1/1,000) and very rare (<1/ 10,000) and not known (cannot be estimated

from the available data).
Very common Common Uncommon Rare
Immune system disorders
Hypersensitivity | Angioedema®
reactions
Nervous system disorders
Headache Dizziness Stroke'
(including
haemorrhagic
events), Syncope,
Transient
ischaemic
attacks’,
Migrainez,
Seizures,
Transient
amnesia
Eye disorders
Blurred vision, Visual field
Sensations defect, Swelling
described as eye | of eyelids,
pain, Conjunctival
hyperaemia,

Non-arteritic
anterior ischemic
optic neuropathy

(NAION)?2,
Retinal vascular
occlusion’
Ear and labyrinth disorders
Tinnitus Sudden hearing
loss
Cardiac disorders
Tachycardia, Myocardial
Palpitations infarction,
Unstable angina
pectoris®,
Ventricular
arrhythmia®
Vascular disorders
Flushing Hypotension®,
Hypertension
Respiratory, thoracic and mediastinal disorders
Nasal congestion | Dyspnoea,
Epistaxis
Gastrointestinal disorders
Dyspepsia, Abdominal pain
Gastro-
oesophageal
reflux
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Skin and subcutaneous tissue disorders

Rash, Urticaria,
Hyperhydrosis Stevens-Johnson
(sweating) syndromez,
Exfoliative
| dermatitis
Musculoskeletal, connective tissue and bone disorders
Back pain,
Myalgia, Pain in
extremity

Renal and urinary disorders

| | Haematuria
Reproductive system and breast disorders
Penile Prolonged
haemorrhage, erections,
Haematospermia | Priapism’
General disorders and administration site conditions
Chest pain’ Facial oedema’,
Sudden cardiac
death'?

(1) Most of the patients had pre-existing cardiovascular risk factors (see section 4.4).

(2) Postmarketing surveillance reported adverse reactions not observed in placebo-controlled clinical
trials.

(3) More commonly reported when tadalafil is given to patients who are already taking
antihypertensive medicinal products.

Description of selected adverse reactions

A slightly higher incidence of ECG abnormalities, primarily sinus bradycardia, has been reported in
patients treated with tadalafil once a day as compared with placebo. Most of these ECG abnormalities
were not associated with adverse reactions.

Other special populations

Data in patients over 65 years of age receiving tadalafil in clinical trials, either for the treatment of
erectile dysfunction or the treatment of benign prostatic hyperplasia, are limited. In clinical trials with
tadalafil Smg taken once a day for the treatment of benign prostatic hyperplasia, dizziness and
diarrhoea were reported more frequently in patients over 75 years of age.

4.9 Overdose

Single doses of up to 500 mg have been given to healthy subjects, and multiple daily doses up to
100 mg have been given to patients. Adverse events were similar to those seen at lower doses.

In cases of overdose, standard supportive measures should be adopted as required. Haemodialysis
contributes negligibly to tadalafil elimination.

S. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Urologicals, Drugs used in erectile dysfunction, ATC Code GO4BE0S.

Mechanism of action
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Tadalafil is a selective, reversible inhibitor of cyclic guanosine monophosphate (cGMP)-specific
phosphodiesterase type 5 (PDES). When sexual stimulation causes the local release of nitric oxide,
inhibition of PDES by tadalafil produces increased levels of cGMP in the corpus cavernosum. This
results in smooth muscle relaxation and inflow of blood into the penile tissues, thereby producing an
erection. Tadalafil has no effect in the absence of sexual stimulation.

Pharmacodynamic effects
Studies in vitro have shown that tadalafil is a selective inhibitor of PDES. PDES is an enzyme found

in corpus cavernosum smooth muscle, vascular and visceral smooth muscle, skeletal muscle, platelets,
kidney, lung, and cerebellum. The effect of tadalafil is more potent on PDES5 than on other
phosphodiesterases. Tadalafil is > 10,000-fold more potent for PDES than for PDE1, PDE2, and
PDE4, enzymes which are found in the heart, brain, blood vessels, liver, and other organs. Tadalafil is
> 10,000-fold more potent for PDE5 than for PDE3, an enzyme found in the heart and blood vessels.
This selectivity for PDES over PDE3 is important because PDE3 is an enzyme involved in cardiac
contractility. Additionally, tadalafil is approximately 700-fold more potent for PDES5 than for PDES,
an enzyme which is found in the retina and is responsible for phototransduction. Tadalafil is also
>10,000-fold more potent for PDES than for PDE7 through PDE10.

Clinical efficacy and safety

Three clinical studies were conducted in 1054 patients in an at-home setting to define the period of
responsiveness to CIALIS. Tadalafil demonstrated statistically significant improvement in erectile
function and the ability to have successful sexual intercourse up to 36 hours following dosing, as well
as patients’ ability to attain and maintain erections for successful intercourse compared to placebo as
early as 16 minutes following dosing.

Tadalafil administered to healthy subjects produced no significant difference compared to placebo in
supine systolic and diastolic blood pressure (mean maximal decrease of 1.6/0.8 mm Hg, respectively),
in standing systolic and diastolic blood pressure (mean maximal decrease of 0.2/4.6 mm Hg,
respectively), and no significant change in heart rate.

In a study to assess the effects of tadalafil on vision, no impairment of colour discrimination
(blue/green) was detected using the Farnsworth-Munsell 100-hue test. This finding is consistent with
the low affinity of tadalafil for PDE6 compared to PDES5. Across all clinical studies, reports of
changes in colour vision were rare (< 0.1 %).

Three studies were conducted in men to assess the potential effect on spermatogenesis of CIALIS
10 mg (one 6-month study) and 20 mg (one 6-month and one 9-month study) administered daily. In
two of these studies decreases were observed in sperm count and concentration related to tadalafil
treatment of unlikely clinical relevance. These effects were not associated with changes in other
parameters such as motility, morphology and FSH.

Tadalafil at doses of 2 to 100 mg has been evaluated in 16 clinical studies involving 3250 patients,
including patients with erectile dysfunction of various severities (mild, moderate, severe), etiologies,
ages (range 21-86 years), and ethnicities. Most patients reported erectile dysfunction of at least 1 year
in duration. In the primary efficacy studies of general populations, 81 % of patients reported that
CIALIS improved their erections as compared to 35 % with placebo. Also, patients with erectile
dysfunction in all severity categories reported improved erections whilst taking CIALIS (86 %, 83 %,
and 72 % for mild, moderate, and severe, respectively, as compared to 45 %, 42 %, and 19 % with
placebo). In the primary efficacy studies, 75 % of intercourse attempts were successful in CIALIS
treated patients as compared to 32 % with placebo.

In a 12-week study performed in 186 patients (142 tadalafil, 44 placebo) with erectile dysfunction
secondary to spinal cord injury, tadalafil significantly improved the erectile function leading to a
mean per-subject proportion of successful attempts in patients treated with tadalafil 10 or 20 mg
(flexible-dose, on demand) of 48 % as compared to 17 % with placebo.
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Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies in all
subsets of the paediatric population in the treatment of the erectile dysfunction. See section 4.2 for
information on paediatric use.

5.2 Pharmacokinetic properties

Absorption
Tadalafil is readily absorbed after oral administration and the mean maximum observed plasma

concentration (Cy,) is achieved at a median time of 2 hours after dosing. Absolute bioavailability of
tadalafil following oral dosing has not been determined.

The rate and extent of absorption of tadalafil are not influenced by food, thus CIALIS may be taken
with or without food. The time of dosing (moerning versus evening) had no clinically relevant effects
on the rate and extent of absorption.

Distribution

The mean volume of distribution is approximately 63 1, indicating that tadalafil is distributed into
tissues. At therapeutic concentrations, 94 % of tadalafil in plasma is bound to proteins. Protein
binding is not affected by impaired renal function.

Less than 0.0005 % of the administered dose appeared in the semen of healthy subjects.

Biotransformation

Tadalafil is predominantly metabolised by the cytochrome P450 (CYP) 3A4 isoform. The major
circulating metabolite is the methylcatechol glucuronide. This metabolite is at least 13,000-fold less
potent than tadalafil for PDES. Consequently, it is not expected to be clinically active at observed
metabolite concentrations.

Elimination

The mean oral clearance for tadalafil is 2.5 1/h and the mean half-life is 17.5 hours in healthy subjects.
Tadalafil is excreted predominantly as inactive metabolites, mainly in the faeces (approximately 61 %
of the dose) and to a lesser extent in the urine (approximately 36 % of the dose).

Linearity/non-linearity

Tadalafil pharmacokinetics in healthy subjects are linear with respect to time and dose. Over a dose
range of 2.5 to 20 mg, exposure (AUC) increases proportionally with dose. Steady-state plasma
concentrations are attained within 5 days of once-daily dosing.

Pharmacokinetics determined with a population approach in patients with erectile dysfunction are
similar to pharmacokinetics in subjects without erectile dysfunction.

Special populations

Elderly

Healthy elderly subjects (65 years or over), had a lower oral clearance of tadalafil, resulting in 25 %
higher exposure (AUC) relative to healthy subjects aged 19 to 45 years. This effect of age is not
clinically significant and does not warrant a dose adjustment.

Renal insufficiency

In clinical pharmacology studies using single-dose tadalafil (5 to 20 mg), tadalafil exposure (AUC)
approximately doubled in subjects with mild (creatinine clearance 51 to 80 ml/min) or moderate
(creatinine clearance 31 to 50 ml/min) renal impairment and in subjects with end-stage renal disease
on dialysis. In haemodialysis patients, Cp.x Was 41 % higher than that observed in healthy subjects.
Haemodialysis contributes negligibly to tadalafil elimination.

Hepatic insufficiency

36



Tadalafil exposure (AUC) in subjects with mild and moderate hepatic impairment (Child-Pugh Class
A and B) is comparable to exposure in healthy subjects when a dose of 10 mg is administered. There
is limited clinical data on the safety of CIALIS in patients with severe hepatic insufficiency (Child-
Pugh Class C). If CIALIS is prescribed, a careful individual benefit/risk evaluation should be
undertaken by the prescribing physician. There are no available data about the administration of doses
higher than 10 mg of tadalafil to patients with hepatic impairment.

Patients with diabetes
Tadalafil exposure (AUC) in patients with diabetes was approximately 19 % lower than the AUC
value for healthy subjects. This difference in exposure does not warrant a dose adjustment.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, and toxicity to
reproduction.

There was no evidence of teratogenicity, embryotoxicity or foetotoxicity in rats or mice that received
up to 1000 mg/kg/day tadalafil. In a rat prenatal and postnatal development study, the no observed
effect dose was 30 mg/kg/day. In the pregnant rat the AUC for calculated free drug at this dose was
approximately 18 times the human AUC at a 20 mg dose.

There was no impairment of fertility in male and female rats. In dogs given tadalafil daily for 6 to 12
months at doses of 25 mg/kg/day (resulting in at least a 3-fold greater exposure [range 3.7 — 18.6] than
seen in humans given a single 20 mg dose) and above, there was regression of the seminiferous
tubular epithelium that resulted in a decrease in spermatogenesis in some dogs. See also section 5.1.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

lactose monohydrate,
croscarmellose sodium,
hydroxypropylcellulose,
microcrystalline cellulose,
sodium laurilsulfate,
magnesium stearate.

Film-coat:

lactose monohydrate,
hypromellose,

triacetin,

titanium dioxide (E171),
iron oxide yellow (E172),
talc.

6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage
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Store in the original package in order to protect from moisture. Do not store above 30°C.
6.5 Nature and contents of container

Aluminium/PVC/PE/PCTFE blisters in cartons of 4 film-coated tablets.

6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Eli Lilly Nederland B.V.

Grootslag 1-5, NL-3991 RA, Houten

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/02/237/001

9, DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 12 November 2002

Date of last renewal: 12 November 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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1.  NAME OF THE MEDICINAL PRODUCT

CIALIS 20 mg film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 20 mg tadalafil.

Excipient(s) with known effect:
Each coated tablet contains 233 mg lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Yellow and almond shaped tablets, marked "C 20" on one side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of erectile dysfunction in adult males.

In order for tadalafil to be effective, sexual stimulation is required.
CIALIS is not indicated for use by women.

4.2 Posology and method of administration

Posology
Adult men

In general, the recommended dose is 10 mg taken prior to anticipated sexual activity and with or
without food. In those patients in whom tadalafil 10 mg does not produce an adequate effect, 20 mg
might be tried.

It may be taken at least 30 minutes prior to sexual activity.
The maximum dose frequency is once per day.

Tadalafil 10 mg and 20 mg is intended for use prior to anticipated sexual activity and it is not
recommended for continuous daily use.

In patients who anticipate a frequent use of CIALIS (i.e., at least twice weekly) a once daily regimen
with the lowest doses of CIALIS might be considered suitable, based on patient choice and the
physician’s judgement.

In these patients the recommended dose is 5 mg taken once a day at approximately the same time of
day. The dose may be decreased to 2.5 mg once a day based on individual tolerability.

The appropriateness of continued use of the daily regimen should be reassessed periodically.
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Special populations
Elderly men
Dose adjustments are not required in elderly patients.

Men with renal impairment

Dose adjustments are not required in patients with mild to moderate renal impairment. For patients
with severe renal impairment 10 mg is the maximum recommended dose. Once-a-day dosing of
tadalafil is not recommended in patients with severe renal impairment. (see sections 4.4 and 5.2)

Men with hepatic impairment

The recommended dose of CIALIS is 10 mg taken prior to anticipated sexual activity and with or
without food. There is limited clinical data on the safety of CIALIS in patients with severe hepatic
impairment (Child-Pugh Class C); if prescribed, a careful individual benefit/risk evaluation should be
undertaken by the prescribing physician. There are no available data about the administration of doses
higher than 10 mg of tadalafil to patients with hepatic impairment. Once-a-day dosing has not been
evaluated in patients with hepatic impairment; therefore if prescribed, a careful individual benefit/risk
evaluation should be undertaken by the prescribing physician. (see sections 4.4 and 5.2).

Men with diabetes
Dose adjustments are not required in diabetic patients.

Paediatric population
There is no relevant use of CIALIS in the paediatric population with regard to the treatment of erectile
dysfunction.

Method of administration
CIALIS is available as 2.5, 5, 10, and 20 mg film-coated tablets for oral use.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

In clinical studies, tadalafil was shown to augment the hypotensive effects of nitrates. This is thought
to result from the combined effects of nitrates and tadalafil on the nitric oxide/cGMP pathway.
Therefore, administration of CIALIS to patients who are using any form of organic nitrate is
contraindicated. (see section 4.5).

CIALIS, must not be used in men with cardiac disease for whom sexual activity is inadvisable.
Physicians should consider the potential cardiac risk of sexual activity in patients with pre-existing
cardiovascular disease.

The following groups of patients with cardiovascular disease were not included in clinical trials and

the use of tadalafil is therefore contraindicated:

- patients with myocardial infarction within the last 90 days,

- patients with unstable angina or angina occurring during sexual intercourse,

- patients with New York Heart Association Class 2 or greater heart failure in the last 6 months,

- patients with uncontrolled arrhythmias, hypotension (< 90/50 mm Hg), or uncontrolled
hypertension,

- patients with a stroke within the last 6 months.

CIALIS is contraindicated in patients who have loss of vision in one eye because of non-arteritic
anterior ischaemic optic neuropathy (NAION), regardless of whether this episode was in connection

or not with previous PDES inhibitor exposure (see section 4.4).

4.4 Special warnings and precautions for use
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Before treatment with CIALIS
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. Tadalafil has vasodilator properties, resulting in mild and transient decreases in blood
pressure (see section 5.1) and as such potentiates the hypotensive effect of nitrates (see section 4.3).

The evaluation of erectile dysfunction should include a determination of potential underlying causes
and the identification of appropriate treatment following an appropriate medical assessment. It is not
known if CIALIS is effective in patients who have undergone pelvic surgery or radical non-nerve-
sparing prostatectomy.

Cardiovascular

Serious cardiovascular events, including myocardial infarction, sudden cardiac death, unstable angina
pectoris, ventricular arrhythmia, stroke, transient ischemic attacks, chest pain, palpitations and
tachycardia, have been reported either post marketing and/or in clinical trials. Most of the patients in
whom these events have been reported had pre-existing cardiovascular risk factors. However, it is not
possible to definitively determine whether these events are related directly to these risk factors, to
CIALIS, to sexual activity, or to a combination of these or other factors.

In patients who are taking alpha; blockers concomitant administration of CIALIS may lead to
symptomatic hypotension in some patients (see section 4.5). The combination of tadalafil and
doxazosin is not recommended.

Vision

Visual defects and cases of NAION have been reported in connection with the intake of CIALIS and
other PDES inhibitors. The patient should be advised that in case of sudden visual defect, he should
stop taking CIALIS and consult a physician immediately (see section 4.3).

Hepatic impairment

There is limited clinical data on the safety of single-dose administration of CIALIS in patients with
severe hepatic insufficiency (Child-Pugh Class C). If CIALIS is prescribed, a careful individual
benefit/risk evaluation should be undertaken by the prescribing physician.

Priapism and anatomical deformation of the penis

Patients who experience erections lasting 4 hours or more should be instructed to seek immediate
medical assistance. If priapism is not treated immediately, penile tissue damage and permanent loss of
potency may result.

CIALIS, 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).

Use with CYP3A4 inhibitors

Caution should be exercised when prescribing CIALIS to patients using potent CYP3A4 inhibitors
(ritonavir, saquinavir, ketoconazole, itraconazole, and erythromycin) as increased tadalafil exposure
(AUC) has been observed if the medicinal products are combined (see section 4.5).

CIALIS and other treatments for erectile dysfunction
The safety and efficacy of combinations of CIALIS and other PDES5 inhibitors or other treatments for
erectile dysfunction have not been studied. The patients should be informed not to take CIALIS in

such combinations.

Lactose
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CIALIS contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction studies were conducted with 10 mg and/or 20 mg tadalafil, as indicated below. With
regard to those interaction studies where only the 10 mg tadalafil dose was used, clinically relevant
interactions at higher doses cannot be completely ruled out.

Effects of other substances on tadalafil

Cytochrome P450 inhibitors

Tadalafil is principally metabolised by CYP3A4. A selective inhibitor of CYP3A4, ketoconazole
(200 mg daily), increased tadalafil (10 mg) exposure (AUC) 2-fold and Cpx by 15 %, relative to the
AUC and Cp,, values for tadalafil alone. Ketoconazole (400 mg daily) increased tadalafil (20 mg)
exposure (AUC) 4-fold and C,,,x by 22 %. Ritonavir, a protease inhibitor (200 mg twice daily), which
is an inhibitor of CYP3A4, CYP2C9, CYP2C19, and CYP2D6, increased tadalafil (20 mg)

exposure (AUC) 2-fold with no change in Cy,x. Although specific interactions have not been studied,
other protease inhibitors, such as saquinavir, and other CYP3A4 inhibitors, such as erythromycin,
clarithromycin, itraconazole and grapefruit juice should be co-administered with caution as they
would be expected to increase plasma concentrations of tadalafil (see section 4.4). Consequently the
incidence of the adverse reactions listed in section 4.8 might be increased.

Transporters
The role of transporters (for example p-glycoprotein) in the disposition of tadalafil is not known.
Therefore there is the potential of drug interactions mediated by inhibition of transporters.

Cytochrome P450 inducers

A CYP3A4 inducer, rifampicin, reduced tadalafil AUC by 88 %, relative to the AUC values for
tadalafil alone (10 mg). This reduced exposure can be anticipated to decrease the efficacy of
tadalafil; the magnitude of decreased efficacy is unknown. Other inducers of CYP3A4 such as
phenobarbital, phenytoin and carbamazepine, may also decrease plasma concentrations of tadalafil.

Effects of tadalafil on other medicinal products

Nitrates

In clinical studies, tadalafil (5, 10 and 20 mg) was shown to augment the hypotensive effects of
nitrates. Therefore, administration of CIALIS to patients who are using any form of organic nitrate is
contraindicated (see section 4.3). Based on the results of a clinical study in which 150 subjects
receiving daily doses of tadalafil 20 mg for 7 days and 0.4 mg sublingual nitroglycerin at various
times, this interaction lasted for more than 24 hours and was no longer detectable when 48 hours had
elapsed after the last tadalafil dose. Thus, in a patient prescribed any dose of CIALIS (2.5 mg —

20 mg), where nitrate administration is deemed medically necessary in a life-threatening situation, at
least 48 hours should have elapsed after the last dose of CIALIS before nitrate administration is
considered. In such circumstances, nitrates should only be administered under close medical
supervision with appropriate haemodynamic monitoring,.

Anti-hypertensives (including calcium channel blockers)

The co-administration of doxazosin (4 and 8 mg daily) and tadalafil (5 mg daily dose and 20 mg as a
single dose) increases the blood pressure-lowering effect of this alpha-blocker in a significant manner.
This effect lasts at least twelve hours and may be symptomatic, including syncope. Therefore this
combination is not recommended (see section 4.4).

In interaction studies performed in a limited number of healthy volunteers, these effects were not
reported with alfuzosin or tamsulosin. However, caution should be exercised when using tadalafil in
patients treated with any alpha-blockers, and notably in the elderly. Treatments should be initiated at
minimal dosage and progressively adjusted. '
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In clinical pharmacology studies, the potential for tadalafil to augment the hypotensive effects of
antihypertensive medicinal products was examined. Major classes of antihypertensive medicinal
products were studied, including calcium channel blockers (amlodipine), angiotensin converting
enzyme (ACE) inhibitors (enalapril), beta-adrenergic receptor blockers (metoprolol), thiazide
diuretics (bendrofluazide), and angiotensin II receptor blockers (various types and doses, alone or in
combination with thiazides, calcium channel blockers, beta-blockers, and/or alpha-blockers). Tadalafil
(10 mg except for studies with angiotensin II receptor blockers and amlodipine in which a 20 mg dose
was applied) had no clinically significant interaction with any of these classes. In another clinical
pharmacology study tadalafil (20 mg) was studied in combination with up to 4 classes of
antihypertensives. In subjects taking multiple antihypertensives, the ambulatory-blood-pressure
changes appeared to relate to the degree of blood-pressure control. In this regard, study subjects
whose blood pressure was well controlled, the reduction was minimal and similar to that seen in
healthy subjects. In study subjects whose blood pressure was not controlled, the reduction was greater
although this reduction was not associated with hypotensive symptoms in the majority of subjects. In
patients receiving concomitant antihypertensive medicinal products, tadalafil 20 mg may induce a
blood pressure decrease, which (with the exception of alpha blockers -see above-) is, in general,
minor and not likely to be clinically relevant. Analysis of phase 3 clinical trial data showed no
difference in adverse events in patients taking tadalafil with or without antihypertensive medicinal
products. However, appropriate clinical advice should be given to patients regarding a possible
decrease in blood pressure when they are treated with antihypertensive medicinal products.

5- alpha reductase inhibitors

In a clinical trial that compared tadalafil 5 mg coadministered with finasteride 5 mg to placebo plus
finasteride 5 mg in the relief of BPH symptoms, no new adverse reactions were identified. However,
as a formal drug-drug interaction study evaluating the effects of tadalafil and 5-alpha reductase
inhibitors (5-ARIs) has not been performed, caution should be exercised when tadalafil is co-
administered with 5-ARIs.

CYPIA2 substrates (e.g. theophylline)

When tadalafil 10 mg was administered with theophylline (a non-selective phosphodiesterase
inhibitor) in a clinical pharmacology study, there was no pharmacokinetic interaction. The only
pharmacodynamic effect was a small (3.5 bpm) increase in heart rate. Although this effect is minor
and was of no clinical significance in this study, it should be considered when co-administering these
medicinal products.

Ethinylestradiol and terbutaline

Tadalafil has been demonstrated to produce an increase in the oral bioavailability of ethinylestradiol;
a similar increase may be expected with oral administration of terbutaline, although the clinical
consequence of this is uncertain.

Alcohol

Alcohol concentrations (mean maximum blood concentration 0.08 %) were not affected by co-
administration with tadalafil (10 mg or 20 mg). In addition, no changes in tadalafil concentrations
were seen 3 hours after co-administration with alcohol. Alcohol was administered in a manner to
maximise the rate of alcohol absorption (overnight fast with no food until 2 hours after alcohol).
Tadalafil (20 mg) did not augment the mean blood pressure decrease produced by alcohol (0.7 g/kg or
approximately 180 ml of 40 % alcohol [vodka] in an 80-kg male) but in some subjects, postural
dizziness and orthostatic hypotension were observed. When tadalafil was administered with lower
doses of alcohol (0.6 g/kg), hypotension was not observed and dizziness occurred with similar
frequency to alcohol alone. The effect of alcohol on cognitive function was not augmented by
tadalafil (10 mg).

Cytochrome P450 metabolised medicinal products
Tadalafil is not expected to cause clinically significant inhibition or induction of the clearance of
medicinal products metabolised by CYP450 isoforms. Studies have confirmed that tadalafil does not
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inhibit or induce CYP450 isoforms, including CYP3A4, CYP1A2, CYP2D6, CYP2E1, CYP2C9 and
CYP2C19.

CYP2(C9 substrates (e.g. R-warfarin)

Tadalafil (10 mg and 20 mg) had no clinically significant effect on exposure (AUC) to S-warfarin or
R-warfarin (CYP2C9 substrate), nor did tadalafil affect changes in prothrombin time induced by
warfarin.

Aspirin
Tadalafil (10 mg and 20 mg) did not potentiate the increase in bleeding time caused by acetyl salicylic
acid.

Antidiabetic medicinal products
Specific interaction studies with antidiabetic medicinal products were not conducted.

4.6 Fertility, pregnancy and lactation

CIALIS is not indicated for use by women.

Pregnancy
There are limited data from the use of tadalafil in pregnant women. Animal studies do not indicate

direct or indirect harmful effects with respect to pregnancy, embryonal/foetal development,
parturition or postnatal development (see section 5.3). As a precautionary measure, it is preferable to
avoid the use of CIALIS during pregnancy.

Breastfeeding .
Available pharmacodynamic/toxicological data in animals have shown excretion of tadalafil in milk.

A risk to the suckling child cannot be excluded. CIALIS should not be used during breast feeding.

Fertility
Effects were seen in dogs that might indicate impairment of fertility. Two subsequent clinical studies
suggest that this effect is unlikely in humans, although a decrease in sperm concentration was seen in

some men (see sections 5.1 and 5.3).
4.7 Effects on ability to drive and use machines

CIALIS has negligible influence on the ability to drive or use machines. Although the frequency of
reports of dizziness in placebo and tadalafil arms in clinical trials was similar, patients should be
aware of how they react to CIALIS, before driving or using machines.

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions in patients taking CIALIS for the treatment of erectile
dysfunction or benign prostatic hyperplasia are headache, dyspepsia, back pain and myalgia, in which
the incidences increase with increasing dose of CIALIS.. The adverse reactions reported were
transient, and generally mild or moderate. The majority of headaches reported with CIALIS once-a-
day dosing are experienced within the first 10 to 30 days of starting treatment.

Tabulated summary of adverse reactions

The table below lists the adverse reactions observed from spontaneous reporting and in placebo-
controlled clinical trials (comprising a total of 7116 patients on CIALIS and 3718 patients on placebo)
for on-demand and once-a-day treatment of erectile dysfunction and the once-a-day treatment of
benign prostatic hyperplasia.
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Frequency convention: very common (>1/10), common (>1/100 to <1/ 10), uncommon (>1/1000 to
<1/100), rare (=1/10,000 to <1/1,000) and very rare (<1/ 10,000) and not known (cannot be estimated

from the available data).
Very common Common Uncommon Rare
Immune system disorders
Hypersensitivity | Angioedema’
reactions
Nervous system disorders
Headache Dizziness Stroke'
(including
haemorrhagic
events), Syncope,
Transient
ischaemic
attacks’,
Migrainez,
Seizures,
Transient
amnesia
Eye disorders
Blurred vision, Visual field
Sensations defect, Swelling
described as eye | of eyelids,
pain Conjunctival
hyperaemia,

Non-arteritic
anterior ischemic
optic neuropathy

(NAION)?,
Retinal vascular
occlusion’
Ear and labyrinth disorders
Tinnitus Sudden hearing
loss
Cardiac disorders
Tachycardia, Myocardial
Palpitations infarction,
Unstable angina
pectoris’,
Ventricular
arrhythmia®
Vascular disorders
Flushing Hypotension®,
Hypertension

Respiratory, thoracic and mediastinal disorders

Nasal congestion

Dyspnoea,
Epistaxis

Gastrointestinal disorders

Dyspepsia,
Gastro-
oesophageal
reflux

Abdominal pain
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Skin and subcutaneous tissue disorders

Rash, Urticaria,
Hyperhydrosis Stevens-Johnson
(sweating) syndrome?,
Exfoliative
dermatitis”
Musculoskeletal, connective tissue and bone disorders
Back pain,
Myalgia, Pain in
extremity

Renal and urinary disorders

| | Haematuria
Reproductive system and breast disorders
Penile Prolonged
haemorrhage, erections,
Haematospermia | Priapism’
General disorders and administration site conditions
Chest painl Facial oedemaz,
Sudden cardiac
death'?

(1) Most of the patients had pre-existing cardiovascular risk factors (see section 4.4).

(2) Postmarketing surveillance reported adverse reactions not observed in placebo-controlled clinical
trials.

(3) More commonly reported when tadalafil is given to patients who are already taking
antihypertensive medicinal products. .

Description of selected adverse reactions

A slightly higher incidence of ECG abnormalities, primarily sinus bradycardia, has been reported in
patients treated with tadalafil once a day as compared with placebo. Most of these ECG abnormalities
were not associated with adverse reactions.

Other special populations

Data in patients over 65 years of age receiving tadalafil in clinical trials, either for the treatment of
erectile dysfunction or the treatment of benign prostatic hyperplasia, are limited. In clinical trials with
tadalafil Smg taken once a day for the treatment of benign prostatic hyperplasia, dizziness and
diarrhoea were reported more frequently in patients over 75 years of age.

4.9 Overdose

Single doses of up to 500 mg have been given to healthy subjects, and multiple daily doses up to
100 mg have been given to patients. Adverse events were similar to those seen at lower doses.

In cases of overdose, standard supportive measures should be adopted as required. Haemodialysis
contributes negligibly to tadalafil elimination.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Urologicals, Drugs used in erectile dysfunction, ATC Code GO4BE(S.

Mechanism of action
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Tadalafil is a selective, reversible inhibitor of cyclic guanosine monophosphate (cGMP)-specific
phosphodiesterase type 5 (PDE5). When sexual stimulation causes the local release of nitric oxide,
inhibition of PDES by tadalafil produces increased levels of cGMP in the corpus cavernosum. This
results in smooth muscle relaxation and inflow of blood into the penile tissues, thereby producing an
erection. Tadalafil has no effect in the absence of sexual stimulation.

Pharmacodynamic effects
Studies in vitro have shown that tadalafil is a selective inhibitor of PDES. PDES is an enzyme found

in corpus cavernosum smooth muscle, vascular and visceral smooth muscle, skeletal muscle, platelets,
kidney, lung, and cerebellum. The effect of tadalafil is more potent on PDE5 than on other
phosphodiesterases. Tadalafil is > 10,000-fold more potent for PDES than for PDE1, PDE2, and
PDEA4, enzymes which are found in the heart, brain, blood vessels, liver, and other organs. Tadalafil is
> 10,000-fold more potent for PDES5 than for PDE3, an enzyme found in the heart and blood vessels.
This selectivity for PDES over PDE3 is important because PDE3 is an enzyme involved in cardiac
contractility. Additionally, tadalafil is approximately 700-fold more potent for PDE5 than for PDE6,
an enzyme which is found in the retina and is responsible for phototransduction. Tadalafil is also

> 10,000-fold more potent for PDES than for PDE7 through PDE10.

Clinical efficacy and safety

Three clinical studies were conducted in 1054 patients in an at-home setting to define the period of
responsiveness to CIALIS. Tadalafil demonstrated statistically significant improvement in erectile
function and the ability to have successful sexual intercourse up to 36 hours following dosing, as well
as patients’ ability to attain and maintain erections for successful intercourse compared to placebo as
early as 16 minutes following dosing.

Tadalafil administered to healthy subjects produced no significant difference compared to placebo in
supine systolic and diastolic blood pressure (mean maximal decrease of 1.6/0.8 mm Hg, respectively),
in standing systolic and diastolic blood pressure (mean maximal decrease of 0.2/4.6 mm Hg,
respectively), and no significant change in heart rate.

In a study to assess the effects of tadalafil on vision, no impairment of colour discrimination
(blue/green) was detected using the Farnsworth-Munsell 100-hue test. This finding is consistent with
the low affinity of tadalafil for PDE6 compared to PDES. Across all clinical studies, reports of
changes in colour vision were rare (< 0.1 %).

Three studies were conducted in men to assess the potential effect on spermatogenesis of CIALIS
10 mg (one 6-month study) and 20 mg (one 6-month and one 9-month study) administered daily. In
two of these studies decreases were observed in sperm count and concentration related to tadalafil
treatment of unlikely clinical relevance. These effects were not associated with changes in other
parameters such as motility, morphology and FSH.

Tadalafil at doses of 2 to 100 mg has been evaluated in 16 clinical studies involving 3250 patients,
including patients with erectile dysfunction of various severities (mild, moderate, severe), etiologies,
ages (range 21-86 years), and ethnicities. Most patients reported erectile dysfunction of at least 1 year
in duration. In the primary efficacy studies of general populations, 81 % of patients reported that
CIALIS improved their erections as compared to 35 % with placebo. Also, patients with erectile
dysfunction in all severity categories reported improved erections whilst taking CIALIS (86 %, 83 %,
and 72 % for mild, moderate, and severe, respectively, as compared to 45 %, 42 %, and 19 % with
placebo). In the primary efficacy studies, 75 % of intercourse attempts were successful in CIALIS
treated patients as compared to 32 % with placebo.

In a 12-week study performed in 186 patients (142 tadalafil, 44 placebo) with erectile dysfunction
secondary to spinal cord injury, tadalafil significantly improved the erectile function leading to a
mean per-subject proportion of successful attempts in patients treated with tadalafil 10 or 20 mg
(flexible-dose, on demand) of 48 % as compared to 17 % with placebo.
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Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies in all
subsets of the paediatric population in the treatment of the erectile dysfunction. See section 4.2 for
information on paediatric use.

5.2 Pharmacokinetic properties

Absorption
Tadalafil is readily absorbed after oral administration and the mean maximum observed plasma

concentration (Cpay) is achieved at a median time of 2 hours after dosing. Absolute bioavailability of
tadalafil following oral dosing has not been determined.

The rate and extent of absorption of tadalafil are not influenced by food, thus CIALIS may be taken
with or without food. The time of dosing (morning versus evening) had no clinically relevant effects
on the rate and extent of absorption.

Distribution

The mean volume of distribution is approximately 63 1, indicating that tadalafil is distributed into
tissues. At therapeutic concentrations, 94 % of tadalafil in plasma is bound to proteins. Protein
binding is not affected by impaired renal function.

Less than 0.0005 % of the administered dose appeared in the semen of healthy subjects.

Biotransformation

Tadalafil is predominantly metabolised by the cytochrome P450 (CYP) 3A4 isoform. The major
circulating metabolite is the methylcatechol glucuronide. This metabolite is at least 13,000-fold less
potent than tadalafil for PDE5. Consequently, it is not expected to be clinically active at observed
metabolite concentrations.

Elimination

The mean oral clearance for tadalafil is 2.5 1/h and the mean half-life is 17.5 hours in healthy subjects.
Tadalafil is excreted predominantly as inactive metabolites, mainly in the faeces (approximately 61 %
of the dose) and to a lesser extent in the urine (approximately 36 % of the dose).

Linearity/non-linearity

Tadalafil pharmacokinetics in healthy subjects are linear with respect to time and dose. Over a dose
range of 2.5 to 20 mg, exposure (AUC) increases proportionally with dose. Steady-state plasma
concentrations are attained within 5 days of once-daily dosing.

Pharmacokinetics determined with a population approach in patients with erectile dysfunction are
similar to pharmacokinetics in subjects without erectile dysfunction.

Special populations

Elderly

Healthy elderly subjects (65 years or over), had a lower oral clearance of tadalafil, resulting in 25 %
higher exposure (AUC) relative to healthy subjects aged 19 to 45 years. This effect of age is not
clinically significant and does not warrant a dose adjustment.

Renal insufficiency

In clinical pharmacology studies using single-dose tadalafil (5 to 20 mg), tadalafil exposure (AUC)
approximately doubled in subjects with mild (creatinine clearance 51 to 80 ml/min) or moderate
(creatinine clearance 31 to 50 ml/min) renal impairment and in subjects with end-stage renal disease
on dialysis. In haemodialysis patients, Cpax Was 41 % higher than that observed in healthy subjects.
Haemodialysis contributes negligibly to tadalafil elimination.

Hepatic insufficiency
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Tadalafil exposure (AUC) in subjects with mild and moderate hepatic impairment (Child-Pugh Class
A and B) is comparable to exposure in healthy subjects when a dose of 10 mg is administered. There
is limited clinical data on the safety of CIALIS in patients with severe hepatic insufficiency (Child-
Pugh Class C). If CIALIS is prescribed, a careful individual benefit/risk evaluation should be
undertaken by the prescribing physician. There are no available data about the administration of doses
higher than 10 mg of tadalafil to patients with hepatic impairment.

Patients with diabeteé
Tadalafil exposure (AUC) in patients with diabetes was approximately 19 % lower than the AUC
value for healthy subjects. This difference in exposure does not warrant a dose adjustment.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, and toxicity to
reproduction. '

There was no evidence of teratogenicity, embryotoxicity or foetotoxicity in rats or mice that received
up to 1000 mg/kg/day tadalafil. In a rat prenatal and postnatal development study, the no observed
effect dose was 30 mg/kg/day. In the pregnant rat the AUC for calculated free drug at this dose was
approximately 18 times the human AUC at a 20 mg dose.

There was no impairment of fertility in male and female rats. In dogs given tadalafil daily for 6 to 12
months at doses of 25 mg/kg/day (resulting in at least a 3-fold greater exposure [range 3.7 — 18.6] than
seen in humans given a single 20 mg dose) and above, there was regression of the seminiferous
tubular epithelium that resulted in a decrease in spermatogenesis in some dogs. See also section 5.1.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core:

lactose monohydrate,
croscarmellose sodium,
hydroxypropylcellulose,
microcrystalline cellulose,
sodium laurilsulfate,
magnesium stearate.

Film-coat:

lactose monohydrate,
hypromellose,

triacetin,

titanium dioxide (E171),
iron oxide yellow (E172),
talc.

6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage
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Store in the original package in order to protect from moisture. Do not store above 30°C.
6.5 Nature and contents of container

Aluminium/PVC/PE/PCTFE blisters in cartons of 2, 4, 8, 10 and 12 film-coated tablets.
Not all packs sizes may be marketed. -

6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Eli Lilly Nederland B.V.

Grootslag 1-5, NL-3991 RA, Houten

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/02/237/002-005, 009

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 12 November 2002

Date of last renewal: 12 November 2012

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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S ERIIRET IBRACIEESERZ L,

(4) AFE5BEHICEERBREOHEEZOVWTHZZIT,, BERNZEINT
W ABEAICIIMERICERL, MERTAALNE L &I, BEXIIHLE
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ERRAER - TRE
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HBR)

7Y - NVRAEER L ORI LY,

va FvronftRES LTS8

ZNBHBHOT, BRTHREEET

HT &,

FARVTRAT7—E S [BAIC XL Y EREERERS bbb D
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3461 (3.9%) , MEHL BH 316 (3.6%) , 26 (33%) , HELV23 4
(2.6%) , SboX 241 (25%) , FEE 1961 22%) REThHholz, k7, BK
REMOEELEN, HIEH 85361 18541 (21.7%) TR bz, FDERLD
X, MU UEY FER 626 (74%) , CRP EH 214 (3.9%) , ALT (GPT) Lt
F2041 (23%) , AST (GOT) EH 1961 (22%) , y-GTP L& 196 (22%) 72 &
Thol, "
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(22.3%) TRHLNT=,
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EHIZ AR - PTP AEDOEANIPTP > — BV L CRAT L HHEET S
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[PTP > — F DB LY, BOSAMIRERE~FIAL, BITIIZELEBILT
WRRAZEDBEELRAIERFETHZLBIHEIh TS, ]

7. FOHDIE

(1) aEWERZRA P ULRECRABRRO H 2 BEFITEBNT, anBlifERICX
B LEZLNAHPICEREETEMRER (Intraoperative Floppy Iris Syndrome)
BHOLND L OWERD S,

(2) =¥ ATO 104 BREHEESRBRIZIBVT, 20 mgkg/ A ML EDOEE# CHRERILR
DEED LRERRD b L ORENH D,

(3) T v P TOZMRERVERE TOMHIRIEEICET 2RRITIBNT,
200 mg/kg/ B L -0 5B ORI OB TR OB 2, 600 mg/ke/ B %58
THREME OEHE - BM, BTFATERROBTROBSBBO b L O
B D,

2009 4E 6 AT (B8 2hR)
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1.83.2.5 BEOBEEMIBITBZZZT 7 4 VORI - HEOR........... 22
1.8.3.2.5.1 %%% ....................................................................................................... 22
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v, BEB7 I, MBIV VILEFE) #/5h0% JE& :#93.5 mm E& 2 #94.0 mm
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(11.0%) ICEERAMBRD bz, ERBUWERIX, BILFRE 15
Bl (1.7%) . 88% 12 %) (13%) . CK (CPK) L& 8 fi
(0.9%) . FEA7E 8 B (09%) . 1EZTY 84l (09%) &TH

27,

(M EXZEIER

BEE (RE. EMPS. E@FE. MEMEERE%.
Stevens-Johnson fEEEE) (EEFRE) : FAFO®EICX
D (BHEBREAREIEFRA K OB IR b & e E R RRA &
LTokExEt) | B5. RS, AREE. JBER
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