NDA 21-400/8-008
Page 25

Patient Information

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

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

WHAT IMPORTANT INFORMATION SHOULD YOU KNOW ABOUT LEVITRA?

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

Do not take LEVITRA if you:

* fake any medicines called “nitrates.”

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

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

- WHAT IS LEVITRA?

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

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

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

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

» gerve as 2 male form of birth control

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

HOW DOES LEVITRA WORK? :

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

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

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

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

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

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

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

WHAT SHOULD YOU DISCUSS WITH YOUR DOCTOR BEFORE TAKING LEVITRA?

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

you:

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

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

* have had a stroke

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

* have liver problems

* have kidney problems and require dialysis

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

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

ischemic optic neuropathy (NAION)
s have stomach ulcers

* have a bleeding problem ,

* have a deformed penis shape or Peyronie’s discase

* have had an erection that lasted more than 4 hours

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

CAN OTHER MEDICATIONS AFFECT LEVITRA?

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

you take any of the following:

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

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

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

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

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

= crythromycin or clarithromycin

other medicines or treatments for ED

HOW SHOULD YOU TAKE LEVITRA?

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

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

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

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

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

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

without meals.

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

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

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

WHAT ARE THE POSSIBLE SIDE EFFECTS OF LEVITRA?

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

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

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

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

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

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

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

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

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

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

GENERAL INFORMATION ABOUT LEVITRA.

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

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

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

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

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

Norvir (ritonavir) is a trademark of Abbott Laboratories

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

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

Sporanox (itraconazole) is a trademark of Johnson & Johnson

Hytrin (terazosin HCI) is a trademark of Abbott Laboratories

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

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

Uroxatral (alfuzosin HCI) is a trademark of Sanofi-Synthelabo
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Manufactured by:

: B ' '
/ = -
% Bayer HealthCare

R
Bayer Pharmaceuticals Corporation
400 Morgan Lane

West Haven, CT 06516
Made in Germany

Marketed by:

@GlaxoSmith Kline

GlaxoSmithKline
Research Triangle Park
NC 27709

Distributed and Marketed by:

¢ Schering-Plough

Schering Corporation
Kenilworth, NJ 07033

LEVITRA is a registered trademark of Bayer Aktiengesellschaft and is used under license by GlaxoSmithKline

and Schering Corporation,

Rx Only

089186461P,R.3 3/07 - 13341
©2007 Bayer Pharmaceuticals Corporation Printed in U.S.A.



A& @ EFEOHAIZAL T, EMS TR SN -HBRERUHRET—4,
BRI DRBRE. RVENTOREIZ DT

. BRAN TIREETICBON-AE L o BENRELOHFRICHET IBERABRERUTRE

F—3

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

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

BEBABFEHBELETSV O LORE ERAER (58 No. 100480)

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

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

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

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

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

AR oBREE, B5REARRUOPERRERT-1IT, PEOFERE o
FEFLOPBER-212, 25— FIOE 1 #TREXTIE SN 13 02l E & U0k
?Et#t%:ﬁ 1- 377,

P121



£1-1 HREHN BSDLHARRUPLEREHS
. 559 vy A=k /S— I
RIERE | 13 w24 533 21

WEREE 30 30 30 28 28 26

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

30
£1-2 BERUIEORELET-AFTFTROHEE

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

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

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



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

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

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

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

<

BEOHbNE (R1-4) .

SHERATR>

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

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

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

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

P123



£1-5 /= FIEZHYRTRRERRGEERNEOBRE LS
- FSYLLCAREEABRS OO -

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

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

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

SEHIE (SE)

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

nipinodc (&|1-

(#1-8, 1-9),

£1-6 FIIYLOEDE

RN A—F [BFTFHE (CV: %)]

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

* il (REED

®&1-1 XEOEYBELHN

T A% [BiTFEHECEERE]

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

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

#1-8

FIVY

DEENRETF
4

W RLOFR MR

RI/85 A—% [FEEATEHIE (CV: %)]

P124



- N—FI (FFIPERBRETRBERES) -

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

*: thofE (HEEE)

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

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

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

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

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

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

BEBABFERRELEALROL L EOEEERAER (G5 No. 100481)

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

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

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



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

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

<SEEREHE>

ARBRICBITHHEAANFEIT I FATHY, FD 5% 30 FTCHEREDCRENTOIE,

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

#1-11 IFREARCHIEHADFORAELS

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

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

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

SHTEMME | 77 ()| —8 (1.4

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

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

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

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

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

1: ANCOVA TF AL OHEMTESE 2 BiFENEDE 3. -5 rhbORXRELE

P126



EHBEFHRFIIB T, LAY ORS 10 BEH D Wit 4 BFREICAEEZ &
ELEEAOWTRIIBNTS, # ARV RUAROEYENEICESIIZ b hid -

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

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

- S—FI (BLRODUERE 10 BHMZISEREFRE) -

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

* 5 PRfE D

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

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

* Al (EEE)

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

-SRI (B LRAL RS 4 BRBICERRELES) -

. uc, *

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

1 aRfE (E)

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

- N— I (RLARBDY VRS A BEZICRRERZRE) -

Cmax

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

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

®1-16 HRHEMBISEOLIW-ETESRERIHN

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

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

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

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

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

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

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

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

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

<EHBRRLAE>

AR TR 42 flicieBREORE BTN,

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

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

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

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

#1-11 2LAO0L VBRABEICST ARV LMNERMEDRAELLS

: 55 FHE ! Erig RIEEE 95% IS XH

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

EMINEEEIRE | 7778 () —8.7

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

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

BAMIMURHRILE | 77 755 (4) —8.4

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

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

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

5B FigE! 261 RIEEHE 95 % IE4E KR

AF—V1 : 77/ rRE 6 BHGICRRER RS (19 4)

BAMLIAEHAIMIE | 7778 (B —6.7

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

SEIRARAME | 70 7ER (A) —9.1

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

RAALIAEHAMIE | 7770 () —10.4

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

SEALINAEEILIE | | 77 788 () =128 '

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

1 ¢ ANCOVA 2*5 D LS mean

wiz, MERTIETS7 7 74— (Outlier) fETZIToT,

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

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

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

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

10 .



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

£1-19 2LRAO0DVBRABEICSTETI R34 VY—BHiER

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

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

kYA 174 '

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

£1-20 FSYLURRBEIZBILE7O NS4 VY—BRIFER

<ATF—VI> <AF—VU>
77 v B 6 R IV v L BREE
HBREL RS RS 5
7R 5 g Ik 5 mg
B\ L
FEGIE 21 19~20 21 20
FRAEEIMEAS 20 mntlg DL LD T 0 ( 0%) 1 ( 5%) 2 (10%} 2 (10%)
ARHERIMEAS 30 moHg A EOET 0 ( 0%) 0 ( 0%) 1 ( 5%) 1 (5%)
FARTRARM ML 45 milg AT 0 ( 0%) 1 { 5%) 0 ( 0%) 0 ( 0%)
BRI AEH LS 85 muHg BAT 0 (0%) 0 ( 0%) 1 (5%) 0 ( 0%)
A A
SEFR 21 19~20 21 20
PEIEEAMEA 20 millg BLEOET 0 ( 0%) 0 { 0%) 3 (14%) 3 (15%)
IR HEHA L EEAS 30 mnllg BAEDET 0 (0%) 0 (0%) 2 (10%) 5 (25%)
(IR M TS 45 matg BUF 0 ( 0%) 0 ( 0%) 0 ( 0%) 0 ( 0%)
EARIUEHME S 85 muHg SAT 0 ( 0%) 0 { 0%} 1 ( 5%) 1 ( 5%)
11
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