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WD 2004/ 073716 PCT/ JP2004/ 002085 1 DESCRI PTI ON
METHOD FOR TREATI NG SEVERE HEART FAI LURE AND

wOBLGANENT THEREFOR 5 TECHNI CAL FI ELD The prBSEOPR2004/002085

invention relates to a nethod for treating severe
heart failure with a nmedi canent conprising as an
active ingredient a benzazepi ne conpound, and a

medi cament 10 useful therefor. Mre particularly, the
present invention relates to a nethod for treating

sever heart failure conprissrI®TadM Ni stering to a
patient in need thereof a therapeutically effective

anount of a benzazepi ne conmpound of the formula (1)
R2 r1 RaN(l) CORIRA4 15 NHCO-Q ~ wherein

RETHSDA Tomr agenTalem 9fverK aleged akﬁﬁguﬁ_%l\l@%g MEDICAMENT

hydr oxy group, or a group of the fornu

whHererFrorRRS5 and R6 are the sane or different and are
each a hydrogen atomor a |ower alkyl group, R3 is a
hydrogen atom a WO 2004/073716 PCT/JP2004/002085 2

TECHNICAL FIELD

The present invention relates to a method for treating
severe heart failure with a medicament comprising as an
active ingredient a benzazepine compound, and a medicament
useful therefor. More particularly, the present invention
relates to a method for treating sever heart failure
comprising administering to a patient in need thereof a
therapeutically effective amount of a benzazepine compound

of the formula (1):

R2
i

G

N
R
T o (1)
| >

~ Ra

wherein R' is a hydrogen atom or a halogen atom, R® is a
hydroxy group, or a group of the formula: -NR°R® wherein RS
and R® are the same or different and are each a hydrogen

atom or a lower alkyl group, R® is a hydrogen atom, a
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hal ogen atom a |ower al kyl group, or a |ower al koxy
group, R4 is a halogen atom a |ower alkyl group or a
wo owe07HIKOXY group, or a pharnmaceutical ly acPepiR2od4002085
salt thereof. The present invention provides further a
medi canent 5 for the treatnment of the severe heat
failure conprising as an active ingredient the above
benzazepi ne conpound (1) as well as use of the above
benzazepi ne conpound (1) for the preparation of a

haR digeaneitiont)s &f Uowe®r a1t rgfuiEnlorofa 13808 & 1N&AIS group,
failure. 10 BACKGROUND ART It is known that the

RbengazenbNB8geAMROBRAYS a0l obRe A IUIE D) NAVE 10wer alkoxy
vasopressin antagoni stic activity and are useful as a

gvaseli loat o prRYRAIeNTI VR 1aGe Mol | i
pl a?gl et agé)r egati on ilnhi Eigfoﬁcegjtﬂgm%c%aq%%lﬁ%eg%fw,

U.S. tHRaten 58 n2 Lot idrS. 5, 77, .
3P A B0e D) and U ERe TRy ThoZe Teamundg g cament

kS Hes af il 2 13BN OXYERE] Q?VQPEaE?%.ggggg\fﬁr%%/ )sing as

a cataract treating agent (WO 94 at ent

, ' ) d '
<# B ST 2T S0 00,20 0Bk (1) s

- A-10-.120592 ' .
“EIE K- 45R08) epeti i TIRAR aaRRend (A) e the

p?% t‘l:ii gx a(glfi Lr et@écﬁrfgél{l%fétc%{s@f%\iasfgkag:éugei Sggggth@nt of

nited States over past two deca

reflec y «a:50%reduction 25 in age-specific
Sﬁg%ggiﬁggrgrg%ﬁggfgﬁary artery di sease WO 2004/ 073716

PCT/ JP2004/ 002085 3 (CAD) (Anmerican Heart
Associ ati on, Heart and Stroke facts: 1996 statistica

Bﬁﬁﬁﬁ%ﬁﬁﬁﬁ; @age 15), the preval ence of heart failure
a

s beensteadily increasing (Massie BM Shah

It is known that the benzazepine compounds of thé
formula (1) have vasopressin antagonistic activity and are
useful as a vasodilator, hypotensive agent, diuretic agent,
platelet aggregation inhibitor, etc. (cf. WO 91/05549, U.S.
Patent 5,258,510, U.S. Patent 5,753,677, JP-A-6-80641l) and
further that those compounds are also useful as an oxytocin
antagonist (WO 94/01113), a cataract treating agent (WO
94/18975, U.S. Patent 5,827,862), a cerebral edema treating
agent (JP-A-8-157368), a Meniere's disease treating agent
(JP-A-10-120592), or an antiulcer agent (JP-A-7-188021).

Despite significant advances in the prevention and
treatment of cardiovascular disease in the United States
over the past two decades, as reflected by a 50% reduction

in age-specific mortality from coronary artery disease
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NB, The heart failure epidemc, Curr. Opin. Cardiol.
1996, 5 11:221-226). This is nost |likely a result of

wo b@4agi7ng of the US popul ati on and t he greatBCT/JP2004/002085

| ongevity of CAD patients. Approximately five mllion
i ndividual s currently have ch8onic congestive heart
failure, and it has been estimated that 400,000 new
cases of heart failure are diagnosed each 10 year
(Massie BM Shah NB, The heart failure epidemc, Curr.

QpAR)  Cdvutimglcan] 3963 1t IA22de 226)on AndeAPRT XUMBLELYe facts:
20% of the patients need to be hospitalized each year

806 vwiraths nical theplesease Staje i%far HHé prevalence of
publ i shed by Decision Resources (1998 5. It has been

bkowtt tfhafllute appr briemtekynd3l% ohRabiRls WaldiiRedit shan
failure die within 5 years of their diagnosis

WRonghambdary afiilliGe Bakededlc, etusk. . o#s'?ﬁr.t challibhe: 1996
eval uation and care of patients with |left ventricular !

dyseaneppen. AHGRER Rubligat i o - ockyi ||
(MD): US Departnent of Health an Fﬁﬁ%%gé§$v?§;?ﬁ¥28g§ng of

dheeUu39B4pulbBibheabni tad Stakesr 4B égﬁkyogftﬁﬁﬁt%%%ients.

heart_ failure has been estlnated to In“excess o
Aproklimbealyanmuall y mand &% hi gha s 30 011 Li20ent 1y nave

excluding costs related to | ost wages and

ohodteti ¥bh¥ebLevbt BoKR: %QE?HP)A,ZQEg'gCatO%Q Ffen®lstimated

al ., National health expenditures,

/ PG R 4 ELn R
S5 G137 A0TSR0 St AT B cnc

o T e e oy e R e a T PR e ppafieEe, cure.
98, 334001 12100301 200k b BEoPLLa ! 22LLRD L 008, 520 o
gﬁ@acbaﬁiefi@yt nbakl ugg i pd h%o%r}gitteadiisztea ese:aékil rreyéglrr for
worsening of the disease state ("Cardium", published by
Decision Resources (1998)). It has been shown that
approximately 50% of patients with heart failure die within
5 years of their diagnosis (Konstam M, Dracut K, Baker D,
et al., Heart failure: evaluation and care of patients with
left ventricular dysfunction, AHCRP Publication No. 94-0612,
Rockville (MD): US Department of Health and Human Service;
June 1994).

In the United States, the cost of treating heart
failure has been estimated to be in excess of $12 billion
annually and as high as $30 billion, excluding costs

related to lost wages and productivity (Levitz KR, Lazenby

HC, Cown CA, et al., National health expenditures, 1990,
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di fferent approach, J Heart Lung Transpl ant 1994,

13:107- 12). Heart failure can be defined as a conpl ex
wa@bkioniozzle 10 syndrone characterized by abnor nedT/o92064/002085

of left ventricular function and neurohornona

regul ation, which in turn cand result in effort

intolerance, fluid retention, and reduced |ongevity.

The heart failure is classified to "acute heart 15

failure" and "chronic heart failure" or "chronic heart

Heai ltliY eCd e agtihe reXACKIIGL i D2 pased omchbiBethi WCalRristow
synptons and the di sease course. The therapeutlc

MR a R @ Som 0 im@&&tf@f|Hé@r@rgalﬁﬁkbrﬁbyﬁﬁéfﬂﬂfﬁgd States:
dependi ng on the conditions, i.e. 0O whether 1t 1s 1n

Hife coroni G ipiase aldg;xtolae:hacw @aé%!}é\_sqmrfgowfal}?srplant

treatnment of the chronic heart failure

19943s t1@:rejease the rgpai NG heart Hc?ét;L W8 i SUWIRLPM 21 one
and to maintain in the stable state so Jh

evERlgem al | 511 0t on acty & Kxpcer baid ong. 0o, Et}e herEconom:Lc

hand, 25 when the patient falls in acute exacer bat i-on,

ﬁn@ﬁcﬁi—yf@f OREY6: 2 ‘i/lgj]%%”%rp é‘lg%qq:%/do%étoa?cg D ?ye for a

possi bly change rapi the worse a

dirreatertto didfadnd ie?%%rtf m%mxgsggﬁpagg 'Jfay:lov-

necessary to take a savi ng asur efrporari
iegntrol ling the breath and bl ood pressure and
adm nistering 5 a cardiotonic drug so as to noderate

d | h d iC ., .
and gf.abid i Egliﬁfe QJIP'E@ t%PB§Eu? ggﬁp%ggrkélnlcal

vi ewpoi nt, y I ncreasi ng r i"ac ou .
AP SR T B3, L g
fhE%%E%%.Q¥n&aH%ﬁrohormonal regulation, which in turn can
result in effort intolerance, fluid retention, and reduced
longevity.

The heart failure 1is classified to "acute heart
failure" and "chronic heart failure" or "chronic heart
failure in acute exacerbation" based on the clinical
symptoms and the disease course.

The therapeutic measures for heart failure are
entirely different depending on the conditions, i.e.
whether it is in the chronic phase or in the acute phase.
For the treatment of the chronic heart failure, it is
treated so as to release the remaining heart failure
symptom and to maintain in the stable state so that the
symptom falls into acute exacerbation. On the other hand,

when the patient falls in acute exacerbation, the symptom
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10 therapy, the synptons change gradually for the
worse with the |apse of tine. Even though the cardi ac

wo mveime i s tenporarily recovered by a tenpoPEr/§yP2004/002085

synptomati c therapy, the function changes for the
worse later and it is inpossisble to effect a

per manent cure. The worsening rate 15 varies dependi ng
on various conditions such as the kinds of wunderline
di seases, severity of the disease, effectiveness of

nagr apss iidy | ichiahgeenyap DAMENttoBeshdesode paki 8 Sre is
ey

soneti mes unexpectedly suddenly die, even while th

tlaveat bern ilifid)e AaMONadN @ COUReR OLhk §COVELIPGinThe it
patients 20 of heart failure have bad prognosis %% iolt s

hbeetsdey Hscaidgat 011 he-s4athsgt ik rapn .
Study in the U S A including thg dé%%g%?ga?ﬁ; WaPorarily

paht 2ol 5ingf £RE Bgeétﬁﬁhn&elgibogi 5eas8aret Qﬁd5Q?{?nintistering

survival rate is shown in about 4 years since onse

af dafieliditsease (Kagn : g 2, 14
PA, et laI ., 1982) B Eée%i\é\gs,@f% nﬁlﬁlgv?/r%%r ?—é(gr{gq{%%'llze the

éiEHH&HB7§§mﬁ£gﬂéP2994&QQ%%§%ﬁg.&%ﬁ;ﬁﬁé&ifp qgfsfncreasing

the patients suffering from't I'm'th

Ser@iad Yoht Oht | hge A1 82858 £ﬁ€¥a§59¥%§§$dggéggggggég volume,

but the patients have the severity

éﬂ&winéfghégﬁgsyéﬂéya$15@éef1$w[ess than 1 year, that

those 5 having the severity or Il of the disease

SFKNVéfEb§QQ@s§U§¥£¥@J éfﬁ&ké@.é§§$n6g3$%45 g%ﬁ%%r%y causal

Thus, the patients, o are di agnose

SR e B MR RL e £ b S e e
dpkayam St 40, O SRR NETLOUTRE Bt <
temporarily recovered by a temporary symptomatic therapy,
the function changes for the worse later and it is
impossible to effect a permanent cure. The worsening rate
varies depending on various conditions such as the kinds of
underline diseases, severity of the disease, effectiveness
of therapy, and living environment. Besides, the patients
sometimes unexpectedly suddenly die, even while they have
been in the favorable course of recovering. The patients
of heart failure have bad prognosis as to the life.
According to the statistics by Framingham Study‘ in the
U.S.A. including the data of all patients suffering from

heart diseases, the 50% survival rate is shown in about 4

years since onset of the disease (Kannel, WB, et al., 1982,

Mckee, PA, et al., 1982). Besides, in New York Heart



seeking a nethod for the treatnent of severe heart
failure as well as a new nedi canent useful therefor.
wa@sotloesmesul t, 15 they have found that the bePZBIE2004M@®2085
conmpounds of the fornmula (1) are effective for the
treatnment of severe heart faklure, and have conpl et ed
the present invention. Thus, the present invention
includes the followi ng various enbodinents. 20 [1] In
a first enbodi nent, the present invention provides a

Kevo epd thiosh folashe theapaBAkenel $evEee ihQArdrod A hdll 8isease
whi ch conprises admnistering to a patient in need

irhetipofsavdierppew s cald yapsdoed ) V&Mv{rlgo@d prognosis,
benzazepi ne conpound of the fornmula (1);

R004£ 0 35461 BETA I BIYR4/HR2085re 1 £ FRRTTR o N B3R ig\&% show

C wherein R1L is a hydrogen atom or” a hal ogen at om

titse @508y 0§@XYi GADURatY angrOidks ofpbhe Ioéf&ixa,: thB Ot nose
wherein R5 and R6 are the sane or different and are

5  easthq wer 0ge8rdr gt oM @ ard PIBE ?ﬂléyhigﬁ%g’ &'ﬁo%ddhstr?e 508

hydr ogen atom a al ogen atom a lower a

éﬁrﬁﬁ&éww¥a@ék9ﬁyﬂ¥§§WEhaﬁM4i%é%fyyoQ@ﬂuésomhéipatients,
| ower al kyl group or a |l ower al’koxy, or a

W gReeud Lald Yo £CEEPIBD! & Salte tﬂ&é?@‘c 'fa[i%nlp&o have bad

anot her enbodi nent, the present 1nvention r'ovides

ﬁ%d&ﬂdgﬁ¥QfofcfheIhEgﬁEgF%F Q&H§§%§ﬁgt gaggF%%%gﬁr%%edicine,

according to the above el n

m@@%l( Hogd sl\paqgraiﬁ&astsq{oetdeﬂ)n a dose of less than
0.6 ng/kg per day.

10

DISCLOSURE OF INVENTION

The present inventors have intensively studied for
seeking a method for the treatment of severe heart failure
as well as a new medicament useful therefor. As the result,

15 they have found that the benzazepine compounds of the
formula (1) are effective for the treatment of severe heart
failure, and have completed the present invention.

Thus, the present invention includes the following
various embodiments.

20 [1] In a first embodiment, the present invention
provides a new method for the treatment of severe heart
failure, which comprises administering to a patient in need
thereof a therapeutically effective amount of a benzazepine

compound of the formula (1):
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[3] I'n another enbodi nent, the present invention
provides a nethod for the treatnent of severe heart

wo av4i0rF16 15 according to the above [1], wher eP@T/gi#p804/002085
active conpound (1) is adm nistered in a dose range
fromO.1 ng/kg to less than ®.6 ng/ kg per day. [4] In
anot her enbodi nent, the present invention provides a
method for the treatnment of severe heart failure WO
2004/ 073716 PCT/ JP2004/ 002085 8 according to the
above [1], whereiRf» the active compound (1) is
adm nistered in g dose of 15 ng to 45 ng/ body per day.
[5] I'n anot herxerfbogi ment, the present invention
provi des a the treatnment of severe heart
failure to the above [1], wherein the
active Ccorf | S
5-dinethy|dninoﬁbi - (2- met hyl bergtoyl am no) benzoyl ] -
2,3,4,5-tetrahydrjo- IH benzazepi ne. [6] |In another
enbodi nent, the sent invention provides a nethod
for the treat Revere heart failure 10
according to th ove [1], m@@gein the active
compound (1) is

5-hydroxy-7-ch|owﬁi¢CT2ﬁ§%§§»l-4-(2-nethy|benzoylanino
)- benzoyl]-2,3,4,5-tetr ro- 1H benzazepine. [7] In
wakRether @nbadi ge pr t pnventipn provides a.: .
net hod for ?ﬂe t?&?ﬁ?@%ﬁ'6$§§£v8?e%hgééfb?§?|ﬁ Sm’1§{ 15 a

R e S LA R e TR

ur é or 61i ¢ rt
fajl ' ion. [8]_1I th
Lo 8l AL GO BR L PLl BROUIEE, o gyrosen

oL LA T SR PPV RB ey 2L Sy B gon,

h%ﬁ%h%%?a%%m? %ei%%%rh%i&&if%&£%£? %& Q?W&ﬁ%?‘a zggy group,

R' is a halogen atom, a lower alkyl group or a lower alkoxy,
or a pharmaceutically acceptable salt thereof.

[2] In another embodiment, the present invention
provides a method for the treatment of severe heart failure
according to the above [1], wherein the active compound (1)
ls administered in a dose of less than 0.6 mg/kg per day.

[3] In another embodiment, the present invention
provides a method for the treatment of severe heart failure
according to the above [1], wherein the active compound (1)
is administered in a dose range from 0.1 mg/kg to less than
0.6 mg/kg per day.

[4] In another embodiment, the present invention

provides a method for the treatment of severe heart failure
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Association Class: IIl and IV. [9] In another
enbodi nent, the present invention provides a new
woreai#ozTent for the treatnment of severe heart P@BEJP2004/002085

failure which conprises as an active ingredient a WO
2004/ 073716 PCT/ JP2004/ 0020858 9 benzazepi ne conpound

of the fornmula (1) or a pharma- ceutically acceptable
salt thereof. [10] In another enbodi nent, the present

i nvention provides a nmedi canent according to the

el 118, tovhgi€i dbove thg a%ﬁé’ﬁef@”@l@é’”&’c’&ﬂe'éompound (1)
5-di net hyl am no-1- [4- (2-

it reneoyt adri ﬂo)abez{b?scyldf 2,331y 5ed e&%%ﬁ%ﬁ%@%ﬁé&e”&ay.

azepine. [11] In another enbodi nent,

i nvention  PHOVAESSHE MRAIARRM AcCd n e . _
above [9], wherein 10 the actlvélcong%%%dgf%?eﬁp invention

Eﬁ'dibidfégyc'{ In&th Y Ord [L%{ect oy Ijxerét of %GY lfheadrr . flif'.lure

4- (2- met hyl benzoyl am no)

scdanzazenidend la%]ox}eﬂ not hef. aredi,ne ”act:’fxpe IES8a (1)

I nventi on provi des a P arnaceutlcal COﬂpOSItI

%U' tabl@-&ﬂﬁeﬁﬂﬁaﬂﬁl& rleaT](d"rE(g B JYk(ye JenZOY. e_l:rt fég%e%réze yll-

whi ch conprises as an active 1ngre

accep;‘g]-gtleogrélﬂfdrf Prmia za&ﬁr & phar maceut i cal | y

e Sa ereo |n nmxture wth a

G o B PSR B AR e RS HHL Hvencton
r%\(ﬂ'géso% n%rt?hc;ad%;qba %a%gf?c ut | alc}fo%oe;éet :h‘%gart failure

accor ng to

sis ne%rﬂl L he afovf ety "B TA a‘?ﬁ%&)%‘ﬁ’zeo)ﬂﬂmp.?@d (1)
Jé % hty%fro%{lgyd{ h]ll_ol-r%eq a[zzg-er{enc%yl —-4- (2-methylbenzoylamino) -

benzoyl]-2,3,4,5-tetrahydro-1H-benzazepine.

[7) In another embodiment, the present invention
provides a method for the treatment of severe heart failure
according to the above [1], wherein the severe heart
failure is acute heart failure or a chronic heart failure
in acute exacerbation.

[8] In another embodiment, the present invention
provides a method for the treatment of severe heart failure
according to the above (1], wherein the severe heart
failure is a severe heart failure of New York Heart
Association Class: III and IV.

[9] In another embodiment, the present invention
provides a new medicament for the treatment of severe heart

failure which comprises as an active ingredient a
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25 [14] In another enbodi nent, the present invention
WD 2004/ 073716 PCT/ JP2004/ 002085 10 provides a

w@b@noereat i cal conposition according to the BUODYR2004/002085

[12], wherein the active conpound (1) is 5-hydroxy-7-

chl oro-1-[ 2- net hyl - 4- (2- met hylSbenzoyl am no) benzoyl | -

2, 3, 4, 5-tetrahydro-1H benzazepine . 5 [15] In

anot her enbodi nent, the present invention provides a

phar maceuti cal conposition according to any one of
bémzabeweng 12¢ompeofdd] .o hethed n fdenact | V@ )cogpound pharma-
(1) is contained in an anount of 1 to 70 % by wei ght
tasetcablyt Aeceptgble ofalbetigor@osi tion. 10 [16] In

anot her enbodi nent, the present invention provides a

use ofl1@] benzazepidsthonpabbdifbnthe f10& n?Jr%s%}a)t Phvéntion
phar maceutical ly acceptabl e salt t hereof for

e @et Ukl m@da_dm@n&armmo@iiﬂ@b’c@ tae RV e BN iherein

of severe heart failure. 15 [17] In another
giodiamiitve t heoRpEsAAL 1 MeENt i an 5E&WEQ€§%F?ﬁ§ﬁbD£—?4—(2—
y

benzazepi ne conpound (1) or a pharmaceutic

RSP £o $Bhhi ASRE &Lo RELOF th NG, £ 0 L e, aboye f.16L, .-
wherein the active conpound (1) Is 5-
éﬂ%?ﬂﬁyjanino-I-[4-(2-nEthyIbenzoylanino)benzoyl]-2,3,
4,5- 20 tetrahydro-1H benzazepine. [18] In another

enbodj ent, the . éﬂﬂ&&iﬁ@ﬂt pqﬁ%;dﬁgggﬁ§%e fﬁvgntion

benzazepi ne compound (1) or a phafmaceut

EERiad! g &%'dti_ctaﬁl%h%‘)fa&%ﬁi%gn |gtsé gthgg ra(])o)%&%‘é?[ 16] i herein

wherein the active conpoun g

o ST e PR B G306t AFAY ST ARISESEY |-t -
4—(2—methylbenzoylamino)benzoyl]—2,3,4,5—tetrahydro—1H—
benzazepine.

[12] In another embodiment, the present invention
provides a pharmaceutical composition suitable for fthe
treatment of severe heart failure which comprises as an
active ingredient a benzazepine compound of the formula (1)
or a pharmaceutically acceptable salt thereof in admixture
with a conventional pharmaceutically acceptable carrier or
diluent.

[13] In another embodiment, the present invention
provides a pharmaceutical cbmposition according to the
above [12], wherein the active compound (1) is 5-
dimethylamino—l—[4—(2—methylbenzoylamino)benzoyl]—2,3,4,5—

tetrahydro-l1H-benzazepine.

[14] In another embodiment, the present invention
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2, 3, 4, 5-tetrahydro- | Hbenzazepine . [19] In
anot her enbodi nent, the present invention provides a

wais®4073786 benzazepi ne conpound (1) or a PCT/JP2004/002085

pharmaceutically acceptable salt thereof according to
any 5 one of the above [16] tag[ 18], wherein the
active conpound (1) is contained in the nedicanent in
a daily dosage unit of the range of less than 0.6

ng/ kg. BEST MODE FOR CARRYI NG OUT THE | NVENTI ON 10 The

PEOV Cas®Nta SWHAM L St ddle Riped ifon! I 8B %ing to the

severe heart failure of the present invention

£O0PE | BE3] ASyhafe AT ENE 2OEIdi 8Mp&inge €50 ~7-
benzazeping conmpounds of the aon% f%rnﬁ?; %§)50§y§98xy !

@mﬁéﬁ@Qﬁutiiﬁéﬁﬂy13@3@@lﬁgiﬁyﬁﬁéﬂzéﬁﬁﬁﬁﬁﬁog%%%%gyipg

description and clains, the groups 1n the

3 0% i) 8- dY) r RS &- 1L E04 L P NG 9r oups.  The "hal ogen

atonl denotes a fluorine atom a chlorine atom a

br omi pes At oy, o, AR Headi Qﬁ%ﬁ&.‘?ﬂén@e ﬁlﬂéj‘r’]‘g A invention

group” denotes a strail ght aln or branc chain

G AR LAY QrQHQrHQEEHQFkaﬁgggpggéﬁgggﬁi%ﬁ%of%#

¢ 3% an
met hyl , ethyl, ~propy ter ﬁ%u(§|? y ohe

Portue aBbyoNYEy TRe Tl WO O e S XS dana (1)

strai ght chai nc ai nal kKox

ﬂstébﬁkgfﬂggniﬂtgﬂsaqgﬁﬂyw5?1{?%802é’%E hoxéight based on

pr opoxy, i SOpropoxy, oxY, X

éﬁ%g%%ggﬁﬁf%%£g§%X&%éy:é%flég?4{g233é?n1"severe heart

L S | g R PRI L . TB0S B Frent o
SO Moo |, SIS e e commata o
or a pharmaceutically acceptable salt thereof for
manufacturing a medicament suitable for the treatment of
severe heart failure.

[17] In another embodiment, the present invention
provides a use of a benzazepine compound (1) or a
pharmaceutically acceptable salt thereof according to the
above [16], wherein the active compound (1) is b5-
dimethylamino—l—[4~(2—methylbenzoylamino)benzoyl]—2,3,4,5—
tetrahydro~1H-benzazepine.

[18] In another embodiment, the present invention
provides a use of a benzazepine compound (1) or a
pharmaceutically acceptable salt thereof according to the
above [16], wherein the active compound (1) is 5-hydroxy-7-

chloro—l—[z—methyl—4—(Z—methylbenzoylamino)benzoyl]—
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5 Cass: Ill and IV. New York Heart Association C ass
Il and IV (The Criteria Commttee of the New York

wok@ain737Associ ati on: Di seases of the Heart andr®r/oreo4/002085

Vessel s, Nonenclature and Criteria of Diagnosis, 6th
ed. P.110, Little, Brown & Cal, Boston (1964)) are
defined as follows: 10 CLASS Ill. Patients with
cardi ac disease resulting in marked limtation of
physi cal activity. They are confortable at rest. Less
2 hayd b i etarah piys+ CRLbast dXéb¥ne causes fati gue,

pal pi tation, dyspnea, or anginal pain. CLASS V.

Pati et %] W tIn carbitaterdi spBsgifeHH] t i | t J.nventlon
inability to carry on any physical activity mngh
P SENEOr ta Sy8pt 0B Ofa CHMAG JJIS T i GiGNGh Or Plf a

the anginal syndrone may be present even at rest.

Y rm st Lol 1 BEL bk tlaﬁl@n%%!’lttakﬂq?rgﬁfC%‘Efcgl;:&fl!ﬂ% to any

i ncreased. According to the nethod e presen

oiwvent i Be 4B8ve2Q13Gt itwe {li%']za%ﬁm@ %&gtf W &S’mpound

effective in an anount muich I'ess t an t

Vi@“ébM gt I tgnty
PRt NSt 0 U ase wni

exad erar?bse ¥ aptd ul Gery, ds ug, m%}n}]{%s usual |y

adm nistered in a dose range fr .6 to 50 ny/ kg per
day, 25 e.g. 60 ng to 90 ny/ body per day, but
according to the WO 2004/ 073716 PCT/JP2004/002085 13

B HdhRSHED Y Eﬂ%ﬁﬁﬁ@@fﬁ% \{ﬁ{eﬁgor ] been found

that when e conpoun Stered in a dose

and g el 81?%%%&1.“%3“9%%%eab085 %9%”5%1 i Iﬂ%%%ﬂﬁ%égdé‘%#eating
perﬁigﬁé%%¥6¥§{€$ ec |v§h%o%%%§$§&e§g$Ut I?%%P es as
Hhodar B ERER R e ckudnth f?%éﬂ'eﬁfe e Benzazepine

undesirabl e si
compounds of the above formula (1) or a pharmaceutically

acceptable salt thereof.

In the description and claims, the groups in the above
formula (1) denote the following groups.

The "halogen atom" denotes a fluorine atom, a chlorine
atom, a bromine atom, or an iodine atom. The "lower alkyl
group" denotes a straight chain or branched chain alkyl
group having 1 to 6 carbon atoms, such as methyl, ethyl,
propyl, isopropyl, butyl, tert-butyl, pentyl, or hexyl.

The "lower alkoxy group" denotes a straight chain or
branched chain alkoxy group having 1 to 6 carbon atoms,
such as methoxy, ethoxy, propoxy, isopropoxy, butoxy, tert-

butoxy, pentyloxy, or hexyloxy.
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urination, etc. and then can inprove edena and

nortality rate, and it has further been found that in
wo b@4pat7ient s 10 suffering from hyponatrem a, PCT/IR2D04/002085

observed increase of sodiumlevel in serum Thus,

according to the nethod of theipresent invention,

even in the patients suffering fromsevere heart

failure who have bad prognosis, the prognosis has

been 15 significantly inproved, and hence, the nethod

of th@egidesent tinverttdran i"sdiggfdl Hoyrt heféfﬁﬁ!ém”tjfn the

of severe heart failure. The benzazepi ne conpounds o

desdrdmilcn ( Bndand1ihec esiesd ora fepan] he-.s,
are disclosed in WO 20 91/05549, U.S. Pat&{e‘]sgr%:tg Tai¥lire  and

55258151 hemrd: UESi1Ratenh hAbd 6d4--a5 as g,n t
Japanese counterpart JP-A-6-80641. %ﬁe %%ﬁ%%%ép?ﬁg é§%mple,

beapaunisi lofrdead osTak 9 £ildq can NEGad . iati
phar maceutical |y acceptabl e acid adgi?F%% %%53F\ﬁ%%?%£atlon

Phassacelll cahdly Taccepiap! ecagi diethe a4
phar maceutical |y acceptabl e acidgﬁluﬂéﬁhf?%ﬁﬁﬁ% j glass III

anddsTVWY PRO4/AXLG 002@85,., 14 such .as
e oy AR L ot T P eart

sul furic acid, hydrochloric ac osp

hydoobeeotbe:acbdse856s apd otflgé’@mil—?e%li ﬁﬁrﬁ%ﬁ%&%@onygssels,

acetic acid, p-toluenesulfonic acid, m . .
Homdnco¥glire &cdd.crmlsfiL ag dDiggggg%r ﬁlcgég%mr%l 5110,

acid, tartaric acid, 5 citric aci sSUc

bepz i ' t | ' ds of
s Ao i BT RLOS SERTE B

cemsseadity oy g,rsalf; Wt har eutically ) ,
accept abl e basic conpouﬁLoF.Q4 ?ﬁ%- 5§ig%@§ﬁﬁ§§hd§esultlng in

RIPRe T R PR S T e e
comfortable at rest. Less than ordinary physical activity
causes fatigue, palpitation, dyspnea, or anginal pain.
CLASS 1IV. Patients with cardiac disease resulting in
inability to carry on any physical activity without
discomfort. Symptoms of cardiac insufficiency or of the
anginal syndrome may be present even at rest. If any
physical activity is undertaken, discomfort is increased.
According to the method of the present invention, the
active benzazepine compound (1) is effective in an amount
much less than the dose as previously claimed in the
existing patent (WO 91/05549). That is, the compound (1)
is used, for example, as an antiulcer drug, it is usually

administered in a dose range from 0.6 to 50 mg/kg per day,

€.g. 60 mg to 90 mg/body per day, but according to the
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hydroxi de, etc.; alkali netal carbonates or hydrogen
carbonates, such as potassi um carbonate, sodi um

we@abongie, sodi um hydrogen carbonate, potassPCIIP2004/002085

hydrogen carbonate, etc.; and al kali netal

al cohol ates such as sodi um net gl ate, 15 potassi um

nmet hyl ate, etc. The active conpounds (1) of the

present invention are wused in the formof a
ntlonal har maceuti cal preparation. The

e
p"f priEjseeed bynwshb@rs onenidong
di.l ue ts or carrlers such as fillers, 20 th|cé%%|found that

AR ShpiGRIRCsndreit| Mg sageitis i dieyidy 3H & Yske range from

urfactants | ubricants, and the |ike.

har M &t |t@a|le8pr é:pamaml BNy RR: 1S €l tr%glé{ "“Yeferably in

various forns in accordance with the d gj

8t idoiss e, Idndntghetor epr ageRLAL are table
p|IIs powder s, solutlons§ 25 guéggnglgzsmoéﬁuP§%§%§ably in

gr &RAi%esof cabsut esp supposiyt o5é €Sy 04/,0737
PCT/ JP2004/ 002085 15 i njections (?gmhggbﬁé %geCtlve for

daspensioas ofetthe) ,badil WQE?htk%ndlq f¥§5%§§f9é”%he urine

tablets, there are used wel known arnac

¥atvner @lm@rmtamrv@éﬁﬁrﬁlée qd e sugar,
sodi um chl ori de, gl ucose, urga esﬁ%%&% %}F%’ Gts frequent

%%h@&tb®¢;ee¥thndnﬂ 86k bidsel | ; m arbonat
kaolin, crystalline cellul ose, S| |%?% % é?%f)mortallty

17 brler 8nd( &tg.hawat Bhixtieb hapaly, W&H?&‘OJF%?E ”gol 4 oRatients

gl ucose solution, starch solution

SHifrrdnarethyh  1eeIdnalass; She ag,, Jreth cellulose
pot assi um phosphate, 10 pé1yV|%§lpyrro f cdef@crease of

Sfickiumt elgratloris: (s&r@ghm dry starch, sodlun1alg|nate,
agar powder, |am naran powder, sodiun1hydrogen

gg{ me%agtﬁ;ﬁ;@ggl:@d%g;?g{égtm%t é]%o loyfo xc\ﬁet r[‘Jyleesne(i*lt invention,
even in the patients suffering from severe heart failure
who have bad brognosis, the brognosis has been
significantly improved, and hence, the method ‘of the
present invention is useful for the treatment of severe
heart failure.

The benzazepine compounds of the formula (1) and
processes for Preparing the same are disclosed in wo
91/05549, U.S. Patent 5,258,510 and U.S. Patent 5,753,677
as well as in the Japanese counterpart JP-A-6-806471.

The benzazepine compounds of the formula (1) can
readily form a Pharmaceutically acceptable acid addition

salt with a pharmaceutically acceptable aciq The

pharmaceutically acceptable acids include inorganic acids
’
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| auryl sul fate, stearic nonogl yceride, starches,
| actose, 15 etc.), disintegration inhibitors (e.g

wohkik®7Fugar, stearin, cacao butter, hydrogenetEaP2004/002085

oils, etc.), absorption pronoters (e.g. quaternary
amoni um base, sodium [lauryl gulfate, etc.), wetting
agents (e.g. glycerin, starches, etc.), adsorbents
(e.g. starches, l|actose, kaolin, 20 bentonite,

col loidal silicates, etc.), lubricants (e.g. purified

satln, ast salduesc BOHGG agidk RO c PR YS! WhE8Shoric acid,
gl ycol, etc.), and the Ilke Mor eover, the tablets may

laﬂf&mbﬁomilct Reitior et a eenvergdonal a%‘l@fsedsﬁéﬁl als acetlc
such as sugar-coated tablets, gelatin-coated tablets

i@y i p-25166nated1 taht 8t Scibi I A ets
ot e of Ml tipl e 00 20051073 05E Be Mo oxalic

d&idayed1é bl £25q, | Puddei Pr& @ﬂﬁagrhé)flc?fa Jil Sta#ggrlc acid,

conventional carriers can be used and |nc ude

EXarAY e c VeI Gh&@Si { £ G c Oh UGOSE, o1 ACL OB S, ec‘tt_gr Ch_es,

cacao butter hydrogenat ed veget abl @ o1 aol i

tal c, Aﬁdﬁ) th@' 'T:‘é‘%{zsd{%gl%@ cgftt{ﬁgﬁéﬁg' G fpog\ggr formula (1),

tragacan powder etc

EH@'EEEBB@hegsﬂébﬁh%|§H‘ fHEca§§?%P$tc tﬁ%agliy form a

like. I'n the prepara i on of “suppo

%%;B’ngﬂltel't?inag ;}ﬁ{aﬁf o2 %@yscacgg%ﬁggfl ugaﬁllahecl‘,ompound

el L absst ol SLALE AL e e i
lr{Q‘}t:deﬂ%;)rese’nt |nvéQ?§on gﬁgo§ﬁ turg§§%185r§ﬁ@$ggg ; oéa101um
hﬁ%gquyﬁ$gL91%%3?;:ef%??grggéggzpsﬁﬁégopﬁﬁﬁé Céﬁgu|Q¥grogen
Mgl gmnely Lo o pepaation of Lnlecti o,
s%tdq.w'ﬁggrgggna cearbonate, potassium hydrogen carbonate,
etc.; and alkali metal alcoholates such as sodium methylate,
potassium methylate, etc.

The active compounds (1) of the present invention are
used in the form of a conventional bPharmaceutical
preparation. The preparation 1is prepared by using
conventional diluents or carriers such as fillers,
thickening agents, binders, wetting agents, disintegrators,
surfactants, lubricants, and the like. The pharmaceutical
preparations can be selected from various forms in
accordance with the desired utilities, and the
representative forms are tablets, pills, powders, solutions,

suspensions, emulsions, granules, capsules, suppositories,
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preferably nmade isotonic with the blood. In the
preparation of these solutions, enulsions and

wGempenFions, there are used conventional di | PEIER004/002085

such as water, ethyl 20 al cohol, macrogol, propylene
gl ycol, ethoxylated isostearyls al cohol, polyoxyl ated
i sostearyl al cohol, polyoxyethylene sorbitan fatty
acid esters, and the like. In this case, the

phar maceuti cal preparations may al so be incorporated

i jtefe tddinsm (@0 1art i s 01 41GA%8s i@ gl VR )N, 1 dh AR TN e |
25 sufficient to make themisotonic, and may al so be

WO 20040083 & PGUIP2004/2002085 the iderPaiat 84,04 1t Nenown

conventional solubilizer, buffers, anesthetizing

pigefiareuMiiceayvetarthe rghasn@ceWd cabnpneRar @éi_g[ls hose,
optionally be incorporated with coloring agents,

wiieser valdgaes, Pesfunesenibavess. gweeheri ng BAEN S st aren,
5 and ot her nedicanents, if requiréd. The anount 'of

18 1At T YR neamRAUN %r(y_lt)hrtictoqe siomrt@tr,atcec{jf{. dNkP c.q]:%onat e,

phar maceuti cal conposition of the present 1 nvention

Ka®1net, %Q%itfaiqu.r@tcéﬁhl%%es,els(?Lg.E]%yicf Lacl{%d a dvo 3d, 1 &inders

range, but usually, 1t is prefer € rang

@& gl 1 QafQ% by e e]:,we”%r%lp%g)gler ahl o d 0 ssig%f y glucose

weight, based on t t"he "corposi ti“on." 'Th
Fths, TRk L A sl S 1S S
e gt Nt R
ARG AbyaiRd ol dhacseto USSP e, ary
<SR OB PAANEL SO ok, LALEE. e,
S%bg%%‘or tﬁ§5%g§énmjthc%rbonate, calcium carbonate,
polyoxyethylene sorbitan fatty acid esters, sodium
laurylsulfate, stearic monoglyceride, starches, lactose,
etc.), disintegration inhibitors (e.g. white sugar, stearin,
cacao butter, hydrogenated oils, ete.), absorption
promoters (e.q. duaternary ammonium base, sodium
laurylsulfate, etc.), wetting agents (e.g. glycerin,
starches, etc.), adsorbents (e.g. starches, lactose, kaolin,
bentonite, colloidal silicates, etc.), lubricants (e.qg.
purified talc, stearates, boric acid powder, polyethylene
glycol, etc.), and the 1like. Moreover, the tablets may
also be in the form of a conventional coated tablet, such

as sugar-coated tablets, gelatin-coated tablets, enteric

coated tablets, film coating tablets, or double or multiple
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20 conventional auxiliary liquid (e.g. glucose, am no
acid solutions), and further are optionally

wadmniziered al one in intramuscul ar, i ntracuPCEmaRM&L/002085

subcut aneous, or intraperitoneal route, if required.
Suppositories are admnisterged in intrarectal route.
25 The dosage of the active conmpound of the present WO
2004/ 073716 PCT/ JP2004/ 002085 18 inventi on may be

sel ected in accordance with the usage, ages, sexes

Aageot heabendi.t i ons1af the PaliePisatibs @¢0768 Ofs, the
severity of the diseases, and the like, but it is

oshaéhyidmal heapangesotahess h@@ﬁ‘%ﬁhrgﬂéﬂh@fr £8¥, eRample
preferably fromO0.1 ng/kg to less than 0.6 ny 'kg per
délyicldde (@Uigt.ableudose, | St okhe rapge-Ris15 g to 6étter,
mg/ body per day. EXAMPLES 10 The present [ nvention

hgdiddeisd £ 84 edelyB tABL nai | Byo1ihe fahlowang ) ping
ﬁ?%pa%ations aﬁg eggegigghts, but sﬁouﬁglﬁBtEﬂ%é) 1naers

& N |
O e T SECA T SRR P B PR i, setatin
Dozl | 2o fy el SLEBML G RO OO IR0, Sagar, etc.)

Avi cel (trade nane, manu (o

arglushiey. 10, Ltd, t%éggﬁ)@%q:agcio%rgFSts%rp%%sglocog:ies, the

Magnesi um stearate 2 r oxypropy

B CR A Oser 105 £l Y&l YA Ene, g YERL1 8900 28 example,
stor oil 40 g Ethano g

polyethylene glycol, cacao butter, higher alcohol, higher
alcohol esters, gelatin, semi~synthetic glycerides, and the
like. Capsules can be prepared by charging a mixture of
the compound of the present invention and the above
carriers into hard gelatin capsules, soft capsules or
hydroxypropylmethyl cellulose capsules (HPMC capsules) in
usual manner. In the preparation of injections, the
solutions, emulsions and suspensions are sterilized and are
preferably made isotonic with the blood. In the
preparation of these solutions, emulsions and suspensions,
there are used conventional diluents such as water, ethyl
alcohol, macrogol, propylene glycol, ethoxylated isostearyl
alcohol, polyoxylated isostearyl alcohol, polyoxyethylene
sorbitan fatty acid esters, and the like. In this case,
the pharmaceutical preparations may also be incorporated

with odium chloride, glucose, or glycerin in an amount

sufficient to make them isotonic, and may also Dbe
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The active conpound of the present invention, Avicel,
25 corn starch and nagnesi um stearate are m xed and

whp@adext1a\0 2004/ 073716 PCT/ JP2004/ 002085 19 memlJr20et/002085

m xture is tabletted by using a conventional pounder
(R 10 mm for sugar coating. THe tablets thus

obtai ned are coated with a film coating agent

consi sting of hydroxypropyl nethylcellulose,

pol yet hyl ene gl ycol -6000, 5 castor oil and ethanol to

gneerpblratedat editabl eienvdiepsdal | O Avubilizer, . buffers,
5- Hydr oxy- 7- chl or o- [ 2- net hyl - 4- ( 2- net hyl benzoyl am no) -

beesoyk)i2ildgd, d@itahydr o-kbr8spEaZEPiIR _15%1'1Qrmaceutical
Ctric acid 1.0 g 10 Lactose 33.5 g Dicalciu

bepphateods. & 16 L1¥- 88 AP0 UHMith colori
Fausslsul?ate fg;6ﬁg£ Polnynylpyrrofﬁﬁbne fﬁh%lg 15007109

Rokyetshybeage ghieole s Caphowane1500) 14,5 teni ts,
Pglgetﬂg%eneeglycole(Canomaxe6000)a4g.Sggswégrﬁnlng agents

shar 68h80. Hedickh¥nesdi ym Laynylsylfate 3.0 g Dry
magnesi um stearate 3.0 g 20 Ethanol g.s. The active

conmpoynRd ofhpbhetpr gsent th@verétcitg]r{fe Ci E&i&ﬁ%%ﬁcgiqg’(l) to be

| act ose, dical ci um phosphate, Pullonic

i | s; t i Xt [ S: 3
ESUBCA] S e e OB b S, oo

gpeééﬁehthéﬁtyéﬁODsCHBEa&BEEQfYE5288€’QZ§7%Q selected from
CT/ JP2004/ 002085

a broad range, but usually, it is preferably in the range
of 1 to 70% by weight, more preferably 5 to 50% by weight,
based on the weight of the composition.

The suitable method for administration of the
medicament of the present invention may be determined in
accordance with various forms of preparations, ages, sexes
and other conditions of the patients, the degree of
severity of diseases, and the like. For example, tablets,
pills, solutions, suspensions, emulsions, granules and
capsules are administered orally. The injections are
intravenously administered alone or together with a
conventional auxiliary liquid (e.g. glucose, amino acid
solutions), and further are optionally administered alone
in intramuscular, intracutaneous, subcutaneous, or
intraperitoneal route, if required. Suppositories are
administered in intrarectal route.

The dosage of the active compound of the present
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20 pol yvi nyl pyrrolidone, Carbowax 1500 and Car bowax
6000. if required, an alcohol is added thereto so

WO bat/otites powder m xture i s made a past e-| i KEPOEIE004/002085

Corn starch is added to the mxture and the m xture
is continuously m xed to. forgg5 uniform particles.
The resulting particles are passed through No. 10
screen and entered into a tray and then dried in an
oven at 100C for 12 to 14 hours. The dried particles
AiveseiGenadyWdd NajelfeHCraenand [agret %f‘{ﬁ t?%degsage,
dry sodium |l auryl sul fate and dry magnesi um st €ar at’e,

and dhe M XhHr egtgetab : far desi t ed
S aﬁg. The core ta%Fe?s t+fé§{§é$éﬁegng}é%%an %F%Sngﬁd the
disted o daliG; | rqfo. guard fromwetting. .. .
Under coat i ng %s g%pcfkl g{ todlt%e cor'e %Ig%{ltl’ektles?ﬂ]ﬁe’or%% it is
dQua I Qi St t | ef rally e fore tablets

a ) Eﬁe %I{e%l S 968 thé‘]t'] &2 a)ig\?%grogﬁa day,

are 15 vani shed sev tinmes. Inorder to

I
S
t t-he tabl et t
siogeand STURLD. SUELTSG (8 04 AL S0 HREISE me
. . th t ith
lershaeaTle bablots, SoUutLORGCRS SH LTS o5 sy

I are obtained. After drying, 20 the coated
ééﬁiéﬁi’are polished to obtain the desired tablets

havi ng uni form gross. Preparation 3
5- Hydr oxy- 7- chl or o- [ 2- net hyl - 4- ( 2- net hyl benzoyl am no) -

#gﬁﬁgﬁ%é-Z,3,4,5-tetrahydro-|FLbenzazgpine 59 25

ol 'yet hyl ene gl ycol (nolecular weight; 4000) 0.3 g WD
O SRS A0 s et LS i oy
the following preparations and experiments, but should not
be construed to be limited thereto.

Preparation 1

5-Dimethylamino-1~[4- (2-methylbenzoylamino) -
benzoyl]-2,3,4,5~tetrahydro-1H-benzazepine 150 ¢

Avicel (trade name, manufactured by Asahi

Chemical Industry, Co., Ltd., Japan) 40 g
Corn Starch 30 g
Magnesium stearate 2 g
Hydroxypropyl methylcellulose 10 g
Polyethylene glycol-6000 3 g
Castor oil 40 g
Ethanol 40 g

The active compound of the present invention, Avicel,

corn starch and magnesium stearate are mixed and kneaded



10

15

20

25

Sodi um netabisulfite 0.1 g Methyl paraben 0.18 g 5
Propyl paraben 0.02 g Distilled water for injection

wdaeed/ond7idhe above parabens, sodi um et abi sul f PCEIE2064/002085

sodium chloride are dissolved in distilled water of

about half volume of the aboview th stirring at 80C.

The solution 10 thus obtained is cooled to 40C, and

the active conpound of the present invention and

further polyethylene glycol and pol yoxyethyl ene

aodbi tha mohooheat eiar ecadissalaed Hip td?ﬁngab%veconventlonal
solution. To the solution is added distill'ed water

boundapec(® obot earg)dj B6t txuddre degirigg . vol E‘HE A 40 thus
15 solution is sterilized by filtering wth

appavpedlatee Ebhtes pwaper t@ QinV@ a J n
preparati on. Experinents 2 l h glhBng%g? gﬁPglsFlng ot

spueorypeepy Ll anbungl bl t| e ut
fail ursébo?p%hr oni c 2eart§:‘%?gére giﬁlgethétiegg 819%01 6000,

exgterbail oangNevhYos k HeagiyAseoehaki9p.§ ess;LLL and

V) was adm ni stered

Br &y 8Xyor{-ghl oro-1 - [ 2- met hyl - 4- (2-
met hyT benzoylam no) benzoyl ] - 2, 3, 4, 5- tetrahydro | H benz

%‘fg%%ﬂ@x%‘}?@%%ﬁ%. &%—? b e Pr i rreaf BRI BRI -
737 04
hos%%ﬁfﬂézlagl %nétﬁ%gg &gel %%%‘%%%a?%leﬁef rom 150 g

dospitalciddetails thereof are shown in Table 1). (2)
Results: The results are shown in Tables 2 to 7. -0

Lactose 33.5 g
Dicalcium phosphate 70.0 g
Pullonic F-68 30.0 g
Sodium laurylsulfate 15.0 g
Polyvinylpyrrolidone 15.0 g
Polyethylene glycol (Carbowax 1500) A 4.5 g
Polyethylene glycol (Carbowax 6000) 45.0 ¢
Corn starch 30.0 g
Dry sodium laurylsulfate 3.0 g
Dry magnesium stearate 3.0 g
Ethanol g.s.

The active compound of the present invention, citric
acid, lactose, dicalcium phosphate, Pullonic F-68 and
sodium laurylsulfate are mixed.

The mixture is screened with No. 60 screen and is

granulated with an alcohol solution containing
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5 As to the statistical analysis, the data in Table 2
was anal yzed by ANOVA net hod, and the data in Tables 3

wane4/0B7er e anal yzed by ANCOVA net hod, and t heCTiaR2a04/002085

Table 5 was anal yzed by Log- Rank test. Wen the

dosages in this experinment wer20converted to 10 a

daily dose per 1 kg of body weight, they were 0.371

0.096 nmg/ kg (n=77) in the 30 ng-treated group, 0.769

0.205 ng/ kg (n=83) in the 60 ng-treated group, and

Poiyyinydpygzofgtge( nLafbowad SO amdtCeabeH9r 88B0. 1f

(aII.indgean 252. 15 As is shown in the results, in

tReEu3gedy- tateat kdowbups dduked otREréth NGO

i ncreased (Table 2), and the body wei ght m;§EH£ thS powder

Herreaseds(Tabkeal3pasta-aditet ngBs.patbeRt 8+29kn is added to
m

hyponatrem a at baseline (patients having the seru

5beli ixtoweertircat tlon howetréhar tditenBRls | a
136 20 nEq/L)) showed the increase of serj%ﬁégﬁldﬁg Bo. form

wohennr graonicldabl e 4he | pebhersa werient , the
nortality rate throughout the enti?giggriégﬂggoﬁ%t gPassed

perdogh oiNchospt aldrzain ondntddreddie §RELI NAt | of
nmedi cati on at the outpatient departnent ggqﬁagggy and then

&r ged f Lnartd yodanest i nobhe 30 Mrd regt ed grour th _
the WD 2004/ 073716 PCT/ JP2004/ 002085 2% YoNErsl | The dried

rpoupclehi abewas rakalnz 6p tM i t akigng i
consideration of the tine in days Fr%ﬁf?&g 5EGH niifpeto are

addddedryedbaatinon aurti kut kg rde a4 995 Rank
test) (Table 5). In addition, i%{tbhgy%?olﬂ%&?%@a%ftearate'

amd htHdeniomesd 09l BeOf e B0 80so LR AL icﬁlg%fé%e%ghape .

frequency event rate as an adverse eXxperi®€

;83/:?‘81{652&%3 F%a&lzi%m;ﬂ;ﬁf%ﬁf%ﬁ‘ :%7% Vi %g%g%’%@ dusted
with talc in order to guard them from wetting.
Undercoating is applied to the core tablets. In order to
administer the tablets orally, the core tablets are
vanished several times. In order to give round shape and
smooth surface to the tablets, further undercoating and
coating with a lubricant are applied thereto. The tablets
are further coated with a coloring coating materials until
the desired colored tablets are obtained. After drying,

the coated tablets are polished to obtain the desired
tablets having uniform gross.

Preparation 3

5—Hydroxy—7—chloro—[2—methyl—4—(2—methylbenzoylamino)—
benzoyl]—2,3,4,5—tetrahydro—1H—benzazepine 5 g

Polyethylene glycol (molecular weight; 4000) 0.3 g
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with the data of the groups treated with higher doses.
As a result, it is apparent that the conpound of the

w@e@g®nt71id0 i nvention exhi bits excel |l ent ther apergr2004/002085

effects on severe heart failure by controlling a dose
thereof less than 0.6 ng per 21kg of body wei ght per
day. WD 2004/073716 PCT/JP2004/002085 24 Table 1

St udy synopsis Nane of Product: 5-Hydroxy-7-co0_

[2 met hyl - (2-met hyl benzoyl _ am no) benzoyl] -2, 3,
yoelest] qngﬂ%ﬂﬁﬁﬁelH benzazepjne (A) Study Title: 0.9 g
Mul ticenter, Random zed, Doubl e-Blind,

Plodostyetmlenl edrbStiady mohdokedre Eval uate the o 4 g
Effects of (A) on the Acute and Chronic Qutcones of

Padism selabh suliseni ng Congestive Heart Failure ( g
Clinical Phase: IIB Treatnent |Indication: Patients ’

Weth Wopseniorg Congestive Heart Failure objective (g)4
To assess the efficacy of three doses of (A) or ° g

QE@@@ﬂopbmabenjunction with optimal current therapy .,
(as deternmined by the Investigator) with up to 10 ~° 9

Bapsidfiedcubeeri Apat iaptcstigdy drug dosing, fol | ongd 0 ml
by 7 weeks of outpatient dosing. Study Design: ’

Ml ti Chat ethoveangerhBeds , dd @mp! fad _
pl acebo-control l'ed, parallel groups ?ﬁlsulféte and  sodium

Icﬁnglsgﬁ? aﬁr adfsseeneny s 1Dﬁydls99158da m;aocquayof about half
volume of the above with stlrrlng at 80°cC. The solution
thus obtained is cooled to 40°C, and the active compound of
the present invention and further polyethylene glycol and
polyoxyethylene sorbitan monooleate are dissolved in the
above solution. To the solution is added distilled water
for injection to adjust to the desired volume, and the
solution is sterilized by filtering with an appropriate
filter paper to give an injection preparation.

Experiments

(1) Methods:

To patients of severe heart failure (i.e., patient in
acute heart failure or chronic heart failure in acute
exacerbation, New York Heart Association Class III and Iv)
was administered 5—hydroxy—7—chloro—1-[2—methyl—4—(2—
methylbenzoylamino)benzoyl]—2,3,4,5-tetrahydro—lH—benz—
azepine at a dose of 30, 60 or 90 mg/day for a period of 60

days, which  period began from the duration of
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a 7-week outpatient period. Patients returned for
out pati ent assessnents on CQutpatient Weks 1, 3, 5,

w@ree4/D7371A fol | ow up tel ephone contact occurr epCTJIP2ey®?2085

after the |l ast dose of study drug. Four groups of

about 80 patients were randon@Zed to receive once

daily for up to 59 days: 1) placebo, 2) 30 ng of (A,

3) 60 ng of (A, or 4) 90 ng of (A) Al patients
%%Pthnued to receive conventional therapy which may
recPdde . igrtieni cbo di ffoxi nbeAGE | abiBhBRESd from hospital
hydral azi ne, nitrates, beta bl ockers Subject
PesliratFoliherpati emes shospi tial Tzpdef @ .wor seni ng heart
failure NYHA class Il11-1V  Male and Female 2z 18

yéar Begrlhage Test Product, Dose, Mbde of tablets

30ngy, 60ngy, 90ngy, or placebo oral Adm nistration
Endpofhesreghltsaare WRoRA04A0T38165PETLIP3004/ 002085

25 INPATEENT PRI MARY: Body wei ght changes at 24 hours

post Besiteg tHeNPATAENE + SESDNRARY 5, sNYHA sghficat]

dyspnea, orthopnea, body meightyéﬁgdis% %fgé?geg%hgfable 2

VagubazlyeadubydANDEA! methokd! @8 Higpaipnegal v i ne
output, daily serumelectrolytes, length o¥ Eét%§g{es 3 and

score OUTPRST ENT PR e HertSe AR RER Rt I e
et | el yse dirlyy afog-Rank test.

When the dosages in this experiment were converted to
a daily dose per 1 kg of body weight, they were 0.371 +
0.096 mg/kg (n=77) in the 30 mg-treated group, 0.769 =+
0.205 mg/kg (q=83) in the 60 mg-treated group, and 1.149 +
0.283 mg/kg (n=76) in the 90 mg-treated group (all in mean
t SD).

As is shown in the results, in the 30 mg-treated group,
the total urine output was increased (Table 2), and the
body weight was decreased (Table 3). 1In addition, patients
of hyponatremia at baseline (patients having the serum
sodium concentration lower than the normal (less than 136
mEqg/L)) showed the increase of serum sodium concentration
(Table 4).

In the same experiment, the mortality rate throughout
the entire period from the period of hospitalization until
the termination of‘medication at the outpatient department

was significantly lower in the 30 mg-treated gfoup than the
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wa@bkoonior371i®r observati ons unit

the following: 1. Hospitalization, 2. Unschedul ed

visit for CHF to an energency departnent, outpatient
[ associ at ed w t hr@E#RR0042002085

ei ther increased therapy or new therapy for heart
failure, 3. Death. Rates of wi4hdrawal due to
worsening heart failure, and tinme to w thdrawal was

analyzed OUTPATI ENT SECONDARY: NYHA cl assificati on,
od wei ght, jugul ar venous distention, rales

ma, . b

%gtr&]reg LPURyy s pleach or vBspnemalymddie WUtRUL £a%EHYM into
eI ect&o égé pati ent and physician assessed synptom
588?% %)5\ FOh adyhee téments, duiysalf roignhe ®elgingdhg of the

ora tests, PT/APTT, 12-|ead

i‘:i:? ?:% dPBE%&wﬁheadéaphysveat ¢xani-RahkoresRK (Table 5.
PI asma (A) and netabolite concentrations WO

2004/ Bl?sq%lbmnapznonheogaeﬁp EﬁeakedkwKthct%NlBL, %ch dose
r-1 Ori Odl to LO000) OCO(- &

: 1)
e gp )mg,r 4t]Na Numllma@yNfreqﬂeﬂcwlevénﬁlré%eHasJ aﬂ\l adverse
(") NMri v ¢ Ncr) N(- HO) CCHN Nto co (A

¢xpeplenge MWREN ldwer- (BaldeN 6) CDand the discontinued rate
due to adverse experiences was lower (Table 7), as compared
with the data of the groups treated with higher doses. As
a result, it is apparent that the compound of the present
invention exhibits excellent therapeutic effects on severe

heart failure by controlling a dose thereof less than 0.6

mg per 1 kg of body weight per day.
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t‘I’E‘%loe 41 Study synopsis

Name of Product:

5—Hydroxy—7-chloro—[2—methy1—4—(2—methylbenzoyl—

amino)benzoyl]—2,3,4,5—tetrahydro—lH-benzazepine

(A)

Study Title: Multicenter, Randomized, Double-Blind,
Placebo-Controlled, Study of (A) to
Evaluate the Effects of (A) on the Acute
and Chronic Outcomes of Patients with
Worsening Congestive Heart Failure

Clinical Phase: IIB

Treatment Indication: Patients with Worsening Congestive Heart
Failure

Objective (s):

* To assess the efficacy of three doses of
(A) or placebo in conjunction with optimal
current therapy (as determined by the
Investigator) with up to 10 days of acute
inpatient study drug dosing, followed by 7
weeks of outpatient dosing.

Study Design:

* Multicenter, randomized, double-blind,
placebo-controlled, parallel groups

* The study consisted of a Screening Day,
up to a 10-day inpatient period followed by
a 7-week outpatient period. Patients
returned for outpatient assessments on
Outpatient Weeks 1, 3, 5, and 7.

* A follow-up telephone contact occurred 7
days after the last dose of study drug.

* Four groups of about 80 patients were
randomized to receive once daily for up to

59 days: 1) placebo, 2) 30 mg of (A), 3) 60
mg of (A), or 4) 90 mg of (A)

* All patients continued to receilive
conventional therapy which may include
diuretics, digoxin, ACE inhibitors,

hydralazine, nitrates, beta blockers

Subject Population:

* Patients hospitalized for worsening heart
failure

* NYHA class ITII-IV

* Male and Female

* 2 18 years of age

Test Product, Dose, * (A) 30mg, 60mg, 90mg, or placebo oral
Mode of tablets

Administration:

Endpoints: Efficacy:
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QNPATIENT PRIMARY: Body weight changes at 24 hours post dosing
INPATIENT SECONDARY: NYHA classification, dyspnea, orthopnea, body
weight at discharge, edema, jugular venous distention, rales,
hepatomegaly, urine output, daily serum electrolytes, length of
stay, diuretic usage, patient and physician assessed symptom score
OUTPATIENT PRIMARY: Worsening of heart failure defined as any of
the following: 1. Hospitalization, 2. Unscheduled visit for CHF to
an emergency department, outpatient clinic, or observations unit
associated with need for either increased therapy or new therapy
for heart failure, 3. Death. Rates of withdrawal due to worsening
heart failure, and time to withdrawal was analyzed.

OUTPATIENT SECONDARY: NYHA classification, edema, body weight,
Jugular venous distention, rales, hepatomegaly, dyspnea, orthopnea,
urine output, serum electrolytes, patient and physician assessed
symptom score

SAFETY: Adverse events, wvital signs, clinical laboratory tests,
PT/APTT, 12-lead electrocardiograms, and physical examinations

PK: Plasma (A) and metabolite concentrations
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I -T1 dF¥yents Placebo 30 mg 60 mg 90 mg
(80) (78) (84) (77)
Number of Death 7 3 8 2
Event Rate (%) 8.7% 3.8% 9.5% 2.5%
P-value 0.0326 0.7862 0.1460

The number in parentheses indicated the number of patients

randomized in the group.

Analysis on "Time to Death (on therapy)" were performed by

Log-Rank test.

Table 6. Adverse events observed in patients treated with

(A)
Adverse Event Placebo 30 mg 60 mg 90 mg
(79) (78) (84) (76)
Urinary Frequency 1 1 3 4
Event Rate (%) 1.3% 1.33% 3.6% 5.3%

The number in parentheses indicated the number of patients

randomized in the group.

Table 7. Discontinued cases due to adverse experiences in

patients treated with (A)

Reason of Placebo 30 mg 60 mg 90 mg
Discontinuation
(80) (78) (84) (77)
Adverse Experience 12 14 25 17
Event Rate (%) 15.0% 17.9% 29.8% 22.1%

The number in parentheses indicated the number of patients

randomized in the group.
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Table 5. Mortality of the patients treated with (A)
é\?ents Pl acebo 30 ng 60 ngy 90 A§ (80) (78)0(84) 0(;7)50
Nunber of Death 7 3 8 2 Event Rate (% 8.7%3.8 .

2.5% P-value 0.0326 0.7862 0.1460 The nunber in

3 heses indi cated the number of patients

%W A |&PRW@E&MY Anal ysis on "Tinme to Death

(on therapy)" were perforned by 5 Log-Rank test.

Tabl e T§1e AREred Eoenttheobsaratatkrin @:ﬂt tsg(}g§et ql%%&ecd failure
with (A) Adverse Event Placebo 30 ng 6 90

C79)-Re7 8y ¢ 8t ( 16y enblibnany Etlﬁqx@n@yeﬁuﬂ 3 $E ez et
Rate (%9 1.3%1.3%3.6%5.3% The nunber in

ﬁ%eﬁ?ﬁ%@s healrtat fali Tuwee nuthey. oficupat i £AL S+ 0 ilure ang
random zed in the group.

chronic heart failure in acute excerbation. In addition,

the method of the pPresent invention is excellently safe
with few side effects. Thus, the present invention
provides a method for the treatment of severe heart fallure
by administering to a patient a benzazepine compound (1) or
a pharmaceutically acceptable salt thereof, and a
bPharmaceutical composition containing said benzazepine
compound (1) or a pharmaceutically acceptable salt thereof
as well as a use of said active compound for manufacturing

a medicament suitable for the treatment of severe heart

failure.
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Tabl e 7. Discontinued cases due to adverse experiences
in patients treated with (A) Reason of Placebo 30 ny

wWowmn7PD mg Di sconti nuation 80) (78) (84) (7HQT/IP2004/002085

Adverse Experience 12 14 25 17 Event Rate (% 15.0%

17. 9% 29. 8% 22. 1% The nunber i&1parentheses indicated

the nunber of patients 15 random zed in the group. WO

2004/ 073716 PCT/ JP2004/ 002085 30 | NDUSTRI AL

APPLI CABI LI TY The nmethod for the treatnent of severe

heart failure of the presentaimgention is quite

useful1 in the treatnment of severe heart failure, i.e.

acut elheart Af anétined anfbd chredt chde i | ' ,

acute excerbation. In addition, t eagni‘{é;wrgéd g#;eeat]#]e failure,
PEBEAt1ngv eadniion s tseedee! kentd ypgaf; Wi I de

E%fects. Thus, the present inven%oi %r%%ngro%}?dfggggs ghereOf a
ehadefibi chheyt kgt OfaneRMAT & fear ' by

adm nistering to a patient a benzggﬁep?niée%gﬁ%gégge(f)ompound

of teafphmniaceustcal |y acceptable salt thereof, and

a pharnaceuti cal gorrposi tion containing said

benzazepi ne conpRtnd (1) or a pharnmaceutically

acceptable salt thereof as well as a use of said

active conpaq manuf acturing a nedi canent

suitable fo tregtment of severe heart 15

failure. WO 2004 073716 PCT/JP2004/002085 31 CLAIMS

1. A nmethogifor tlreati ng severe heart failure,

c=0 M

N
| —/—R®
2

NHCO—@

. 1 .
wherein R' is a hydrogen atom or a halogen atom, R? is a

R4

hydroxy group, or a group of the formula: ~NR°R® wherein R®
and R® are the Same or different and are each a hydrogen
atom or a lower alkyl group, R® is a hydrogen atom, a
halogen atom, a lower alkyl group, or a lower alkoxy group,
R' is a halogen atom, a lower alkyl group or a lower alkoxy
group, or a pharmaceutically acceptable salt thereof.

2. The method for treating severe heart failure

according to claim 1, wherein the daily dose of the active

compound is in the range of less than 0.6 mg/kg.

3. The method for treating severe heart failure

according to claim 1, wherein the daily dose of the active

compound is in the range from 0.1 mg/kg to less than 0.6
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I Si 1 Ni [ ient in need thereof
conprising adm nistering to a patien _
a nPherapgutically ef fecti ve anount of a benzazepi ne

we@oeopowtds 5 of the forrmula (1): R2 i | R N RQGI/iIP2004RH2085

"\~ wherein RL is a hydrogen atom or a hal ogen
thﬁ; R2 is a hydroxy group, ® a group of the
formul a: -NR5R6 wherein R5 and R6 are the sane or
different and are each a hydrogen 10 atomor a | ower
al kyl group, R3 is a hydrogen atom a halogen atom a
Few&Q -al kyl group, or a |ower al koxy group, R4k|s a
hal ogen atom a |ower al kyl group or a | ower al koxy

groupd-or allphametdeut | cald ytassephghl &sat ﬁﬂﬁﬁﬁgffailure
2. The nmethod for treating severe heart failure 1

aeeording tboclaiannd, mherdictctihe gkl ya8o e(Q% EE% active
active conpound is in the range of |ess than 0.

1§hé i i,Lure
RouUn@. iFhénnehbodafige breati Ag 88VREPLDRAN I fal i
gg?o?ding to claim1, wherein the daily %osg é? tﬁgy

. m 1, ot |
active. compeundeithodn Ebe renge-fLom o\ failure
| ess than 0.6 WO 2004/ 073716 PCT/J 06%?%3%%8@ a§%

i | failure
ki tloe ¢ed hed 1f, oryH & €2t NG seVer. earf s oo
2%io?%iﬁ% to claim1, wherein the osetgf he“BEPHY

CompOura ind A1.¢ 6- (206001950 A0, L DOAY, Dery 43Y, o
5 5. The nethod for treating severe ear .
tﬂﬂxﬂh§dmp4IH{ﬁéﬂiﬁﬁepﬂﬁ@rSknat%%é?ﬁdégﬁé¥gg¥&gmaégeptable
;th thereof.

6. The method for treating severe heart failure
according to claim 1, wherein the active compound is 5-
hydroxy—7—chloro—l—[2~methyl—4—(2—methylbenzoylamino)—
benzoyl]-2,3,4,5—tetrahydro—lH—benzazepine Or a pharmaceut-
ically acceptable salt thereof.

7. The method for treating severe heart failure
according to any one of claim 1 to 6, wherein the severe
heart failure is acute heart failure or a chronic heart
failure in acute exacerbation.

8. The method for treating severe heart failure
according to any one of claim 1 to 6, wherein the severe
heart failure is a severe heart failure of New York Heart
Association Class: III and IV.

9. A medicament for the treatment of severe heart
failure which comprises as an active ingredient a

benzazepine compound of the formula (1):
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di met hyl am no- 1- [ 4- ( 2- net hyl benzoyl am no) benzoyl ] - 2, 3,
4,5- tetrahydro-1H benzazepi ne or a pharmaceutically

waecweptyint e salt thereof. 10 6. The net hod f oPCT/JP2004/002085

treating severe heart failure according to claiml,
wherein the active conpound i s38-

hydr oxy-7-chl oro-1-[ 2- net hyl - 4- ( 2- net hyl benzoyl am no)
benzoyl ] -2, 3, 4, 5-tetrahydro-| H benzazepi ne or a
pharmaceut- ically acceptable salt thereof. 15 7. The
method for treating severe heart failure according to
any one of claiml o 6, wherein the severe heart
failure is acute Hgart failure or a chronic heart
failure in acute exacerbation. 8 The nethod for
treating sevg \ failure 20 according to any one
of claim1lt wherein the severe heart failure is
a severe hea fd e of New York Heart Association
dass: Il gnd IV.l 9. A nedicanent for the treatnent
of severe heart f{aidure which cogprises as an active
ingredient a 25 RQenzazepi ne conpound of the fornula
(1): WD 2004/ 07 PCT/ JP2004/ 002085 33 R2i | RN
U=O R3 R4 NHCO Rin RL is a hydrogen atomor a
hal ogen at om a hydroxygdroup, or a group of

the formul a: -NR5 wher ef;n-
Nt/ AR

wherein R? is a hydrogen atom or a halogen atom, R? is a
hydroxy group, or a group of the formula: -NR°R® wherein RS
and R® are the same or different and are each a hydrogen
atom or a lower alkyl group, R® is a hydrogen atom, a
halogen atom, a lower alkyl group, or a lower alkoxy group,
R* is a halogen atom, a lower alkyl group or a lower alkoxy
group, or a pharmaceutically acceptable salt thereof.

10. The medicament according to claim 9, wherein the
active compound (1) is 5—dimethylamino-1—[4—(2—methyl—
benzoylamino)benzoyl]—2,3,4,5—tetrahydro~1H~benzazepine or
a pharmaceutically acceptable salt thereof.

11. The medicament according to claim 9, wherein the
active compound (1) is 5~hydroxy-7—chloro—1~[2—methyl—4—(2*
methylbenzoylamino)benzoyl]—2,3,4,5—tetrahydro—lH—
benzazepine or a pharmaceutically acceptable salt thereof.

12. A pharmaceutical composition suitable for the

tre i
atment of severe heart failure, which comprises as an
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5 and R6 are the sane or different and are each a
hydrogen atomor a |ower al kyl group, R3 is a hydrogen

w@t@ai7x16 hal ogen atom a | ower al kyl group, OPCHEJP2004002085

al koxy group, R4 is a halogen atom a |ower alkyl

group or a |lower al koxy group34or a pharmaceutically
acceptable salt thereof. 10 10. The nedi canent

according to claim9, wherein the active conpound (1)

I s 5-di met hyl am no-1-[4-(2-nethyl -

FEHZOS arPedpodendy| 3 - Dedza tiaty abydpgublt RAZZEN Bormy 5
e, or a pharmaceutically acceptable salt thereof. I1.

THe' nedi canent according to claim9, wherein the 15

active conpound (1), is 5-hydroxy-7-chloro-I-

[ 2-met hyl -4- (2-
met hyl benzoyl ani no) benzoyl ] -2, 3, 4, 5-tetrahydro-1H
benzazepi ne &8 maceuti cal ly acceptable salt

t her eof . 12 mceuti cal conposition suitable
for the tregtyen severe heart failure, which
conprises ag' an WY 2004/ 073716 PCT/ JP2004/ 002085 34
active ingredient &@enzazepi ne cempound of the
formula (1} : R7T~0;XR N U=OR3 R4 NHCO wherein

Rl is a hydroge mor a halogen atom R 2is a 5
hydr oxy group, f a—gfRUp of the fornula: -NR5R6
wherein R5 and re the sanp4or different and are

each a hydrogen dtom or xder al kyl group, R3is a
hydrogen atom a NHCO—@\OWE
wherein R' is a hydrogen atom or a halogen atom, R? is a
hydroxy group, or a group of the formula: -NR°R® wherein R°®
and R® are the same or different and are each a hydrogen
atom or a lower alkyl group, R?® is a hydrogen atom, a
halogen atom, a lower alkyl group, or a lower alkoxy group,
RY is a halogen atom, a lower alkyl group or a lower alkoxy
group, or a pharmaceutically acceptable salt thereof in
admixture with a conventional bharmaceutically acceptable
carrier or diluent.

13. The pharmaceutical composition according to claim
12, wherein the active compound (1) is S-dimethylamino-1-
[4-(2-methylbenzoylamino)benzoyl]—2,3,4,5—tetrahydro—lH—
benzazepine or a pbharmaceutically acceptable salt thereof.

14. The pharmaceutical composition according to claim
12, wherein the active compound (1) is S-hydroxy-7-chloro-

l—[2—methyl—4—(2—methylbenzoylamino)benzoyl]—2,3,4,5—



hal ogen atom a |ower al kyl group, or a |ower al koxy

group, R4 is a halogen atom a |ower alkyl group or a
wo owe07EI&KOXy 10 group, or a pharnmaceutically PCT/JP2004/002085

acceptable salt thereof in adm xture with a

conventional pharmaceutically aBceptable carrier or

di luent. 13. The pharmaceutical conposition according

to claim 12, wherein the active conpound (1) is

?- i met hyl ami no- i- 15
STERhR e Repghanbiosbens oy bharfadebttiehl ahy dsdptanie
H benzazepi ne or a pharnmaceutically acceptable Salt
fRélrederepf. The phar maceutical conposition according

to clgén1 %%éhmherein the active compound (1) is

5- hydrexy- | bhermaceutical compositio i

1-[2-net hyl - 4- (2- met hyl benzoyl am no) benzgylﬁq%?%(,jjlf}% to any
Y2064/ 323 1E6 IRCTHQ RA044H0E2OB5 +188 active ?mpound (1) or
t et réahydr o- 1H benzazepi ne or a pharmaceutically
acpeprablceutdabi lyhereebralic Tha haidmgeutca , .
conposition according to any one of clalns Jl% %:8n1§'[3’1ned in
FhermOUnt hef att tye7Compoynde { dht0bas83%n the wei
pharmaceutically acceptable salt ther eo? i s confa
¢omp@shbbomt of 1 to 70 % by wei ght based on the
wei ght of the conposition. 16. A use of a benzazepine

(ignRIolll_bgd ofa tinee f Of Ml derddzd@ind@*cbhFsuda (B SR Jl‘f?é"rmula

lglr%gd of the

(1)

R2

o

7\

; N

R {
C=0 M
N
| —4—=R®
~ R4
NHeoO— S

, 1
wherein R° is a hydrogen atom or a halogen atom, R? is a

hydroxy group, or a group of the formula: -NR°R® wherein R®

6
and R° are the same or different and are each a hydrogen

. .
atom or a lower alkyl group, R® is a hydrogen atom, a

. halogen atom, a lower alkyl group, or a lower alkoxy group,

4

R* is a halogen atom, a lower alkyl group or a lower alkoxy
group, or a pharmaceutically acceptable salt thereof for
manufacturing a medicament suitable for the treatment of

severe heart failure.
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wherein R is a hydrogen atomor a halogen atom R2 is
a hydroxy group, or a group of the fornula: -NR5R6

wobereiitTic5 and R6 are the same or different PCOJIENGH002085

each a hydrogen atomor a |ower alkyl group, R3 is a

hydrogen atom a 15 hal ogen atém a |ower al kyl group,

or a |lower al koxy group, R4 is a halogen atom a

| oner al kyl group or a |ower alkoxy group, or a

phar eutically acceptable salt thereof for

manuf act-uri ngl% WS¢ caffens enzblepifis thaddsat MAY  or 4

of severe heart failure. WO 2004/ 073716

P FFP@@@&A@@Q@&sac@@ptabléheauxet@br@o&eﬁeﬁaﬁﬁﬂﬁa to claim
ompound (1) or a pharmaceutically acceptable salt
ﬁeré@ﬁ?ﬁ%ﬁntﬁmgacbiubmovmpuﬁndemﬁiQst@adyﬂggﬂ§lamino_l_
compound (1) is 5-dinethylam no-1I-

[4-(2-methylbenzoylamino) benzeyt ] -2 anygzgggggg&gE%le_

ggggggnzazepine or a pharnaceuticalfy accept able~salt

fPing8or Thephisemateathenzayepi u 1).,.0r

a phzgnaceutically accept abl e sgltb?ﬁggggggaggéﬁd%géreOf‘
to clafm 16hewhesei mf he agbihygzegHRAUN j
§éhydroxy§7-chloro- SPRAUCodbuhd (1) or a

RL@PMAehly] call {2 - aed dyt Hieng oyh ami oyLl= 4, .
10 tetrahydro-lH—beﬁ?gzepine or éﬂg%g§ﬁ§cé%%?%%?P? 2 clain

becephabeén thet athewveolsombdunbhe use; of ca zazepin
conpound (1) of . phar mestu R aE 5 apHEo 847 8R Loro-

11&Q1mﬁthyixﬁiﬂZﬂméﬁhjﬂb©n£5§iéﬂi %%é%?&§ﬁ}£b}§;4,5—

wherein the active conpound (1) or

Haratmebut- Iikiden Aoceptabl §-sal f_.i.s_cantai ned
in the medicanent in a daily d?giﬁyéﬁé%e%ﬁé% e Fangetable
sofll e@dserdadfan 0.6 ny/ kg.

19. The use of a benzazepine compound (1) or a
pharmaceutically acceptable salt thereof according to any
one of claims 16 to 18, wherein the active compound (1) or
a2 pharmaceutically acceptable salt thereof is contained in

the medicament in a daily dosage unit of the range of less

than 0.6 mg/kg.



