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DESCRI PTI ON METHOD FOR TREATI NG SEVERE HEART FAI LURE
wONROMERNGAVENT THEREFOR TECHNI CAL FI ELD The prR(skH2004/002085

invention relates to a nethod for treating severe

heart failure with a nedi camentl conpri si ng an

active ingredient a benzazepine conpound and i m\\\u\\\\lml\\\M\\\\\\\\\\\\\\\\
present invention relates to a nethod for treating .sose*

sever heart failure conppegscrRIPadMNI Stering to a
patient in need thereof a therapeutically

ef fective-anmount of a benzazepi ne conpound of the
formula (1) : 15 wherein RL is a hydrogen atomor a

h [ ﬁ}gt?p I OAKPD O CAME
ﬁﬂ?% ;brma#ﬂeﬁn %Nﬁwe%?% L an RGEg‘grL gR?he sarrefME;')?I ok
&fﬁﬁ.’ﬂ i and are each a hydrogen atomor a | ower

al roup, R3 is a hydrogen atom a (1) R3 NHCO

*GOOOOZ* V\D 2004/ 073716 PCT/ JP2004/ 002085 2 hal ogen

atom a |lower al kyl group, or a | ower al koxy group,

R i CE.?J en atom a lower alkyl group or a | ower

@g@% o%%, r a pharmaceutically acceptable salt
thereOfThe 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):

(1)

X R
Ny
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

(T
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The present invention provides further a nedi canent 5

for the treatnent of the severe heat failure

WORHI4/0931e as an active ingredient the above PCT/JP2004/002085
benzazepi ne conpound (1) as well as use of the above
benzazepi ne conpound (1) for ti®e preparation of a

medi canent useful for the treatnent of severe heart
failure. 10 BACKGROUND ART It is known that the

benzazepi ne conpounds of the fornula (1) have

veshpyes sitfogntadoiust | £1Rg11 grbypandrahe ] olsef ‘ei'lk%%:f‘ group,
vasodil ator, hypotensive agent; diuretic agent, 15

Matied ef hadeeaatitem, i Dower  a8kel &€ 93/
U.S. Patent 5 258 '510. U.S. %atgntQSB% \9{@57% 18IRY alkoxy

Mt &k 64 Phanthcdwribe1lyhakcbpessl omg / gix]e_?%)% £,

al so useful as an oxytocin antagoni st

a cat areet pregahk NG AEAHE 1 640 /S Paj eqle g3
5, 827, 862)p a cerebral edJéna ﬁxﬁéﬁ% Zguytﬁef % ®Hecti cament

1 + .
Ef:]bg: ﬁtl?% %%%%a?n@oé@gﬁﬁ%ﬁﬁ%#c%%% {fﬂi\gge a%SHIEJrlSlng as

(P A e 880 dDeqs CREPLLE SN 15alY, VAN CSobobhg (1

prevention and treatnen cardiovascur<ar di

HCCteaEy BT ooney det? oRBAsb et e BB (1) for tne
?“4%%%%%{1?%2% HBR PR, Hh8ROEC A4 AL8Gci Ghaamment of

E@g; ts 1996 statistical supplenent,
age éﬁ%@eaﬁﬁ{e prev %nce of heart failure has been
st eadlly i ncreasing (Massie BM Shah NB, The heart

~failure epidemc, Curr. Opin. Cardiol. 1996, 5

%&@%&%@ M: Zt : an;ﬁg ltih(l;el y a result of the aging
. greater |ongevity of CAD
IoatlerHt'is known that the benzazepine compounds of th'e
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-6-80641) 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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Approximately five mllion individuals currently have
chroni c congestive heart failure, and it has been

WOR004B13ELF  t hat 400, 000 new cases of heart f aiPeFEP29p44002085

di agnosed each 10 year (Massie BM Shah NB, The heart

failure epidemc, Curr. Opin. Zardiol . 1996,

11: 221-226). And approxi mately 20% of the patients
need to be hospitalized each year for worsening of
Zgag sease state "Cardi unt, published by Decision
R

dnerdsan) HearthAsspeirtiomn Heatt15nd Stroke facts:
VM[fgroxmmely 50% of patients with heart failure die

ieadi suppienengnostayd KbBS) artld Préfallence of
K, Baker D et al., Heart failure: evaluation and

chearbf féé@-llﬁﬁt bagj been| steadédyr Lodres sdysf qmgtsusgg BM, Shah
AHCRP Publication No. 94-0612, Rockville (MD):

Bar Thenheatr tHéalitlhuren e pddem Ser g e, O_B@.nJUﬁS.rdlol 1996,
1994 In the United States, the cost of treating

hbht221+32Fr e Hadsbeen messt metiest ‘%ﬂ&%é@l@xs s¢nof agi
$12 billion annually and as hlgh:%s $30 bi | f §h9 aging of

ekloé UdS nyopudationebntethbogkestevayssqa .
productivity (Levitz KR Lagenbyezs ? QQWH 8£ CAP patients.

dhpprofaimabelyheglivh expandidiir esng 998,
2004/ 073716 4 PCT/ JP2004/ 002085 Heal th C%ir’!; F‘F%rﬁently have

1G9Aon13: 28nfdst rEonegtt 2 st 0
i npact of . hgaft failure |n§%%§EEnlgeg g@ ng 88 eStlmated

foiatn 406§ 00ONheRPREGREN o F a
1994, 13:107-12). The cost of osplt |€%t|g%% §F%ﬁ%°s§d each

ey@@&d§u§§sbé|ﬁMP”SK£hCﬁﬂ”efh Jﬁ%|? §é?£%g§ ep} m}sv Curr.

i mpact of heart failure int

Tpa (SasaloppEtesel 13, dharobing TLATSRREL 8y 00 on
‘%Hé“‘é%tlents need to be hospitalized each vyear 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 ﬁeart
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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10 syndrone characterized by abnormalities of left
ventricul ar function and neurohornonal regul ati on,

waéhkeha/ rsrigurn can result in effort intol erancectiipoosk/oo208s
retention, and reduced |ongevity. The heart failure

is classified to "acute heart 415 failure" and

“chronic heart failure" or "chronic heart failure in

acut e exacerbation" based on the clinical synptons

and the di sease course. The therapeutic neasures for

; t if. t, ' they g
hearit achvee sgl_rrﬁ %ge w;gt@g;ef qil. berent, d@g@%&gﬂrx%g} gBB, Bristow

conditions, i. ritisint

B Gy £ 5B B0 Ha 1 S8 IR oL LE St acos,

chroni c heart ['ure, It 1s tre

t Ly : ' t d.t i ntai

e T b1 L SFaFent Sl B GRREE rhdel Erpnep L ant
tign. On th hand, . 25 when .t he,

86, PREERAL, ) HE LA (R pEtelie b beon atone

7 5, RCT/.JP20Q4/,00208 i bl h ,
BT DRI U R R L B monomsc
this. Vi , L ¢

AR 157  HeR g SLLEEF £ by thaft S ed Staberoltimey for

1&¥§ﬁgeath and bIogQ g{gésure and adm nistering 5 a

Sar iy c2RPHGSE as tBeabkelaRE AHANSRIANYS 78994 13:107-

a# ni cal synptons, in henodynam c vi ewpoi nt, by

[ areasing cardi ac output, decreasing intravascul ar

circul ation volyme, and increasing renal blood flow
Si nce Chéall WS | GRes heandebingd Batedampleisallinical

10 tBeraDY, the synptons change gradually for the
fe iFharrctepieedrby| Apnomahitheaghtt heftavdniricular

function is tenporarily recovered by a tenporary

i anghaielpgohormonal 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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the function changes for the worse later and it is
i npossible to effect a permanent cure. The worsenin

wWRiR4/dB7¥Ar i es depending on various conditi onsP%ﬂm%ggoozoss

the kinds of wunderline diseases, severity of the

di sease, effectiveness of thersapy, and living

envi ronnent. Besides, the patients sonetines
unexpectedly suddenly die, even while they have been
in the favorabl e course of recovering. The patients 20

ofafedydsdidiyr eniaye bagpPADYNEDS @Bet Gvddie | BhE. there is
Ac%grgzirng to *Jhe st\aé?i s?ig%s :g% Fram ngham Study in the
UrBrfe

Ei n&&ug.ii%,t handat BeRée 2l £l | @Mis SUiéwpbiiat, it is
from heart diseases, the 50% survival rate i s shown

eSS YBERL T soeeL it dhaggsg (sgmemporaciay

BESRUESA1 L ACNENC YOk R YBI 00U and administering

socl at1 on the patients
syf f el t | S€8565 | Rt Ltynly oftiBe1ize th
d%secgésié&?%érg%hg%‘@qoggp?%sgnggi 2?0&%%{% h)eénpatiéent S © €
haye_t he.seyeri.t V j : 50% . .
iSRSk B ealagare, shNpell, S0 incressing
the severity |1 or, 111 of, th j.sease . 0
SOAFETRE PHEPIG T qRi YT Y qiftdtiRion volume,
patients, who are -di agnos t o be severe heart
fﬁﬁ%ﬂ@?rﬁﬁé%dfenﬁgo&%&ch%%oﬁi | nt egr at ed Handbook
of Internal Medicine, ., Volune 30, 1990 kaym
Shoten)sj-f’(‘feDlr%@_tOé'{ﬁb:foﬁ (ﬁ@rﬁ'ﬁéd‘brl\%%%eated by causal
i nventors have intensiveu%ﬁftudied or segking a se with
MRS @or FRe EYBREABSt TIERGS FEAFHATLY f SPFufFBe APT
wel | as a new nedi canent_useful therefor. As the £ t.' .
r & tlanset Bdy BERR- f oFYER hAPOHAR HeMyaFepihgC function is
compounds of the ,
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 Ilife.
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
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formula (1) are effective for the treatnment of severe.
heart failure, and have conpl eted the present

wavenatorsmie Thus, the present invention include®ciy®2004/002085
followi ng various enbodinments. 20 [11 In a first

enbodi nent, the present inventign. provides a new

met hod for the treatnent of severe heart failure,

whi ch conprises administering to a patient in need

thereof a therapeutically effective anount of a

RegezERt D
20031%7%71?17@?%@9%%%05‘ PCTT F%)%%%%&%D\Aﬁ‘e’?‘efc}?emd“ease
Iﬁnatﬂddé@€€ﬁ1€§0f18f EhQaHQQSPs@toghggés%ﬁg?gp r38n051s,

group, or a group of the fornu

ek Renhar gattti%n%émﬁa‘ye diff e E@%r%gg grveF%? : ?gh% disease show

hydr ogen atomor a |lower a
e ST oot s resd ‘%e“’” ' eatr o that those
Bﬁﬁﬁaﬁﬁeég%c%Fﬁggég%eﬁia8¥Fr£§#r gﬂ&ﬁdlﬁ%BSQrﬁhow the 50%
T IaF TBRChNa™, (AT F e RhERT & VAR SR hearinisyi [TRe Datients,
D AR (=0T B PE APTHES Bo8a tof FpLduTehahave bad
RS e eFon s ARl Rathoarr o (TREernal niedicine,
PPINR e d0 Rakaina oRok®a) (1) i s adm ni ot er ed
Lgradgsee range fromO0.1 ng/kg to less than 0.6 ng/kg

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,
they have found that the benzazepine compouhds 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.

[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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[4) In another enbodi nent, the present invention
provides a nmethod for the treatnent of severe heart

WOa2004/67870M0 2004/ 073716 8 PCT/ JP2004/ 002085 ac RSy kiE?§04/002085

to the above [1], wherein the active conmpound (1) 1is
adm nistered in a dose of 15 nmh to 45 ng/ body per day.
[5] I'n another enbodi nent, the present invention

provi des a nethod for the treatnent of severe heart
failure 5 according to the above [1], wherein the
active conmpound (me is 5-di net hyl am no-

| -[4-(2- et hyl benjoyl am no) benzoyl ] -

2,3,4,5-tetr ahy t+ benzazepine. [6] In another
enbodi nent present invention provides a nethod
for the tres At of /severe heart failure 10
according tg the %bove [1], wherein the active
compound ( [ =0 (1

5- hydr oxy- 7- chl or §-T<[ 2- met hyl - 4- ( 2- et hyl benzoyl anmi no
)- benzoyl]-2, 3, <tetrahydro-1H benzazepine. .[7] In
anot her enbodi ptr~LhR present invention provides a
nmet hod for the t ment of seyer e heart failure 15
according to the gbove (1 pfierein the severe heart
failure is acute Nﬂ.HEO or a chronic heart
failure in acute exacerbaHon. [8] In another

S’g@%i s %g‘ea%‘gr@%@t einnvgﬁ&ho?r %{%9883@ W0 r2 i &

e tTedt nent €re heart failure

AR T ol & Yer e o B8 B RERRo AR RS bherein &

Assocj at i s LI LY. J9] | th

GGt T Brmeens’ TabEReTeRt pRGhITRE 3Rbwe bydrogen
di canent for the treatnment of seyere heart . 25

R r 8X W c hO¥BRpra aStaPBact Rve fng? edi¥HioEMpatom, a

2004/ 073716
halogen atom, a lower alkyl group, or a lower alkoxy 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 heaft failure
according to the above [1l], wherein the active compound (1)
is 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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9 PCT/JP2004/ 002085 benzazepi ne conpound of the

formula (1) or a pharma- ceutically acceptable salt
wbeoemd737f610] I n anot her enbodi nent, the presertCT/JP2004/002085
invention provides a nedicament according to the

above [9], wherein 5 the actiwvwe conmpound (1) is 5-

dinme thyl amno-1- [4- (2-

nmet hyl benzoyl am no) benzoyl ] -2, 3, 4, 5-tetrahydro-| H benz
azepine. [11] In another enbodi nent, the present

| avestiong I%O‘th@e%b%v@?q&‘}a”?vﬂter%ﬁcrprﬂ{@%c%ﬁx}e compound (1)

above [9], wherein 10 the act:ve conmpound
t
i pydmnigrehn oo ol BoREID 55 3, tp 43 sy 4 o
- benzagepi nepy [ th%ra”8£98& ?gg'd ggﬁﬁoéé??% gsﬁﬂnventlon

i nvention provi pharnaceu Dt
f 1 gver ear .
RFTELES A ad b T EALTESL bR A S VL

2%%2%%@%?@ b BubrePHe? (3! adwbﬁ?sﬁ-%a%aq‘:%‘éﬁi%%' ompound (1)

Gt uent - 28 pE SR TRRE R F o Ao BR T barro guam benzoyl -
I t

Fear b RgtehE nggrasis ?%2?%2%%2. " the active

&og? ﬁ@gé( 2 5“1 BROtbefet BUPRELREPtani EBFbRRRIRYL 2 iz;yvention

4, 5- trahydr o- 1kkgenzazep|ne 25 [14] In anot her

e?ﬁ%ﬁ%‘?r%ﬁta PREPBAeSRAL tRAVERERERSWD ZROHUESELGeBTt failure

04/ 002085 provi des a pharnmaceuti ca
Egﬁéégggpgn %CEB?dQF@V?o [1he ghereln the active compound (1)

is 5—hydroxy—7—chloro—1—[2—methyl-4—(2—methylbenzoylamino)-
benonl]—Z,B,4,5-tetrahydro—1H—benzazepine.

A 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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above [12] wherein the active conmpound (1) is

drox

QV)NQ‘-‘/Q 3[725- met hyl - 4- ( 2- met hyl benzoy! am no) benz oyt ]/ F2004/002085
2,3,4,5 t et r ahydr o- 1H—benzazepin§. 5 [15] In another
enbodi nent, the present inventio provi des a
phar maceuti cal conposition according to any one of
the above (12] to [14), wherein the active conpound
(1) is contained in an amount of 1 to 70 % by wei ght

baskeR#AZeRHee wegepowrd t Hf cdposifiqramlalo (116] orkn a2 pharma-
another enbodi nent, the present invention prOV|des a
usecet icabhy saepepbakbapoahtl Bheraefformula (1) or a
pharmaceutically acceptable salt thereof for
manuf act [¥Phg alnedinztiesn ewbodinentor the tpresterdnt invention
of severe heart failure. 15 [17] I n another
enpochwides ashaguicseent nvemrding ptovitdes abaise §8) A wherein
benzazepi ne conpound (1) or a pharnaceutically
accelps ablaztsate t bempolinadccotl) ng itso t Bedimbokelémbho-1-[4~ (2-
wherein the active conpound (1) is 5-
di nmé tiyy Hoenoe viimMind) vehbyybeA2 o8| apbrarbeanostb~2H3benz-
4,5- 20 tetrahydro-1H benzazepine. [18] In another
enbogepeié. the present invention provides a use of a
benzazepi ne conpound (1) or a pharmaceutically
accept abf e1sal t Thhegeofh@e C @irhiodl e tf,hethabaguesdek , invention
wherein the active conmpound (1) is 5- hydroxy 7- 25

chl or&viaés- EEtﬂédléaﬂétﬁTeéaaéPéﬂﬁgyltémﬂ@ besesy | J oY wherein
2004/ 073716 11 PCT/ JP2004/ 002085 2,

5- t gh& afyeh 9ol idRRRARREP| NE ls(SthH%oiﬁabh%hloro [g—methyl—

enbodi nent, the present 1 nvention “provides a use

a8 RO Lot a0t Sty
benzazepine.

[12] In another embodiment, the present invention
provides a pharmaceutical composition suitable. for the
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 [l12], wherein the active compound (1) is 5-
dimethylamino-1-[4-(2-methylbenzoylamino)benzoyl]-2,3,4, 5-

tetrahydro~lH-benzazepine.

[14] In another embodiment, the present invention
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5 one of the above [16] to [16], wherein the active

~conpound (1) is contained in the nedicanent in a

wai2bgs/adesdage unit  of the range of | ess than O0.FT/IP2004/002085
ng/ kg. BEST MODE FOR CARRYI NG OQUT THE | NVENTI ON 10 The

medi canment suitable for the netihywd for treating

severe heart failure of the present invention

conprises as an active ingredient at |east one of the
benzazepi ne conmpounds of the above fornmula (1) or a

ppebragest i gal ﬂ)ﬂarﬁﬁééﬁ{:i‘@%?. S&ﬂp&@fﬁfﬁﬁ- %éeé@diﬂ& to the

description and clains, the groups Int

{ansukai3) a8 entoHat) S TS, 098 urony--

A e Sl R AERECI i 34%?493711 -

AR e e °”b3§§’|”5 ort-butyl

EfPéiy'gﬁt ih“eﬂ" 53*?% ﬁﬁeﬁnrba#ah rko%%grﬂﬁé‘,é’%ﬁs. dpvention

REREg e B el Sodetblon (#6Saing to any one

R %goég;a%azggé‘ingyd@S% ¥ 4438%?} g@éiﬁétﬁéﬁr ompound (1)

ok, FoRipt it Sra R imueatTel ¢ o 18 & AVavaight based on
TBEcrPTaheioe nEhe VOPRDRBAEE SRasoci ati on 5 G ass: 111

and IV, WYork Heart Association Class IIl and |V

(The F18Lri alBoARQRRRT opmbRdineRtyor khBeapresent invention

Assomq:i\tl on: D seases of the Heart and Bl ood Vessel s,
&F |7 L3P Er 2t BERA2BEP DhagAOTPOUNG: b fedheP fb:t:ﬂuula (1)

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 compbund (1) 6r a
pharmaceutically acceptable salt thereof according to the
above ({161, wherein the active compound (1) is 5-
dimethylamino-1-[4~ (2-methylbenzoylamino)benzoyl]-2, 3, 4, 5-
tetrahydro-l1H~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 S5-hydroxy-7-

chloro-1-[2-methyl-4- (2-methylbenzoylamino)benzoyl]j-
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Little, Brown & Co., Boston (1964)) are defined as
follows: 10 CLASS II1l. Patients with cardiac di
wWo004/4786i n  marked limtati on of physical tp%&
They are confortable at rest. Less than ord| nary
physical activity causes fatigl®, palpitation, _
dyspnea, or anginal pain. CLASS |V. Patients with
cardi ac disease resulting in 15 inability to carry on
any physical activity without disconfort. Synptons of
car,@,d S-retffahgidaeyl orberfzgd depirengi nal syndrone nmay
be present even at rest. If any physical activity is
undert gken, dikcomhothers embodiment, Adimr dpmgsentt henvention
nmet hod of the present invention, the 20 active

Fishe Tonpsaindofl) ai sbehizackpite N compwmmdt (1) or a
much | ess than the dose as previously clained in the

e?:hféﬁn[&i:eﬁﬁh@ﬁl](%@éé b8¥9%. sHlal tiseréde aedpediilg to any

is used, for exanple, as an antiulcer drug, it is

Usdh?g loF kT AbSTEr ¢l Nt otqseq I 3@ 1P BHk Gadteivd compound
rrg/ kg per day, 25 e.g. 60 to 90 ny/ body per day,

r@?ﬂﬂ lﬂe&h%nv“%r?@%é@i?@gzﬂém@3ln a daily dosage unit
P /JP2004 002085 studies by the present inventors, it

h d
m ni steré‘ﬂé@éj dfdlesyeRat Ne, 60EPLEGY (1) was

in a dose range from 0.1 my/ kg to |ess
than 0.6 ng/ kg per day, and preferably in a dose of
15 ng to 45 ny/ body per day, nore preferably in 5 a

O P MG othez&'%éi?fﬁé Bﬁgt@*ﬁﬁ ThVEN@soRf fective for

decrea3| ng o ody wel and i ncreasing of the

urine olu I | f S a :
frequenﬁ’l ﬁeﬁgf:a'g%% t%‘gfg#df%)hgr?%can een%ggbédegﬂ} treating
and rmrt rat and Jdt_.has furt

CEEVTTF CREREh, FARLLER0 O (8 TR A9 MGt fhnquorises as
A vvas b:.Sx?er V%.Orllglrneéiegr?’g Oft Sfl.oeda{ze. m lo%Veel o'fn rhe uni:enzazepine

compounds of the above formula (1) or a pharmaceutically

004/002085

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,
propyi, 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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Thus,. according to the nethod of the present

invention, even in the patients suffering from severe
WO204/73TI6ur e who have bad prognosi s, the proa¥siP3004/002085
has been 15 significantly inproved, and hence, the

met hod of the present inventior2s useful for the
treatnment of severe heart failure. The benzazepi ne
compounds of the formula (1) and processes for

preparing the sane are disclosed in WO 20 91/05549,

U S. PaBeaidss258t540 hapmU. Ssefakant haa {33, .
well as in the Japanese counterpart JP-A-6- 83&2&1&% in  the

bedesemitpbkon onpodndslaims hemé gngul Qc(%)eadggarli:eaglag.ﬁ[ure

forma pharmaceutically acceptabl e aci Ition

wichrenphaheareutiaddhine apceptablke
phar naceutical |y acceptabl e aci ds |%&} i norgan:F%r example,

adiabxrt Vﬂ.‘QD@ﬁ-éQ73§1@1£é RETdP 2 S
sul furic acid, hydrochl ori ¢ ggll d%'q‘pglﬁ%gp %?llccﬁégfg Association

h)fﬂraHH:OnIEIth@ e e Q“cﬂﬂf"ﬁeggt %&sﬁé%%g%llf:&m%lass III

acetic acid, p-toluenesul fonic aci

aeind, @val i(TheactditgRlgi C c 4qcid, malic
acid, tartaric acid, b5 ci t%ggc%gmé%cc c Ngwj dYork Heart

bﬂm&@cﬁaﬁtﬁidﬁ et AEHY the g Rl_ﬁ |ne Cogpggggéggzyessels,

the formula (1), the conpoundsS

C Nome@adid i feor h a.pharnmaceuti cal
accept abl e basi ghgon%g%ESMLThae‘fb %grb%?ﬂp%!un(é% ed. P.110,

| ngkede rTlBtz%Jwerd sséé%hh@gsgé d'dgarr%%lo fﬁé)é( 55" follows:

pot assi um hydrOX| I um

hgdmnexi dgrretc i carhonat es, or hydrogen
car bonat es, sugﬁtgéhgot aggli.‘ﬁm CaF BoAst eal%élﬁﬂmresuj-tlng in

CAEPREA © 1L BOB LOOCTpa TR o BILASH UM e
ab6REBLRLRT SURN S Sodium e %ﬂ\élnato?:dlnary physical activity
causes fatigue, palpitation, dyspnea, or anginal pain.
CLASS 1IV. Patients with cardiac disea.se resuiting 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 91/05548) . 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,

e.g. 60 mg to 90 mg/body per day, but according to the
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WOHPAAT

15 potassi um net hyl ate, etc. The active conpounds (1)

of the present invention are wused in the for
ﬁbﬁal phar maceutical preparation. Therq’efr"ﬂ?zoo“/002085

preparation is prepared by usi n& conventi onal
diluents or carriers such as fitPers, 20 thickeni ng
agents, binders, wetting agents, di SI nt egrat ors,
surfactants, lubricants, and the |ike. The

p a preparatiopns can be selected from
vgﬁ ous jf ?nsltihﬁ efpcecs(ﬁnd%\n%’évﬁPFﬁrﬁhe ideshasdbeen found that
RHét't% ndthe u{epresentatlveforms are tablets,
, Lokas iminirtarensin endssensange from

granul e I es supposn tories, WO 2004/073716 15
;13 ﬂ?sfd&ﬁ %8’2 haa: iCorfs M%’&mmmﬁaﬁuw&mspﬁgﬁerably in

etc , andthellke In order to formin tablets,

S§ eTused 1%@ | théﬁﬂmgib@dWﬂ@@lﬂ i), eRdrd e;EJ.Seferably in

such as ve | act ose, white sugar, sodium

RS9k, °gl & QBE 3iS’r deg/Bady chers dayli tof , waEBNRiffative for

er thritql, sorbitol, calcium carbonate, kaolln
SEAPSIRY O |theseodyi Wetgbtacrll Bicrdash§UBES the urine
g wat er, et hanol, propanol, sinple syrup, glucose
389 bpsn withauh entlesivableelsiide sgkebten such as frequent
carbox¥lnethyl cel l ul ose, shellac, nethyl cellul ose,

pBEABFdARpheishat znd 1@hpal ysimyl ApEbell doNa CLAq) mortality
di SI ntegrators (e.g. dry starch, sodiumalginate,

af@Fepomdet it ahamatarthewdeseen SOSLHA A0 .
carbonate, cal cium carbonate, polyoxyethyl eg%? the patients

sevEfening flatomy ypohest@nsa, SAH Wias! %Ws%g%@tc{ ;ﬁcrease of

steari c nonogl yceride, starches, |actose
d$@dh@glatrebn1mnheﬁh:hprs (e.g. white sugar, stearin,
cacao butter, hydrogenated oils, etc.), absorption

pr onothus, (@c@orm et Ne Q@Pﬂb&%?aﬁﬁe ﬁggsent invention,
even in the patients suffering from severe heart failure
who have bad prognosis, the prognosis has been
significantly improved, and hence, the method 'of the
present invention is useful for the treatment of severe
heart failure.

The benzazepine co'mpounds 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-6-80641.

The benzazepine compounds of the formula (1) can
readily form a pharmaceutically acceptable acid addition
salt with a pharmaceutically acceptable acid. The

pharmaceutically acceptable acids include inorganic acids,
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lauryl sul fate, etc.), wetting agents (e.g. glycerin,
starches, etc.), adsorbents (e.g. starches, | actose,
waapi4)7376 bentonite, colloidal silicates, etc.PCI/JP2004/002085
| ubricants (e.g. purified talc, stearates, boric acid
powder, polyethylene glycol, et¢.), and the I|ike.

Moreover, the tablets may also be in the formof a
conventional coated tablet, such as sugar-coated

tabl ets, gelatin-coated tablets, enteric 25 coated

t abtht as fsulrnma;t|mdabhya§ocmo§9éblaélar dd oe.:
WO 2004/ 073716 16 PCT/ JP2004/ 002085 | ayer tagﬂet i e acid,

t hgdpobpamati acid, petks, ihe o@:%‘iﬁr&:t'gaﬁhsc%r\{dﬁsrﬁs acetic
can be used and |nclude for exanple vehicle

ghotdse p-HaduessudtfIEke Sac fdC 2Re BHEHEEu]
hydr ogenat ed vegetable oils, kaol ?n @[E;u fo?éc) acid, oxalic

bhoge) sme1e€cHacidm %ﬁﬁt@ﬂcp‘a‘éqﬁr n{ar.'La.’:.Q:a%?ﬂtci1 RQWES - 5 ¢ acid,

gelatin, ethanol, eftc.), disintégrators
|@ﬂtﬁ§éa§c1éga§ucéiﬁlb a®id, tBE lz'oli% alA gt h to.

preparation of suppositories, conven i 0
carri efgopan apl
pol yet hy?eﬁe tk?ﬁ/ z%gggﬁ.ﬂ%uﬁﬁpgﬁ |t§ioehof‘.ormula (1),

nt heti c

el A oL s SELRIAR, e SR o
CHeL8! L BRSO B RE PISSEIL ccmpon.
o e %@@amﬁefegﬁs B R s s sontan
P T U Il e, concn
B, AR 12 051 Ul S BT o e

sus ensi pns, there are used conventional diluents

SGR¥Pona E\Eftersugph?‘ls BP LRSS | CmlerRres, FPEpymesarbonate,
gs&’c‘fo' %tyh rX glealtw.t e(cjzalr 8%%%%‘, Ipo'tassil.lm 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 pharmaceutical
preparation. The preparation is 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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al cohol , pol yoxyl ated i sostearyl al cohol,
pol yoxyet hyl ene sorbitan fatty acid esters, and the

wbhi2er078Ti6t hi s case, the pharmaceutical preparRGE/H3Q04/002085

may al so be incorporated wth odium chloride,

gl ucose, or glycerin in an amidnt 25 sufficient to
make themisotonic, and nay al so be WO 2004/ 073716 17
PCT/ JP2004/ 002085 i ncorporated wi th conventi onal
solubilizer, buffers, anesthetizing agents. Moreover,

ihgepbisnBC eb m@honsr epacpeheNsnBRy e@ll.i)Qnaiidy the like.
i ncorporated with coloring agents, preservatives,

per f urBSorfikaveebs foseeheRbRlef8PNtiere MG AR well known
medi canents, if required. The anpbunt of the active

ﬁHEPﬁHBQuEiEalO @&rtfé?épQﬁﬁﬁFdabnthEEEles (e.g, lactose,
phar maceuti cal conmposition of the present |nven i on

WEipet spgekf | ec&&aﬂuﬂﬁy x?foé{aefgtfglﬁae a by %%d , Stazch,

range, buf u$ual ly, 1t is pre I'n thé range

s&gugw 718{919 £981, g%‘i:ytﬂ?ﬁ. E?Eﬁglg%afotsc%l%qw%?rbonate,

ase on't

ﬁ#bé. e pr l&?xr fa.'g'fl 'lgtségé gﬁ‘.fl%flct IEecd.c{TE(gthaqemblnders

inventi on ma erm ne
f f
2 i ‘é‘ AR | PETBaRp 1P o MR v ES “glucose
T rX -
d d
s“ihpé,g@%he%%ﬁﬂéaeq%ﬁé‘ °ap$#f§%€%§uia{é‘t%%ﬁﬁﬁn§mwhate,
ne.or .to er. wwth a O conventl xiliary
PV DY LPY! raﬂ&éegsr a5 biei d SLsdiith L%orsandw g. dry

fErther are optional |y adn1n|stered alone in
PREF Shus PR U™ R-rHA thve 0892 Ts UBRYESKe ousaMbRaran powder,

sodium hydrogen carbonate, 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, etc.), absorption
promoters  (e.q. quaternary ammonium base, sodium
laurylsulfate, etc.), wetting agents (e.g. glycerin,
starches, etc.), adsorbents (e.g. starches, lactose, kaolin,
bentonite, colloidal silicates, etc.), lubricants (e.g.
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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intraperitoneal route, if required. Suppositories are.
admnistered in intrarectal route. 25 The dosage of
woeomarsne conpound of the present WO 2004/ 073 PtG/PB004/002085
PCT/ JP2004/ 002085 i nventi on nmay be selected in

accordance with the usage, agesg sexes and other
conditions of the patients, the degree of severity of

the di seases, and the like, but it is wusually in the
range of |ess that 0.6 ng/ kg per day, 5 preferably

frleged. 1 tawiedd0 | esant hamd. 6,0k R daYs e TRE 15, gy
sui ?gbl e dose is in the range o?g%g} m? £ 45 ny/ b§g§7 Ss €

pebnéayt i SXAMP EE%ri%QsTg,ﬁnmbGes eecifig%(ﬁat i:i.?lglhae, for example

illustrated in nore det by t OW ng

P¥eRAEREL ONG and S&B%BS@?”H%QM%EE%%& tcrflge‘t,?,lbgacao butter,

construed to be Iimte heret 0. i

' 3 NQralk 3 | b | amino) - 15 ,
ﬁé‘%’?’é’?%%‘%?%ﬂ?’fh%ﬁ%%ﬂ?%fﬁ heRz47dp "7"%&29592{ )+ binders
; y |
P Y&EE; r§/&{%oea RYA %%%C’t’é?o‘gram?ﬁ? ar BRWSErq  gelatin,
reboTeb | ook 18§ EGRTRERGPerle -6 y coniaeges goar, ete.)
' The, acti conpound of
RE oGt RaTen B0 Cha, Ratbanat 16hn OF aF BRbaRULOT o5, the

' ' d kneaded WD
2%%5‘?%'2, 054 ar%%gé%&;or@ngéggeagsednand include, for example,

polyethylene glycol, cacao butter, higher alcohol, higher
alcohol esters, gelatin, semi~synthetic glycerides, and the
like. Capsules can be prepared by charging a mixtufe of
the compound of the present invention and the above
carriers into hard gelatin capsules, soft capsules or
hydroxypropylmethyl cellulose capsules (HEMC capsules) in
usual manner. In the preparaﬁion of injections, the
solutions, emulsions and suspensions are sterilized and are
breferably 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 thenm isotonic, and may also be



19 and the mxture is tabletted by using aconventiona

pounder (R 10 mm)for sugar coating. The tablets thus

W0 2004003746 ¢ coated with a fil mcoating agent  PCT/JP2004/002085
consi sting of hydroxypropyl nethyl cellul ose,

pol yet hyl enegl ycol - 6000, castor b7l and ethanol to

give filmcoated tablets. 5Preparation 2

5- Hydr oxy- 7- chl oro- [ 2-net hyl -

(2- et hyl benzoyl am no) -

bedaepirpotated 5- wethahydoavehthenaazepspeds01 9zE6k}ri Chuffers,
acidl.0 g 10Lactose33.5 g Dical cium phosphate70.0 g

Pubneiitheti®32 O ggépesum | aumdradvieadt,e15¢fed pharmaceutical
PonV|nyIpyrroI|done15 0g 15Po|yethy|ene

Y laGart Qe rﬂa’%gobﬂt§oﬁaﬁq|yy%J‘Yiﬁ!ﬂSrgorated with coloring
egcoI(Carbomax 60 g Corn starch3 Dry

gégt‘c'sﬂurp\ﬂess@:fv%tt%.v%so PerlFindRINESl PR St eﬁfzé‘é@eﬁlﬂg agents,

hanol q.s The actlve compound of the pr esent

|n %@”dﬁhefﬂﬁédﬁia | et l{%§aIC|un1phosphate
an u

Pul'l onic F-68 i UmTauryfs ate are m xed. The

mxture s, scrpgned w Woleh N 60,565 6eN Whidnd® (1) to e

granulat th an al cohol solutlon cont ai

Q%EQ 7%%8§95ng%éF§%§§Q 55&?&@ égle%g{ %#%%Eﬁ of the

requl

al %%oéents i@l%%dcforﬁeret B4 é;bé%lf:{]edpb may be selected from

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 wvarious 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



10

15

20

25

m xture i s made a paste-like mass. Corn starch is

added to the mxture and the m xture is continuously
woxem/7e716f orm 5 uni form particles. The resul t iPCg/JP2004/002085
particles are passed through No. 10 screen and

entered into a tray and then r4 ed in an oven at 100C

for 12 to 14 hours. The dried particles are screened

with No. 16 screen and thereto are added dry sodi um

| auryl sul fate and dry nagnesi um stearate, 10 and the

PLUEgiR DA CLCLIR LR LU SRR AR S e vaace,

core tablets thus prepare

' tal Lod L OF rd_them,fromwetting. ,
\L,\J%ggﬁéoa%%%]s i sa%gt{)p}c&é%fo%Pﬁglg&Pgst a%fet?.‘gl Pdrifirts, the
t 1 DES tablets arally, the core tahlets L
Jeafll 9L Rhat iy B Bh2 Bt depken, aand bbgi dakRout it is
S d..s th surface to the tablets, further
uﬁ%ggjé"g tilr%“gn%%(ﬂ3 EBQFPngﬁA tesE | l}g’ﬁ aPt 6armodky iRer day,
thereto.. The_t abl et are further coated with a '
B RPLVarEAD Duderta ks He i LesEhehass <) Bofky eper day.
tg%lets.grglobtained, After drying, 20 the coated
t aBF e PELEARLIB0I9SFe 0t § 01Bbihien Kanoeaf r 4§ Mobtet 45 mg/body
havig? uni form gross. Preparation 3
59$§ %&y-?-chloro-[2-nethy|-4-(2-nethy|benzoylanino)-
benzoyl ] -2, 3, 4,5-tetrahydro-| H benzazepine 5 g 25
Pol yet hyl ene gl ycol (nol ecul ar weight; 4000) 0.3 g WO
2004/ 073716 21 PCT/ JP2004/ 002085 Sodi um chloride 0.9 g

hyl ene sorbitan nonooleate 0.4 g Sodi um

met abi sulfite 0.1 g Methyl paraben 0.18 g Propyl
par abehh® Bregent Invention is illustrated in more detail by

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 é
Castor oil ' 40 ¢
Ethanol 40 g

The active compound of the present invention, Avicel,

corn starch and magnesium stearate are mixed and kneaded
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Distilled water for injection 10.0 ml The above

ar abens, sodi um netabisulfite and sodium chlgrj

WO ved in distilled water of about hal fgc{;&Fszoss
of the above with stirring at 80C. The solution 10
thus obtained is cooled to 40C,1%nd the active
conpound of the present invention and further
pol yet hyl ene gl ycol and pol yoxyet hyl ene sorbitan
mongol eate are dissolved in the above solution. To
t fedsofbei drl¥EuBRIdels ditablekiedatly d®ingnjzctdomventional
to adjust to the desired volune, and the 15 sol ution
i Boynder| i FedlBy m) t EoknFudgan aoadpprppri At thblets thus
paper to give an injection preparation. Experinents
(QgtwénhddgreTcopaedewis;hoa fevar edwrrg dqidtiredonsisting of
(i.e., patient in 20 acute heart failure or chronic
hbxdrokypropyli nmathytcedlateskst i @blhanyieide HeAlicol~6000,
Association Class Ill and V) was adm ni stered
Scagtopxyil- ehoethind2- et bykedfidm coated tablets.
nmet hyl benzoyl am no) benzoyl ) -2, 3, 4, 5-tetrahydro-| H benz
areppaeadlona gose of 30, 60 or ‘90 ng/day for a period
of 60 25 days, which period began fromthe duration
05 - WU 2ORYF 973K 16182 [ PGhEERPO 04002983 TRASRIN AV 1311 -

to after being discharged fromhospital = (details

tbeneeilare, 3h@%-t8tf&ﬁ#ﬁr@-lﬂ-@en@%§z‘£§ﬁie The 150 g

results are shown in TablTes 2 to 7. to the

statisti gakganalysis, the data in Table 2 was 0

anal yzed by ANOVA nethod, and the data in Tables 3 andl' g
41.uBEgsanal yzed by ANCOVA nethod, and the data in 33.5

Table 5 was anal yzed by Log- Rank test. )
Dicalcium phosphate 70.0 g
Pullonic F-68 30.0 g
Sodium laurylsulfate : : 15.0 ¢
Polyvinylpyrrolidone ' 15.0 ¢
Polyethylene glycol (Carbowax 1500) ' 4.5 g
Polyethylene glycol (Carbowax 6000) 45,0 g
Corn starch 30.0 g
Dry sodium laurylsulfate 3.0 g
Dry magnesium stearate | 3.0 g
Ethanol’ q.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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When the dosages in this experinent were converted to.
10 a daily dose per 1 kg of body weight, they were

W0 200%/073706 096 ng/ kg (n=77) in the 30 ny-treat e®CIIOAEN4/002085

0. 769 0.205 ng/ kg (n=83) in the 60 ny-treated group,

and 1.149 0.283 ng/kg (n=76) BEA the 90 ny-treated

group (all in nean SD). 15 As is shown in the

results, in the 30 ng-treated group, the total urine

output was i ncreased (Table 2), and the body wei ght

wRS 1yedngepsty nolldslanes) . Carbaidsik t L800 RAHI eAbowdx 6000 . Tf
hyponatrem a at baseline (patients having the serum

s &@iauhreshcean r alcohollovier addsdt hvdremmml sd | @RS+t hagL
136 20 nEg/L)) showed the increase of serunlso§?5n1 powder

cBagSureatisomadBald @abte-l1Kdenm54E ey |
nortality rate throughout the entire perléﬂ§¥%on1¥%eadded to

p§hEO®iﬁtdﬂEﬁﬁm@|théthgﬁﬂdﬁé|istE§nE§ﬁﬁbH 0
medi cation at the outpatient departnent gﬁ% ﬁlQEd to. form

shghfbrmanphytiodes.i n thg 30t ReLhan
t he WD 2004/ 073716 1:3 PCT/JP2004/ 00 8 %E% SF @are passed

gthupughhiNd. Wag agertd@ed aWdt Ne |
consi deration of the time in d5§§g¥§%n1qh bRgithitthgand then

ofirtee imeditadveR HBt iflgg t hoevent, [ Rank
test) (Table 5). In additi gﬁ P&a ?%e\%’r&lﬁpl—rﬁq@ﬁed The dried

BABE 1 BECkOWSE! S105 %P 30, My il VEPELY LREMERSY o are

event rate as an adverse experl énce

Gaddeaddi-he s tyi t ue,_ 1o adverse
experlencgsﬁwgg%ﬁgdg ( eﬁ#%f%%g gnacéﬁgaPéanﬂﬁhwmt#ﬁ@arate,

e, Phe  exHi00nS L EEBLESEUM, Dol BT, 13858 RekE0a nae.
0 t b t th t
et TR Pl BBl TR aot custes

Wwieeof d8%5 than 085, o 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. 1In 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-lH-benzazepine S g

Polyethylene glycol (molecular weight; 4000) 0.3 g
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.per | kg of body wei ght per day. WO 2004/073716 24

Table 1. Study synopsis Nane of Product: 085
QPG4 - chi or o- [ 2- et hyl - 4- (2- net hyl benzoyl PCT/JP2004/002
am no) benzoyl ] -2, 3, 4, 5-tetrahydr gzl H benzazepi ne (A)

) yl] Ngﬂ

PCT/ JP2004/ 002085 Study Title:

ticenter,

Random zed, Double-Blind, Pl b ace o-Controlled,
Study of (A) to Evaluate the Effects of (A) on the

and ronjc Qutcones of Patients with

Acyt e
V\b:%%qﬁ% 8ve Het Far ailure dinical Phase: 0.9 g

Il
Co

Treatnment Indication: Patients with Wrsening
qw%&qne FRThianppenesleate (s) @ To 0.4 g

assess, th ff e Stud Dy

Sodium metabisulfite 0.1 g
Methyl paraben 0.18 ¢
Propyl paraben ' : 1 0.02 g
Distilled water for injection 10.0 ml

The above parabens, sodium metabisulfite and sodium
chloride are dissolved in distilled water of about half
volume of the above with stirring at 80°C. 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 IVv)
was administered 5-hydroxy~7~chloro-1-[2-methyl-4-(2-
methylbenzoylamino)benzoyll-2,3, 4, 5-tetrahydro-1H~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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esign: Miulticenter S b u ject Population: Patients
hospitalized for worsening heart. failure NYHA class

WO 200#N73714Bl e and Fenale Z 18 years of age Te®CT/JP2004/002085

Product, Dose, (A) 30ng, 60nmg, 90m or Mode of g~

pl acebo oral tablets Administrdgion: e icacy of three
doses of (A) or placebo in conjunction with optina
current therapy (as deternmined by the Investigator)
w,th yp to 10 days of acute inpatient study drug
d8SRg taddizpdien bio7 afibeks himmt PAisictiir JE51 Beom’ @Rospital
om zed, _doubl e-blind, placebo-controlled, paralle
gri8gsailshEheredy earesisttosth din &abdreeni ng Day, up to
a 10-day inpatient period followed by a 7-week
oupaResHitgeri od. Patients returned for outpatient
assessnents on Qutpatient Weks 1, 3, 5, and 7. A

fol | owlhp rebuphsnereomihatin decualaGs’ 2 days; after the
| ast dose of study drug. Four groups of about 80

75 S5 Gayst 1) praceb. 2 30 G o () 5 G nhante 2
was analyzed by ANOVA method, and the data in Tables 3 and
4 were analyzed by ANCOVA method, and the data in Table 5
was analyzed by Log-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 ng/kg (n=76) in the 90 mg-treated group (all in mean
+ 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). In addition, patiénts
of hyponatremia at baseline (patients having the serum
sodium concentration lower than the normal (less than 136
mEq/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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ng. of (A), or 4) 90 ng of (A) Al patients continued

to receive conventional therapy which may include

WP 20U{O07EL6  di goxin, ACE inhibitors, hydral azi RET/JP2004/002085
nitrates, beta bl ockers Endpoinfs: Efficacy: WO

2004/ 073716 25 PCT/JP2004/00208€ | NPATI ENT PRI MARY

Body wei ght changes at 24 hours post dosing | NPATIENT
SECONDARY: NYHA cl assi fication, dyspnea, orthopnea,

bt M8i J di scharge, edema, jugul ar venous
di sterft%?on!grr%&%’s, wﬂéﬁgt of&Fal yBnakyaedouwdtth, dmiMivng into

S QI .glytes, .lenqth of stay, diuretic usage,

pati ?ﬁtﬁgg%%ﬁ%kyysoﬁi% sy daMftiram cthe beginning of the

OEBALL Eb nPRI Y:, .Worsening of heart failure defined

as any of "t HE i TR Mpath evendi tdideRamn, tést) (Table 5).

Unsche?ul e Vitsit for CHF to an energency departnent,

out pat FBnBOGHEAPRr 3 Shseraniporisaatiad iSSP Abwest dose

Wi %h eed fOIL- ei ther increased therapy or new therapy

f8F WEamM9s aFREr dirihameatteqrmes efenitt hewebs dHE  adverse

to_wrsening heart failure, and tine to w thdrawal

wegP GhafyFed WasUrhw e ENTTEEUONBARY ard'Hhe  discontinued rate

cl.assjfication, edema, body weight, jugular venous

dFLE k@ | FAVerapesxrrEpanorsgakby, loyeRrnqTamdld MYPNGR, compared

urlge out put, serumelectrolytes, patient and

pHiyShchan dsSasodd they nptaupss corex tRAFBIYEL ASYBRSE doses As

Ei}}/-ents’li\:” talrt signs, clinical |aboratory tests, :
| BeFYLt2itedics chpparentr dhadr s, bRy 52

exam nations PK: Plasma (A) and netabolite @188 the present

S%MEimienhithSOQédcﬁlaéhQ REFrHA0H 00288228 n severe

heart failure by controlling a dose thereof less than 0.6

g per 1 kg of body weight per day.
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Table 1. Study synopsis

Name of Product:

(R)

5—Hydroxy-7-chloro—[2-methyl-4—(2—methylbenzoy1—
amino)benzoyl]—2,3,4,5-tetrahydro-lH-benzazepine

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
(AR) 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 receive
conventional therapy which may include
diuretics, digoxin, ACE inhibitors,
hydralazine, nitrates, beta blockers

Subject Population:

* Patients hospitalized for worsening heart.
failure

* NYHA class III-IV

* Male and Female

* 2 18 years of age

Test Product, Dose,
Mode of
Administration:

* (A) 30mg, 60mg, 20mg, or placebo oral
tablets

Endpoints:

Efficacy:




WM} toLf)N NU) ,j+l u)+1l to+tl M+l Ml tO +l 1-+l
toVNInNInN In MMOL v OvtoNN~-- Cr) N F4al CONV\% 42004/002085
Wa2003/0771641 nN (d a) O MN toMa) 1-iCDt0Ol-4 NMr ¢

WL tN+1 O\l +l ©) +1 r-t o+l +I CDI2f5) LOCCa) 04

INPATIENT 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, l2-lead electrocardiograms, and physical examinations

PK: Plasma (A) and metabolite concentrations
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Table 5. Mortality of the patients treated with (A)

Events Placebo 30 mg 60 mg 90 mg
(80) (78) (84) (77)
Number of Death 7 3 8 2
Event Rate (%) B.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

5 Log-Rank test.

Table 6. Adverse events observed in patients treated with

(A)
Adverse Event Placebo 30 mg 60 mg 90 mg
(79) (78) (B4) (76)
Urinary Frequency 1 1 3 4
Event Rate (%) 1.3% 1.3% 3.6% 5.3%

The number in parentheses indicated the number of patients

10 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

15 randomized in the group.
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29 PCT/ JP2004/ 002085 Table 5. Mrtality of

“iggﬁggésgﬁfs treated with (A) Events Pl acebo 39Cﬂggﬁ?4mouws

ng 90 ng (80) (78) (84) (77) Nunber of Death 3336
Event Rate ($) 8.7%3.8%9.5% 23%% P-val ue 0. a6
0.7862 0.1460 The nunber in parentheses |nd|cateI e
nunmber of patients random zed in the group Ang ysgs
on."Tine to Death (on therapy)" were performed by

R e o S eno' 50 g
60 ng Fhengretlys) £38) thid)tddiment of severe heart failure
of the present invention is quite useful in the treatment
of severe heart failure, i.e. acute heart failure and
Chronic heart failure in acute excerbation. In addition,
the method of the Present 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
a8 pharmaceutically acceptable salt thereof, and a
pharmaceutical composition containing said 'benzazepine
compound (1) or a pharmaceutically acceptable salt thereof

as well as a use of said active compound for manufacturing

2 medicament suitable for the treatment of severe heart

failure.
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Uinary Frequency 1 1 3 4 Event Rate (%9 1.3% 1.3%

3.6% 5. 39 he nunber in parentheses indicated t

nM@?O@T{g"dgti ents 10 random zed in the group. ?ganézoouoozoss
7. Discontinued cases due to advegie experiences in

patients treated with (A) Reason Pl acebo 30 ng 60

mg 90 ng Discontinuation (80) (78) (84) (77) Adverse
Experience 12 14 25 17 Event Rate (% 15.0% 17. 9%

29.8% 22. 1% The nunber in parggéheses i ndi cated the

nunber of patients 15 random M3 the group. WO

2004/ 073%16 30 _PCT/ JP2004/.002085 | NDUSTRI AL

APPLI CABI'LT TY The 8d £6F tREeREERgneAeverescheart failure,
heart fai.l ure of the present invention is quite
useﬁ?ﬁnplrﬁ'stlﬁ’egt?@’ﬁf‘ﬁ%ﬁgeréﬁgsé\ﬂéré Reientai Lor peédethereof a

acu%§ heart f.ailure and 5 chronic heart failure in

acut- & SERPENAHGPIH.Y 19 ErrE iVomnount a6t hodeafzddwpine compound
pres%n%hjnvention is excellently safe wth few side
ef f 8¢t .eTﬁG§?WHWe(dﬂésent I nvention provides a

met hod for the treat
adm nistering to a p
or a pharmaceuti cal
phar maceut i cal
conpound (1) or{.a

-~

t of severe heart failure by

I ent a benzazepi ne conmpound (1)
acceptable salt thereof, and a
Aon contai ning sai d benzazepi ne
eutically acceptable salt
thereof as wel e of said active conpound for
manuf act uri ngRr'a nedu ament suitable for the treatnent
of severe heart C=0 (1)

N
| —R®
o R4

NHCO—*{:%{

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.

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 1s in the range from 0.1 mg/kg to less than 0.6
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1. Anethod for treating severe heart failure,

WO2PN4{03376 adni nistering to a patient in need tRCIAVEPRH04/002085
a therapeutically effective anount of a benzazepine
conpound 5 of the fornmula (1):3B2 (1) R4 NHCO wherein

Rl is a hydrogen atomor a halogen atom R2 is a

hydroxy group, or a group of the fornula: -NR5R6

wherein R5 and R6 are the sane or different and are

e ‘hydrogen 10 atomor a |ower alkyl group, R3 is

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

or a | dwer aTRexymathmom, £ itveathaloogn m,.a :
| ower al kyl group or a |ower al koxy ggroug,atr%r jeart failure

pR&FREEADE c&bl ychaimpt B evtsatdirt harRof 3 2. T ,
method for treating severe heart fail Eefedo%g a(g?orm‘ﬁg active

t 6oBPaRAd] iswher ¢he tlasg@aidsy 180%¢ Qfg ctive
conpound is in the range of |ess than 0. bﬁogés}(dqe%_day.

The nmebhod fThe t nedtHoy Fever e i1 failure ,
according to claim1, wherein fﬁge{ﬁ%ﬁ yé%lggléeofh?%t failure

a@tterdingnmmundlasmi 1 t fram 0. 1.nmg/ kg to '
less than 0.6 WO 2004/ d?g‘%%fggﬁpﬁ%wgﬁéﬁggo ound is 5-
rikgthy danThe- 1t 8oz LEchy PALhREyI8YERS) D88 ayi -2, 3, 4, 5-

tetrahydro-lH—benzazepine or a pharmaceutically acceptable

salt thereof.

6. The method for treating severe heart failure

according to claim l, wherein the active compound is 5-
hydroxy~7-chloro-1- [2-methyl-4- (2—methylbenzoyla.mino) -
benzoyl]—2,3,4,5~tetrahydr0'—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: ITI 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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according to claim1, wherein the dose of the active
conpound is in the range of 15 to 45 ny/ body per_day.
EWQ 200438t hod f t 10 or reating severe heart ¥4 |/.ﬁ>|2(éo4/002085
according to claim1, wherein thg{gctive conpound i s
5-

di met hyl am no-i - [ 4- ( 2- net hyl benzoyl am no) benzoyl ] - 2, 3,
4,5- tetrahydro- 1H benzazepi ne or a pharmaceutically
acceptable salt thereof. 6. The nmethod for treating
severe heart failure according to claim1l, wherein
the active conpound Ls 5-

hydr oxy- 7-chl oro- 1 - [ @ net hyl - 4- ( 2- met hyl benzoyl ami no)
benzoyl ] -2, 3, 4, 5-tet fahydro-| H- benzazepi ne or a

phar maceut- ic cceptable salt thereof. 15 7. The
nmet hod for tre sevegre heart failure according to
any one of clai aﬁ . wherein the severe heart

failure is acpfe heait failure or a chronic heart
failure in acute exagegpation. 8. Thél)met hod for
treating severe hear ailure 20 according to any one
of claiml to 6, {n the severe heart failure is
a severe heart faillureroR®™New York Heart Association
Class: |11 and IV. 9=*A nedi cameng4for the treat nent
of severe heart failure mhnp veonpri ses as an active
i ngredient a 25 benﬂﬂHé%Q compound of the fornmul a
(1): WD 2004/073716 33 (1)

. 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®
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]—z,3,4,5-tetrahydro—1H—benzazepihe 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

treatment of severe heart failure, which comprises as an
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NHCO PCT/ JP2004/ 002085 wherein R' is a hydrogen atom .
or a halogen atom R2 is a hydroxy group, or a group

wob 2000075796 mul a: - NR5R6 wherein R5 5 and R6 ar e BOTEIP2004/002085

same or different and are each a hydrogen atomor a

| ower al kyl group, R3 is a hydra@g#en atom a hal ogen

atom a |lower al kyl group, or a | ower al koxy group,

R4 is a hal ogen atom a |ower alkyl group or a |ower

ahggg% g(OUp,(fr a pharmaceutically acceptable salt

t ¥e 1odrediknt nedisanentemoger ¢ | ai

wherein the active conpound (1? ig dé%é&& %fmghe formula
5- dinet hyl ami no-1 - [ 4- (2- net hyl -
benzoylanino)benzoyl%-z,3,4,5-tetrahydro-|FLbenzazepin

e or a pharmaceuti c&fly acceptable salt thereof. 11.

The nedi canent accofding to claim9, wherein the 15

active conpou i

5- hydr oxy-7-c
met hyl benzoyl 8x
benzazepi ne RT ap
thereof. 12."°A phar
the treatnent of
conprises as an
active ingredientfja

- met hyl - 4- ( 2-
oyl]-2,3,4,5-tetrahydro-1 H
rmaceutically acceptable salt
raceuti cal conpoghtion suitable for
Vere heart fail ?e, whi ch

004/ 073716 34 PCT/ JP2004/ 002085
azepi ne conpound of the
formula (1) . (71 mherﬁQm R is a hydrogen
atom or a hal ogen 5 hydroxy group, or a

tom R2s;
group of the fornuWﬂﬂCE»FEﬁEZﬁgérein R5 and R6 are the
sane or different and are a hydrogen atomor a

I ki aroup, is a hydrogen ato a
AnBEeah kY GrHup h@%rogen Qltomgor a {Palogen 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 1lower alkyl group, R® is a hydrogen atom, a

halogen atom, a lower alkyl group, or a lower alkoxy group
14

R is a halogen atom, a lower alkyl group or a lower alkoxy
group, or a pharmaceutically aéceptable salt thereof in
admixture with a conventional pharmaceutically acceptable
carrier or diluent.

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

14. The pharmaceutical composition according to claim
12, wherein the active compound (1) is 3-hydroxy-7-chloro-

l-[2-methyl-4—(2—methylbenzoylamino)benzoyl]-z,3,4,5—
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hal ogen atom a |ower al kyl group, or a |ower al koxy

‘ 4 is a hal ogen ato a | ower al kyl ro or
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wer al koxy 10 group, or a pharnaceutically
acceptable salt thereof in adn% ture with a
conventional pharmaceutically atteptable carrier or
di luent. 13.: The pharmaceutical conposition according
to claim 12, wherein the active conpound (1) is
Steiigh h BOR o b .
[4-(2-ngyksﬁ%gn?8§ﬁgégﬁb?ﬁeﬁ?by@]Pb§3m496utécaéhydEmzéeptable
Fgggezgggg%gg or a pharmaceutically acceptable salt
t her eof . . "The pharmaceutical conposition according

to clajm 12, wherein the active conmpound (1) is
5- hydr oXy- 7- he pharmaceutical composition according to any

=) 2- Qit 14- (2-nmet hyl benzoyl am no) benzoyl ]-2,3,4,5
\1/%[’ %ogg/ g%ﬂ‘é g%%ﬁﬁpzomﬁmms@e active compound (1) or
tftéﬁgi&gr Q- | EL beﬁazepi ne or a pharmaceutically
accept abre°U5afel{ KeresrPtableTisa lhaiheaeeift i K8l cont ained in
\(I:\%q{'rpa%i&i on jgccordii}g to any one of claims 12 to 14,
erB T heP Lt it mMpdndve ighbrbased@ on the weight of the
@1 rmaceutically acceptable salt thereof is contained
i rPsaﬁm?m t- of 1 to 70 % by wei ght based on the
wei ght_ of tRe corrpé)nsjiti on. 16. A use of a benzazepine
conpo of £t RS& v Fruk a beh)z B el Coanhysd @ i
gﬁjr.ogen atomor a halogen atom R2 is a h?d?gxy&lea formula
up, or a group of the fornmula: -NRSR6 wherein RS
and R6 are the sa or different and are each a

hydrogen atom or & | ower al kyl group, R3 is a
hydrogen atom a

o

‘/\

1 N

R l
C=0 . )
~
| —R®
e, R4
NHCo—( %

m—

' 1 .
wherein R* is a hydrogen atom or 2 halogen atom, R? is a
hydroxy group, or a group of the formula: -NR°R® wherein RS
6
and R’ are the same or different and are each a hydrogen

atom i
or a lower alkyl group, R3? is ga 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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al koxy group, R4 is a halogen atom a |ower alkyl
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acceptable salt thereof for manufacturing a

medi canment suitable for the treabment of severe heart

failure. WD 2004/073716 36 PCT/JP2004/002085 17. The

use of a benzazepi ne conmpound (1) or a

pharnagfuticalIy_acceptable salt thereof according to

claim i mh@hélnusmecaitavebenaazdpﬁnéi)cbﬁgound 1) or a

5§ﬂ%£§£hyh§§1no-l- [ 4-(2- et hyl benzoyl am no) benzoyl

- B quniciidr adde delw az£Dt NehOF 8 i ;

pgignaceutically accept abl e salt thereof. Fg°°TRirgsfo claim

0 péereipi hbecammwed ¢dpoin@ (RHATTBCEUL .

a&geggﬁple salt thereof according to 2Iain1 1@?ﬁg££¥lamln°'l'
reiqTIeid vddenze ydemmiaiobenbo 1S - hy df oxVy 7z ¢l or 0-

15[ 2- et hyl - 4- (2- met hyl benzoyl o ﬂo) b'en'(zj{)'y%(j t‘%‘f’é?ﬁé’%rO‘lH‘

10engiazemiteo oirHab phaazepiais: 194z 13 | cal

acceptable salt thereof. 19. Theyﬂgg{og 55%%%2%§%5iﬁgereof.

conpoudé.(1) THe auspghappacguty ccept abl e salt

t hereof according to any one%ﬁﬁ%ﬁggﬁé?iufqWPQBf (1) or a

whbeemactheiegl l yeaceapednd o r a .

phar naceutical | y acceg?ableesé%ﬁ%tﬁéééﬁpqS?QRﬁﬁ%ﬁ?%dto claim

| 6, t WaemredincamRNtadiy v 0@hhk a uni_t of the range

of less than 0.6 ny/kg. Holifd ¥) "5 élhy TOXy-/-chloro-

1‘[2—methyl—4-(2-methylbenzoylamino)benZlej-2,3,4,5_

tetrahydro—1H-benzazepine or a phaﬁmaceutically acceptable
salt thereof.

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 (i) or
a pharmaceutically acceptable salt thereof is contained in

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

than 0.6 mg/kg.



