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| Sustained-rel ease oral nol sidom ne conposition for
treating atherosclerosis The present invention relates
to a novel therapeutic use of nolsidomne and its
pharmaceutically acceptable salts, especially in a
sust ai ned-rel ease oral galenical 5 formeffective
over 24 hours, in the preventhon or treatnent of

at heroscl erosis. Atherosclerosis is a progressive

di sease of the arteries which conprom ses the bl ood

; ¥ ggéﬁii&eﬂ-ﬁeﬂﬁs@&% ﬁ&ﬁ&ﬁ%?%ﬁ&%qsﬂgﬁﬁoh %%aﬁhg QHRIBY Rt sis

ues whic appear on t e coronary
arteries are capable of restricting the blood supply

t o t heThepfekert i seRB PlatedMd £LHbveRihclHBatid ®edf molsidomine and

ocardial jnfarction, the 10, grincipal. cause of .
dbsp Cffwtﬂa@lx FCapblE it rrerial In ap iRt ke walgplenical
agorhygfektihodes e holsMnahe prehyifiemt @nehonens b atibratderokie.
formati,on_of, at heroscl erot.i ¢ JesiOﬁ]%i.1 %ﬁﬂfhe ccsq)onmnmes
hy per chaFERFEFSTSe i P ORTE™ He ISEhE Ui HTIsy THHiCh Fosmp
f thertdeadosupply b Hlesdowesicomsorgans. Uéws thenadhérgmdtoas plaques which
f . S' I Y i Y e
| peatn she B b8 drindy ROBHEY fielCapbIE I RLK ISP ood
ofunphe tothe heart (phopaia, Helich can dgadd fy ednyeraesial mfarctins the
Pﬁ?ﬁcﬁﬁkﬂ Ragk o‘fﬁt@zﬁﬁ i@iﬁﬂd%tﬁ@ﬂzeﬂ@oﬁﬁtﬂbﬁs in the t }mi ca
i ntima.causes e. s esi nd expressi on o )
dhear BRRBEGE, Mib & BoSthdlestplemid ot ¥ Bafyrgiog, stimulate the
afthestienofatheoitieeotig leaiods.VCAM 1 (vascul ar cel |
adhesi gn I I on, t Q.surfac .t he .
endot hg‘1 itﬂér)n c%%e%%%{c&qlgsnerﬁl% é%u :Ehees nﬁeg@ém%ﬂe leading to the
pfaopetioyoigheseilgdiony cahdesomouyizedas folpgbnating from the
bl OOdSLB\Q%Si%ﬁ (_pprbt@fdsl (g?lgetr%gﬁ Eegleﬁq,s]ﬁl‘:’)l AcudRldie ffhe tunica

re [ into ma g . These nacr ophages

apdigrd inngemest Waph of thaartrely Pasiedheyatg oxidized fg §x-13L.

It r a_néf Thé;?ﬂasidc@wifychését dxidiioad hﬁﬁédu‘ﬁeli SAatthd aineeh kit causes the
i pi.ds. rt hernore, .t hese nmacrophages r .

RSt G Rgpe AR B NRRP SHER b s AR pigpecluter

t hditesioh analesuledi) ené nV @AM 1 sivastudant dedll adhesioninhoteaitle-dF on the

”Rﬁﬁ%gb?ﬁleegﬁft Sipeth nuscle cells nultiply and

m grate He

Into the tunjca intim, where thgfy secrete
col | agéheseeprdhssips mplsenlss dide phot mepgric ahslixing ¢ Hgonasytes

AoREIRMIES HoWE thS3B1dUsGkeR] MG idhBatkedieOBScullh avdIPARA are
Q synthesize a tissue factor which

g‘%ﬂ%@@%{fatl@g RAFTYPRNEESSdeposi tion of fibrins in the

at her omhaéseUmaplophai@s #8stY tthd QOX-DLDINGpRADLNGLY) sadeqre thus

e{}gl%tfgnenleldaélo‘lwgfs Y30 foam cells saturated with lipids. Furthermore, these
macrophages release cytokines, which cause a local inflammatory reaction that
favors an even more substantial recruitment of monocytes.

The smooth muscle cells multiply and migrate into the tunica intima, where
they secrete collagen, elastic fibers and proteoglycans, leading to a progressive
thickening of the lesions.

The foam cells also synthesize a tissue factor which participates in the
deposition of fibrins in the atheromatous plaque, resulting in increasingly severe
endothelial lesions.

As a consequence of the above, the adhesion molecules, particularly
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As a consequence of the above, the adhesion nol ecul es,
particularly 2 [ CAM 1, are involved in the process of
formati on of the atherosclerotic lesions. In fact,
ICAM1 is strongly overexpressed on the endot helium
covering the atheromatous plgques i n human coronary
and carotid arteries. Recent ©linical studies indicate
that the severity of atherosclerosis is 5 correlated
with the level of soluble ICAM1 (hereafter |1 CAMI s).
Foe ARRT MRE Savolfed il ?&ésﬁo@ésy §f ﬁ%ht?&%f‘ the %@ﬁ)lséler ltlt: léé?cﬁls.

been observed that a [etion o
pr ot ectl @ét,rIGr‘\Méglausmmglr RECIB¥RI§Tsed 8 élﬁi %ﬁdothehwn covermg the

abhersab e gs uPhdn@aﬁfewrmrpand aeotiemerksof sol uble

| CAM1_th f ff
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s B REReR b EobiR R po AR S ebound in

t Hreguevantizs tlaatatwpt Dﬁam hegita eddokeintallafs foamgiand ack by causing a
?Jlﬁ{aﬁoﬁl g gfe%ﬁclflérmoﬂl ﬁ]ﬁé/cléf ﬂb%%dtaﬁqﬁ%ﬂt%h ogftl'éeaé%ﬂgf DRases

rest severe ~ angina of effort
tﬁ@lﬁ@}%ﬁ@f‘mg@%t ai ned-rel ease tablets containing an 8

;Tg d ?ﬁﬁflollé‘i@d)zﬁﬁle WRIEitiEDy ?ﬁrkt%wan e{ﬁbeih@]l olt t WIf ce a day

or e ter a | C r.e e, (0] a

pect or | §“ %Dd%ﬁ%@%&ﬁfﬁw &b‘fﬁlﬁlg tﬁﬂ%“k?é?%ﬁ"}’ﬁg% Eé% and 4
( ﬁ@pia}sbsalwmch,lwdﬁrgehh@llﬁ adminiered figoe timeBaldaiy Uimhel theatthent of
f %JEEP I)f @ff(?ﬂtj ﬁl&cg hﬂﬁql&ne%l ec? §f 1Pstﬁl IL.rgatglre% ?tc aélgPOSI I‘e,(S:![ d s%vere

corft al ni ective ove

h@llpfr@ﬁﬁé @ndﬁmi | ong-term chronic treatnment of
st abl e_angiaRest Q{S{aﬁled adef tﬁl&l@%c%n %g}le&r AR c}ds& Ywhich
of this nposi tion have been denonstrat
niRete by 2 %a%m%%rﬁ@ twiceshept fardhenlongnigrm msgzhy&cﬁf: treatment of
shpdhLpectdrls. i S | n this context that it has been
di scovered, su nd.totall 30 une
Char e trsRit ke v Bhiere s AP SR0&ThY ame
sUstumbfidd- Begmsemsmhufdm afal seoipasicldaen selid et icomposition
OX&{taiﬁﬁgrﬁoM 1§1g (ﬁ@g ee?fe&':ttivepcgi%s b? Ihgurs for § Set Ig)r[a\(feerﬁlon and long-term

chronic treatment of stable angina pectoris. The efficacy and tolerability of this

composition have been demonstrated in a large number of patients in short-term
and long-term studies.

It is in this context that it has been discovered, surprisingly and totally
unexpectedly, that molsidomine, especially in the form of a sustained-release solid
oral composition effective over 24 hours, makes it possible to restore the
endothelial functions and thus to prevent the physiopathological processes that lead
to atherosclerosis, and/or to slow down their progression.

More precisely, it has been discovered that the daily administration of such
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endot helial functions and thus to prevent the
physi opat hol ogi cal processes that lead to

at heroscl erosis, and/or to sl ow down their

progression. Mdrre precisely, it has been discovered
that the daily adm nistration ,of such 3 a galenica
form of nol si dom ne substantlélly decreases the anount
of circulating soluble ICAM 1, which is considered to
be a biomarker of atherosclerosis, and that, in

angaién%I FQnd 5@m%&%1§@%ul%%‘t1ﬁ@%d&grt RES i h]'g ount ﬁf circulating

dom ne kes It ossibl e

f.SStl&PleoWW ho\ﬁ%lebtlw%ﬂdetr tehEct hl@madwrapﬁoﬁthemsclerosxs and

camemumﬂm B 1t9 kap&eH ra@um@gﬁaﬂqﬁbp@ﬁesofmdmgomme thus makes it
endot eI I al ﬂﬂffﬁ ons a?d to prev

or

C ReinlE g Besnib AR oEngF SuiopeRbere Me sl art cpedesnty

atd emsﬂate fes@tatioa, oftthe eptogiseial fiinctiemt dndrio pedva@head/a ddve down
ne of its pharmaceutically

acce&{)%%g%ébﬁ%grg%%eqé%gal ly in the form of a

sust ai A&us.retadng te el ﬁrat isntate, donprossint inyentéff iwhtdsve the use of

OYiRflsidém MR Wt Bne bPlts bﬁﬁ‘rﬁlaget[fﬁﬁﬂy a&e a@le%ﬁlt@ e%ééﬂaufy% the form

preventing or attenuyati ng t he deve opmsn
athér Jetaigsdosicase wpkith gral pRImpesHimneHRCyE ‘?‘ﬁ’é 29r Bawpy for the
| maptfaciic éthe RS BOMpRectig Be attehstidgn thdeddveERBment of

ﬂj @gt aI so in the formof a pharmaceutically
n%ﬁs &®salt such as, in particular, a

: hydr oc Witin d:he fimework fé tho pltaettnigveeoay ipt molsidonkiee can be

fgi[r"% an é e sa i thj %}S(for m ggr%lhqf(sjaerr'g rr%ac%?lﬁ{:!ﬂ )} Q&eﬁ tatE salt

g 8rdrag) lnnaﬁlquiﬁé a hydroehderidenf at her oscl erosi s accordi ng
to ther ﬂié%llb@ﬁl ddsBgpdt, MeL@fh 'i‘ﬁol!Yd!nlmrEewﬂl be used to denote
gn{h‘ié 1%&sggmalélnte or m of

Qg Eee d4e° 3 am%%%r 24 hours. 20

The eXh{ g&ﬁrﬂn in' el R@dtinee OV therddeldiosls %ccd#&ﬁig tbehe invention,

d
oR2r hals b AR IR Ao ere ey s TR Gt e
thﬁtraapabiats:eﬁﬁft@s’ﬂavcrc%ldmmr ation of at least 5 ng/n,

prefer gfﬁé %Xﬁrfe nl'he e# Yél Qvé}giﬁlrﬂoursl”oﬁég(ﬁ h@reQﬁéa!nQ ‘?lhaqfthe amount

about
t pEmokidenipe released by dieathegnaceutienl fam ‘Fﬁéﬂtlﬁ Mﬁ@zﬁwo produce a

| FRREdpead plabrhd) b@h&ﬁ@atfdnﬂiﬁ%&‘t Pﬁﬁﬁl |p9éfgraBEfrcﬁ‘at least 10 ng/ml,

treat ment %? %ﬁg?{bg ese effeCts are
pa¥¥iaderiad oy ab BTSe on st abI e angi na patients.
PaLt [ C[Eh?r d:ﬂec‘#smdr;]fahidksmi@ﬁiﬂlbt gl Ithe tt(ﬁ;@tﬁlérﬁagﬂedtherﬁﬁclerosw are
at her osgl.erosi.s .ha ot accor di

KOS R0 0k A AR Tramish OF . REF SR AeirRal B8 reast 6
t sightsy Tloast affnéts _greaoani&u&eglyctomarkabbromesw&mmgnt@ patientae ,
propri %ﬁrchaH? dJafiaBR! results in the treatment of atherosclerosis have been

obtained according to the invention by the administration of sustained-release

tablets containing a 16 mg dose, corresponding to the proprietary medicinal
product Coruno® marketed in Belgium.
This galenical form and the process for its manufacture have been described
in international patent application WO 01/62256, which is incorporated here by
- way of reference,

In general, the galenical forms of molsidomine described in said
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30 product Coruno (r) marketed in Belgium This

gal enical formand the process for its manufacture
have been described in international patent
application WD 01/ 62256, which is incorporated here by
way of reference. In general, the galenical fornms of
nol si doni ne described in saidt4 international patent
application are essentially characterized in that they
have an in vitro dissolution rate [neasured

s mgﬁﬁgag?@&a@h@pgea o6 88 BRRI AT B AG PR 1

déscri uropean copoe
( aHraUSPsoion) rat@{meﬁgradmrpctmphsmqﬂw%w 2 AB610rN\B IHonm by the

gk 16 e Sl AT

d
épéﬁ@e‘& Spmerofa (hh N HECl medipm, gt 564 6f nol si doni ne
rel eased 5ab0evs 60hﬂmt§domm8&1éaaec9éﬁ/@rqfhdﬁpl si dom ne

I o Of |.sid
o caced b oSt 15t et dripe FISgROAT ABAE Gom ne
r el eased0ab6e 24f hmlm®m1nheelq:ﬂsaisaﬂ&ergﬁd-ajurs)f
ol si domisng 39‘5“ a&?ﬁl@lsﬁcﬂ)n)f #18 Fﬁlé’ag&yﬁf'iérri@ Hoyry L0 S hours,

pref erabl he adm ni stration

of sai d?gér/‘m ané W@iﬁﬂdﬁﬁrﬂaﬂws@féa@ 18dotsen 25 and 40
ng/ i Qf>9|gb/@srm of Molsiicnif®rll@xtd aftdhe4Bloasima peak of

Si ined.in vivo 5 corresponds th
gﬂ}s rﬁﬁﬂﬁc nERN 4%%%%?1@%@%0& umaanég 1§ o,
phaserablef3 at 4 lheast fdmwﬁﬁgltﬁdwdmmﬁmt@e o$ saidi folh hartdgaving a
{ LATEWPRRL, SOS PICRERN obRuent i on, any galenical form

I N sal e patent application
V\D 01/ 6‘22516 cantexidithet plggougiegk dfe mededomi@® dbfained in vivo”

g@&%s?lmdst fear ﬂ@éd)e H{a%ﬁhurho%)ﬂﬁ?ﬂmggn idr HOS OQJHEEI Tt"(ﬂm in the

adm ni st er omne 1 n oses pre era

béméﬁf&we%fﬁélohﬂalw VRHEGEET- t | cuI arly preferabl y of
bet weewiifin and f?&né%rk%fcﬂlegﬁﬂe%ﬂt qa{zerﬁ@hrrﬁnpfgalemcal form as

gﬁ%si‘%}g?cgl @d\ﬁhﬁgﬁ %ﬁgéﬁdﬁg%]% a@ﬁ@ﬁt?cgqegpéi 8&@%2%6 canpdvantageously

ekeassl vel y pronounced troughs, 25 pr ove particularly

Sui t abk eeée%e}alf'e tﬁgs% mcﬁlo ffg{aré%lelé&? 1e;§>§ss le ﬁo administer

guar an ng d const
nloddidioning én daily Heses mr@srahfyf elChatdedy 14 anth@dose Iaed oeitisularly

preferably of between 16 and 20 mg.

Such galenical forms of molsidomine, whose 24-hour release profile is
characterized by the absence of close peaks and excessively pronounced troughs,
prove particularly suitable in the treatment of atherosclerosis, guaranteeing a
constant and stable release of the molsidomine at the sites affected by
atherosclerosis.

Consequently, the relatively slow and constant release of molsidomine
without pronounced and close plasma peaks seems to constitute an important
characteristic for obtaining the desired effect in the treatment of atherosclerosis.

The use of molsidomine in these sustained-release galenical forms is

~particularly valuable insofar as this compound does not induce tolerance and the
safety of its use has been demonstrated in a large number of patients.

Demonstration of the effects of molsidomine in the treatment of atherosclerosis
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Consequently, the relatively slow and constant rel ease
of nol sidom ne w thout pronounced and cl ose pl asna
peaks seens to constitute an inportant 30
characteristic for obtaining the desired effect in the
treatment of atherosclerosis. The use of nol sidom ne
in these sustained-rel ease gatenical forns is
particularly valuable insofar as this conpound does
not induce tolerance and the safety of its use has
been denobnstrated in a |arge nunber of patients.
Denonstratlon of the effects of nmol si dom ne in the

: ot K §liue Tyidesignt eri stics of

the poﬁ‘ﬁ'e%{/&ﬁbﬁté{f@cﬁ%dofaﬂglsﬁfoﬁgﬂe @?%Hegﬂeemﬁnﬂc 8l 9thaRk&erosis
effects of (il dom pe in the treatnent

of
at'¥res cERIOBFIEFS bynar ngdsih stipistledtugy epndygd 1gy /2 patients
Chatdsbﬂﬂig\sﬁm&;{bleqaghﬂ@beao@m 172 patients 5 presenting

“Wth s i na. toris.. This study conprised 3
consecﬁ?i‘\ﬁz ‘g’h‘g’ lsgggcgns?m&b§pﬁ‘?§eesst udy under

pl acebe;a 7-day drevebaly whdenyplescbbj nd and doubl e- pl acebo

randoni éie Ivf eﬁscﬁa ererbiﬁ'@umﬁ dcﬂﬂﬁ cé’%i ﬁpdérgfazecﬁ) %I'ASE&U&)? gtudy

recei ve rnat
10uring milliclt the patems aﬁ?cmVﬁ@ ahﬁn@te 2@@% eveeks)rg mptsidpmine-based

MRS RIS ébn%ﬁhﬁb%m gnge ol eunan® Qf&f%@é@ﬁﬁﬁé])guﬁ*@ under the

daily osa e gU and a ol si dom n

 BRRE cré%nds@sh datres %S}«gango% goolg ?@H}@.%@%%@Mm
Zéoﬂitamirg a ¢Brme ﬂt])-iey e_fflacl.‘tket(ﬁr@r P4 hBeitsg bMﬁénéIyﬁﬁ&kiﬁé:&en BeLgmm
na r uno il osage.. and - a nmont
SP%%?%%&%W 8‘?}??%361}@1%21 "3{11 tgh?“'g received a

mol si derd Hemoh8 Hededuringr whikiatheolV 2cmtients meqegved alBolsiglomine-
A88%d BHEERL KoRENE! £ bk BRLUMEHOURI ek BETRum under

epresente
dFlﬁ‘gﬁaé?ﬂ"l‘ﬁ‘?rluéﬁ?l y as follows: Double-blind crossover

st udy ﬂmsesinﬁdmﬁrbe&w%éntea%dgﬂrﬁm@éml@%s follBvsd. 1.d. 7

days of pre- "2 weeks weeks 12 nont hS of nol si dom ne
16 . | acebo—25-mlsi-domne—16
ny oid)@hbl%ﬁﬁdwlemeﬂ\&aﬁm emgnt Neasumespenttudy of

| CAl

molsidomine 8 mg b.i.d.

7 days of pre- | 2 weeks 2 weeks 12 months of molsidomine 16 mg p.a.d.
study under >

placebo

molsidomine 16 mg o.a.d.
\ 4 v v

[
»

Measuremen Measurement Measurement
t of ICAMs of ICAMs of ICAMs

In this diagram and the description which follows, the abbreviation “b.i.d.”
(standing for “bis in die”) is used to characterize the administration of molsidomine
8 mg in two daily dosage units, and the abbreviation “o0.a.d.” (standing for “once a

day”™) is used to characterize the administration of molsidomine 16 mg in one daily




10

15

20

25

30

In this diagram and the description which follows, the

abbreviation "h.i.d." 30 (standing for "his in die")

is used to characterize the adm nistration of

nol si dom ne 8 ngy in tmo daily dosage units, and the

abbreviation "o.a.d." (standing for "once a day") is

used to characterize the adni‘tistration of nolsidonine

16 ng in one daily 6 dosage unit. It is pointed out

that during the second phase of the study, the
%%nbbﬁnt use of other antianginal drugs was

pro ed wth the exception of sublingual éﬁ.l.) )

i sosor B lé@omttfd outghas, durBnhe secngd iphaseati|tiest sthdy; the eanFerhitant

C%@ ge (ﬁﬁe an fi é:?ggs was rQl'utoH Lhahd S¥katich $ﬂ§ﬁbl1ngua1 (s.1)

torrs ain.” Furthernore, durin

hﬁOﬁ%rbmaé@lt@ﬁe (50N AHS ik Aebletofemmivthich C%lg ':@rconsumed ad
b%?ﬁuxﬁ't@@ﬁ@sﬁ%qe@l:%ﬂyﬁ{ pt&ias 6f &gi@mpiagon It sts was ;
aut nor | ora o 0] oun
1| dengrpegite ofingcnd 15nf phieces Bisbityo ffmearanig e of
o batachlodkark ami/dmalcaine antegaidty wey authiomadnwhige ﬂmrusemﬁoral nitro

190%§&5qu£¥1§ sﬁ&e‘}%ﬁl %@szal%ﬂgseeérbﬁ%% jaccording to the

researc ‘antiangi nal drugs
suppl i dplpgdomfne tﬁvm:g oiarl. hed ¢e dartekennwpraly Gyod @pinHigcHr one
P&@&Il ce (step 4) as applied in the European

Conmuni In the course of this t he vve
fr equeﬁi@ SBILY a5 Hslerakke Accord g tpﬁé 91’@0 Reuldelines for
f aetpneiey dbtec eusplizit bprthofCEMP, ih %bblﬂam@ wahl €&bsd Clinical

re d. ,~Al so nd of reat o rtance, the
BRI b e BB R R R ol "t e emch of
the t hEleﬁlepttwwsﬁdhlstsh@ysthad.yqektyhﬁrec[uensst oheesna dimeks and the
C%élh g[tl by to?%?&%%%'nb 6f s. MRS BN fif tl:gl:t}éwe% ted

conce S Were neas
20 Bl oé%éSOs gl ek gregtest }mma@%aw@ncqnﬁerﬁ@twaseﬁérlﬁﬁal\ééa were
t uRasured NERE e‘é@lﬂmf ethe HRICPIEBRY oBtthE ORMAy aRP ETrat Hie@surement
and then c % ed The serum was separated off and

i ﬁﬁ‘?&“ﬁi"@ls %6 Ié at -20C until required for

anal ysMore preisely, diel cahéontyali @AMIICAAS- Iee@stunegburesl a3 goldows:

ES :ngg ggl@%yaﬁrﬂ)\f%t (Ig argig Syecr:gjfaﬁ(gl’ﬁgf ﬁ‘g’ré h&%ﬁgéz?éf ‘clﬁ%b%gs These samples

st kdpit gbraome temgperswaadd rtlctnd@ntra"ugeﬂw Hmse%m wkas gepasadefl off

! Gnd FHALAGLES figRntb e gRmgl e S

paraneters of Ipat I ent l'ation .o
The circulating ICAM-1 was measured using a commercially available

ELISA test (R&D Systems Europe).

2. Statistical analyses
Descriptive statistics (means, standard deviation and %) were used to

characterize the demography and the other parameters of the patient population of
the study.

Analyses of wvariance for repeat measurements, with time as the
classification criterion, followed by Bonferonni post-hoc tests when they were
significant, were used to evaluate the change in the weekly frequency of angina
attacks, the weekly consumption of s.l. nitro tablets and the levels of circulating
ICAMs during the short-term part (second phase) and long-term part (third phase)
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the study. 30 Anal yses of variance for repeat
measurenents, with tinme as the classification
criterion, followed by Bonferonni post-hoc tests when
they were significant, were used to evaluate the
change in the weekly frequency of angina attacks, the

~weekly consunption of s.|I. nitro tablets and the

| evel s of circulating |CAMs during the short-term
part (second phase) and long-termpart (third phase) 7
of {Qes udy. Student t tests or ANOVA with one
Pf he. Fﬁi& . . .
assi ation criterion were used to evaluate the
ef f ect StusienisesestsatrcHNOV A orviduam clipsilipdtioptqriterianappresused to
a@*?alﬁe’&@ theO B t(ﬁmseﬁ'ls%c@ﬁoldﬁwohh%é&ﬂ@ Batifs and the

| CAMs neasur after h st.ud
( ﬁwzecogtl@ayuq&agéirv&wd % %3@68\45 %F%Sélifedt 3T Fasi s the
t sRay (eishaRbasdihe unddielacebs-dfea thetfoeatvorntgatméntaing aésr the
of variance f r repeat neasurenents were used to
eVAT Ut e?tﬁrée effects of the sane risk factors on the
change Ainalyséseof earginge 6fr te@ad¥l measuRamnsowercorsed|tatavaate the
c {
p%@é{tﬁﬁf t%@%%ni!‘ﬁﬁffa@@éﬁ\ﬂe @tﬁ%ﬁﬁdg% iR "tl%%vél?ofjﬁfﬁﬁ Is
t he coﬁ’ﬁ@rﬁ@bw@@wagm@twfﬁreaﬁl@%a@ in ?lid§1kt0f %Fé% rPQSSlble

TRk S BeTRedPiE a8k RSt IEMNIOK M tthe @M@in@&ﬁﬁddrﬂi@raphw variables or
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hi c characteristics and baseline of patients

parti ciipatdeR@gtaphichehardctdtBics of the population at the baseline (taken
from the pre-study under placebo) are detailed in Table 1.




| ' N Mean SD or % Age (years) 172 56.2 8.3 Duration of
| angina (years) 172 4.4 4.5 Wight (kg) 172 77.7
12.0 Wekly frequency of angina attacks 107 3.7 3.8
Weekly frequency of consunption of |SDN tablets 107
2.5 3.2 D astolic blood pressure (nmHg) 172 82.0
8.0 Systolic blood pressure &nnwkg) 172 131.2 15.1
Heart rate (beats/mn) 172 76.6 11.0 I1CAMIs (ng/m)
172 272 92 Sex 172 Men 117 68.0 Wnen 55 32.0
Ni Toblee Dokt ghlb@aﬂﬂ@ﬂérﬁtﬁﬁélﬁﬁﬂ $astlind 6f Patieh@paRicipating in the
snokers 59 34. Smokers 324]8,6 Concom tant
treatment 172 No ot her antlanglnal medi cation 116 67 4
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rugs 4 2.3 Al caohol r‘nncurmfl on 172 ] 1‘ Yo
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1t Acksd wepknand 2.5 3.2 tablets/weeki72 (272192

Sex 172

Men ' 117 | 68.0

Women 55 32.0

Nicotine habits 172

Non-smokers 81 47.1

Former smokers 59 343

Smokers 32 18.6

Concomitant treatment 172
-| No other antianginal medication 116 | 67.4

Beta-blockers 50 29.1

Calcium antagonist 2 1.2

Both drugs 4 2.3

Alcohol consumption 172

<1 glass/day 161 | 93.6

>1 glass/day 11 6.4

SD = standard deviation

As shown in Table 1, the patients in the study were aged 56.2 & 8.3 years
(mean + standard deviation), with males in the majority (68.0%), and had suffered
from stable angina pectoris for an average of 4.4 + 4.5 years.
During the first phase of the study under placebo, preceding the active
10 treatments, the weekly frequencies of angina attacks and consumption of ISDN
tablets were respectively 3.7 + 3.8 attacks/week and 2.5 & 3.2 tablets/week.
Although the concomitant consumption of antianginal drugs had been
authorized during this phase of the study, 67.4% of patients took no drugs other
than molsidomine and 29.1% of patients took beta-blockers only.
15 Figure 1 shows the change in the weekly frequency of angina attacks and
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b@@@ﬂiﬁd‘@lﬂ@'lﬂéﬁﬁeEl&f@bs%o{reﬂ%uﬁlﬁzosswer st udy. The Ievel s

Chan | e TR plotieviatioe f S de dget 6 PR e de e then in

nmen.si goinvkivaanhe (peracfo® 3M)h byx was not significant (p = 0.914) by
ANOVA, indicating that the decrease in ICAM-1s during the one-year treatment
with molsidomine was parallel overall for both sexes.

Consumers of alcohol tended to show lower levels of ICAM-1s than non-
consumers of alcohol. All the differences were not significant and the change in
the level of ICAM-1s during the one-year treatment was parallel overall in both
groups (p = 0.149).

Smokers tended to have higher levels of ICAM-1s than non-smokers or
former smokers, but once again the change in the level of ICAM-1s was the same
overall, irrespective of nicotine habits (p = 0.192).

The use of concomitant drugs such as statins, beta-blockers or a
combination of both had no influence on the level of ICAM-1s. All the differences
were not significant and the change in the level of ICAM-1s was independent of
the type of concomitant drug absorbed during the one-year treatment period (p =
0.598).

At the baseline there was no correlation between the concentrations of
ICAM-1s and the demographic factors or risk factors such as age (r = —0.068),
weight (r = —0.079), duration of stable angina (r = 0.042), weekly frequency of
angina attacks (r = 0.137), weekly frequency of consumption of s.l. ISDN tablets
(r = 0.124), diastolic blood pressure (r = 0.051), systolic blood pressure (r = 0.097)
or heart rate (r = 0.176).
| The same conclusions could be drawn as regards the correlations between
the variations in the level of ICAM-1s and the changes in the demographic factors
and risk factors after a one-year treatment with molsidomine (data not shown).

Figure 2 shows the decrease in the weekly frequency of consumption of
ISDN tablets as a function of the variation in the level of circulating ICAM-1s after
a one-year treatment with molsidomine 16 mg o.a.d.; the 4 categories of changes in
ICAM-1s correspond to the 4 distribution quartiles.
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stud1es in patients suffering from coronary heart disease or stable angina. Women
and established smokers tended to have higher levels than men and non-smokers or
former smokers, confirming the observations of earlier studies.

The short-term treatment (4 weeks) with molsidomine did not cause any
effect on the levels of circulating ICAM-1. In these patients presenting with stable
angina, however, the efficacy of the 4-week antianginal treatment was significant
inasmuch as the number of angina attacks and the consumption of sublingual nitro
compounds decreased.

After 12 mohths of molsidomine 16 mg o.a.d., the levels of ICAM-1s were
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