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7-(2-(4-(3- TRI FLUOROVETHYL- PHENYL) -1, 2, 3,6
TETRAHYDROPYRI D- 1- YL) ETHYL) | SOQUI NOLI NE BESYLATE SALT,
PREP THERAPEUTI C USE THERECF &,.T,
M%@I es to a novel salt of 7- _'%)}32\9_06/000566
(trlfluoronethyl)phenyl) 1,2, 3,6-tetrahydropyrid-I-
yl) ethyl) isoquinoline, to its preparation and to its
use in UheﬂameutBGTRIFQUOROMETHYL PHENYL}-1,2,3,6-

7- r \/
#éﬁééh%ﬁ%é%%§£§qfﬁ@%é%ﬂﬁé |ne N§Lfﬁ§<§E%f%£@%I%§?T

is discl @B8E@ARATILRY 6U@uWEEBAW@UZGG1D§E9G@@REDF F N

iN F (1) 15 This conpound, among ot her

tetrahydropyridine derivatives, is described as

e c Ry epiion mﬁﬂﬁ%ﬁ%stotﬁé BOVEY 1SR PRF- ¢ (3= (4- (3-

(2 g%ﬁl?f%%%%rﬁd | é@ﬂ) 21?-02 Thes destrERy dYEbyrid-1-
| SC O - .
AT Grer bassharo Tita) 2% SoES SRRt paq o its

eidy | In i Sospapehthesin the free base formor in the
formof various salts, such as the di hydrochl oride or
the fumarate. 25 It has now been found that the

nmonthehdehts (Tphbhaprometiigb) plegry } bdl t 9. Asb beayraegro-

S%Lfidﬁﬁ-§Pf&19ylibé§ mlﬁ@npagn@o%mal 4§) below, is
vant ageous properti es which $£ﬂ§£ ¢% particularly

R T B T oF e s LOSRTYe W%ozé PWebin a

nmedi canent. WO 2006/ 097624 PCT/ FR2006/ 000566 2 A

subject-matter of the invention is thus the besylate

)

This compound, among other tetrahydropyridine .
derivatives, is described as a molecule which modulates

the activity of TNF-oa (Tumour Necrosis Factor).

The document WO 2001/029026 discloses 7-(2-{4-(3-(tri-
fluoromethyl)phenyl)-1,2,3, 6-tetrahydropyrid-1-

yl)ethyl)isoquinoline in the free base form or in the
form of wvarious salts,' such as the dihydrochloride or

the fumarate.

It has now been found that the monobenzenesulphonate
(also referred to as besylate) salified form of this
same compound exhibits advantageous properties which
render it particularly suitable for use as active

principle in a medicament.



salt of 7-(2-(4-(3-(trifluoronethyl)phenyl)-1,2, 3, 6-
tetrahydropyrid-1-yl)ethyl)isoquinoline, its
preparat|on and its application in therapeutics. 5 The

. y f 7-(2-(4-(3-(trifluoro-

?hé?&%ﬁéﬁé%fgl 2,3,6-tetrahydropyrid-1- Q?ﬁ %95{%39566
guinoline is deflned in the forqula (I11) below iN F
FI NF SO3H (Il1) 10 Specifically, it has been
denenbgeatematmeexmﬂrteméy;nvehaionheSb@QWSﬂthécbaﬁmlate
t onpogind 0 r1|§s3 -
|%§%grt|§ﬁlafpmj%h(Qngeﬁ%glffqérnnlst iiﬁhg% ﬁ 6
f tethehyinppvyed-hivh) Eébﬁéé@SPQUlﬂﬁélE?hydrochlor|de its
0§r£ﬁ§?§@i§nfgﬁ519£st9 ?l§éaﬁloﬁoﬁﬁoﬁﬂérabbuhﬁﬁsa|SO

been denonstrated that the besylate formof 20 the
5 conpound of fornula (1) additionally has

‘hTEéOscOBé@&%&tgrgpg@bﬂ&s whi geth are74nm*o&edsvﬁtfﬁfluoro—
Lo the, di | phate, dib _
P Fob 5, h VSRS BT PESYLES 0 1

ageindaige wetdefheedfinkenthenforheleorkpdlindedpw.
general formula (1) can be prepared according to the
process disclosed in Application WO 2001/029026. In
that which follows, the starting materjal s.and the
reactants, when the|r preparation is '
are WO 2006/ 097624 PCT/FR2006/00056-
commerci al ly avagl abl e or_e
literature or Fe| ge can be
met hods F

(h

10

Specifically, it has been demonstrated, unexpectedly,
that the besylate form of the compound of formula (I)
has stability properties, in particular with respect to
15 moisture, which are further improved with respect to
the dihydrochloride or fumarate form of this same

compound.

It has also been demonstrated that the besylate form of
20 the compound of formula (I) additionally has
hygroscopicity properties which are improved with
respect to the dihydrogensulphate, dibesylate or

dihydrochloride forms of this same compound.

25 In accordance with the invention, the compound of
general formula (I) can be prepared according to the
process disclosed in Application WO 2001/029026. In

that which follows, the starting materials and the

reactants, when their preparation is not described, are
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whi ch are descri bed therein or which are' known to a
person skilled in the art. 5 The advantages related to
the besylate formof the conpound of formula (1) with

resp free base formor to ot

f"g‘?ré&&ssbﬁ%-}%%t he di hydrochl oride and’t /ﬁirpa}ssa/tooosss
will enmerge fromthe 10 phySi eochem cal anal yses

descri bed bel ow. Exanple 1: Preparation of 7-(2-(4-(3-
(¢anrhe ot alief hy lapvphidmpdle 1, 8r3, Gant@traﬂlwsmrdmd d-in  the
yi)té%i@ﬁ%ésgguéfgé nbﬁéykgéga}% Bty to methods

beénzénes honi € aC| are vvlth stirring at
700 ¢ ggemdegﬁczgﬂpgﬁqmtherpl@ o@r7v\(hQ_C(h4 are known to a

ﬁg’él(géﬂfgmpé@tmw}p@w{) 1,2,3,6-tetrahydropyrid-| -
yl)ethyl)isoquinoline in 60 m of et hanol are added 20

with stirring to the ethanolic benzenesul phonic acid
Sohait ia@Rrantagesol h‘bﬂ@.ﬂeiﬂs stbspietdsy leae edotmonpF0Ghe

to 20C with_a_te ra r adi ent _of 0C r

TRIHTER phf ol 6 B0Fect bl 1S ouBSSARER 13 f LIFeraq® Pase

ofcﬁrm25 oxmashed twtkewni t hed2img otEoemlﬁsanol saAld t hep  the
1—?\?&%% 0 T |t

puri %16/1}‘/ & ok ne t%é ﬁlﬁogﬂgkgev"'ﬂr’&nﬁ the

IS 0 talne f or m of
co@@envi@ab argyl e s W@CH%@ el Qi NI\/R (303
kFE d4- nethanol) 6 (ppm: 2.93 (conpl ex, ZFD 3.35 -
3.42 (conpl ex,

2H), 3.59 - 3.64 (conple 6 _
(BE g3 =13 13 2BFeParasirB; oad <° %( é (24 (3
( Cleteli £ ﬂuércﬁnéﬂ';ym plifenyl 621, 25,6 %%4lmmm1d21.—b ,
v/ =7.70, 1H, 7.62 (d,
ﬁ#wﬁ{ﬁ@%{dgﬁéﬁ#ﬁl 1H). 7.73 (s, 1H),
7.79 (dd, --, .72, 1H), 7.81 (dd, 2H), 7.82 (d, J
3.86 g of benzenesulphonlc acid are dissclved with
stirring at 70°C in 50 ml of ethanol. 11 g of 7-(2-(4-
(3- (trifluoromethyl)phenyl)-1,2, 3, 6-tetrahydropyrid-1-
yl)ethyl)isoquincline in 60 ml of ethanol are added

with stirring to the ethanolic benzenesulphonic acid
solution. The solution is subsequently cocled from 70°C

to 20°C with a temperature gradient of -20°C per hour.

The precipitate collected is subséquently filtered off,
washed twice with 22 ml of ethanol and then dried under

vacuum at 50°C.

The title product, with a purity of 99%, is obtained in
the form of a white powder.

Yield: 87.3%

M.p. = 189.5°C

'H NMR (303 kHz, ds-methanol) 8 (ppm): 2.93 (complex,
2H), 3.35 - 3.42 (complex, 2H), 3.59 - 3.64 (complex,
2H), 3.66 (broad t, J = 5.13, 2H), 4.08 (broad s, 2H),
6.24 (dad, J = 6.89, 3.46, 1.62, 1H), 7.34 (complex,
2H), 7.37 (complex, 1H), 7.57 (t, J = 7.70, 1H), 7.62

&, J = 7.72, 1H), 7.72 (4, J = 7.91, 1H), 7.73 (s,

1H), 7.79 (d4d, --, 1.72, 1H), 7.81 (44, 2H), 7.82 (d, J
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7.94 (d, j= 8.50, 1H), 8.05 (broad s, 1H), 8.42 (d, J
= 5.82, 1H), 9.20 (s, 1H) Conparison of the

physicochenmical properties obtained 5 w '
s‘&%t%séﬁéﬂﬁf’ézé: Chenical stability The %‘%ﬁﬁd%%ﬁggﬁ%““
stability of the conmpound of fdarnmula (I) 10 in the

di hydrochl ori de, di hydrogensul phate, funmarate,
debenzenesuizphorateel and, nonobenzenesulphonat 65f ofbmad s,

studied., Each of _the.f{ive,ahave_sa i s exposed
r@ﬁhea%,‘gkoqdwgnﬁi gt’é?é %ﬁ&l’tg'?ﬁgﬁﬁ’uggﬁér t he
conditions below 14 days at a tenperature of 80C, -
1 rigbnd feat éﬂghﬁaglaF&%P@EET%s btained
hé?nggixtiigiﬁl—béfgew 0 O%oexposure o [ight of 200
Wikl fiffereptTRElESsults, neasured by high
performance liquid chronmatography (HPLC), are given
in Table |l below, Table ] ,.25 Salt D hydro- D -
FEXRTRLE &F bgg‘mFéiB@E?}Pé}étychl ori de hydrogen

Condi tions sul phate Initial 97.0% 93. 3% 97. 9% 97. 5%

98, 2% -pur.ity 14 days.at 95.6% 91, 99 % 97.5% 97..9%
sl peh AR sotad e, seboted BY, Hs, T
RELAsthe a}d@mhrm,hhdxédﬁonpdmhmdcbgﬁnﬁnﬂlpha(:ﬁ) | Flumgpate,
bgsyLALENEQLTLABAYE <2 atie Mk b Slzid sl b HMHLASE Ve was

studied.

Each of the five above salts is exposed to heat, to

moisture and to light under the conditions below:

- 14 days at a temperature of 80°C, |

- 14 days at a temperature of 80°C and a relative
humidity (RH) level of 80%,

- exposure to light of 400 W.Hrs.m™2.

The results, measured by high performance liquid

chromatography (HPLC), are given in Table I below.

Table T
Salt | Dihydro- Di- Fumarate | Dibesylate Besylate

chloride | hydrogen-
Conditions - | sulphate
Initial 97.0% 93.3% 87.9% 97.5% 98.2%
purity
14 days at 95.6% 91.9% 96.7% 97.5% 97.9%
g0°C |
14 days at 92.9% 88.5% 32.4% 96.2% 96.5%
80°C/80% RH

As 1s apparent, the compound of formula (I) in the
besylate form shows a chemical stability towards heat

which is among the highest.
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PCT/ FR2006/ 000566 5 The conpound (I) in the besylate
formis also anong the salts the | east deconposed

ri [.s..carried out at tenperatur
%ﬁz&%%sﬁ%énple 3: Water content Thgc\%gg'nﬁ'&g%r{ooosss
of the five above salts was studied by
thernogravinetric analysis (TGA). 10 The TGA tests are
carried out in a TA8000 device equipped with a TGA850

dul e, The eratu ggg ggglg Spat e GaLL 09551 the
i i 5P Tharuf 35

vent ironat y using
eaidrd nlel'lrﬂalle—’pataﬂ@t:@r@c’@ﬁdl @wnﬂer@est%tg@nh@d Sut at
LEMRRNAUNLG: ZREC JiRAld il @dient : 100/ min Fi nal
tenperature: 250C for the dihydrochloride, 20 300C
for the fumarate, 200C or. 250C for the

Gl 10 NS Wadexr exontidift or 300C for the di besylate
and the besylate. The systemis purged using nitrogen

at. a flowrate of 25 70 m/mn. The pans used were
Tthd watéracpansnt Hie tlsuftiseamdogyievesults Tabbe situdied

05, W s e s B N B or  de 110 Vater

Di hydr ogensul phate 2. 06 Sol vent + water

The TGA tests are carried out 1in a TABO00 device
equipped with a TGAB850 module. The  temperature
calibrations are carried out conventionally using the

melting of indium.

The experimental parameters employed were:

Starting temperature: 25¢C
Heating gradient: 10°C/min
Final temperature: 250°C for the dihydrochloride,

300°C for the fumarate, 200°C or 250°C for the
dihydrogensulphate, 250°C or 300°C for the dibesylate
and the besylate.

The system is purged using nitrogen at a flow rate of
70 ml/min.

The pans used were 70 pl silica pans.

The results are given in Table II below.

Table IT
Salt Loss in weight Nature of the
(% weight/weight) solvent
Dihydrochloride 11.0 Water
Dihydrogensulphate 2.06 Solvent + water
Fumarate 0.45 Solvent + water
Dibesylate 0.72 : Water
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Fumarate 0.45 Solvent + water Dibesylate 0.72 Water
WD 2006/ 097624 PCT/ FR2006/ 000566 6 Besylate 0.11
Water The TGA curve of the di hydrochl ori de shows that

t i ses three water nol ecu
Jﬁﬁfﬁﬁ%ﬁoéﬁ) land can be regarded as eX|st|ngqq$%q§?566

5 trihydrate form The | oss éf -water appears at a

_r_aj'llro \Ahl r\h raFI ects—a wioaled az
S—a—Wearry

relatively |ow tenpe
bondede#sfluiee of this hydra®ellSuch a form cafakmeave

to Dbe disadvantageous, it being possible for the
stoichionetry to vary according to the anbient 10
cBreli icenscufhes afypehef ddwdrogvtentdel Ispowst | Bhas the

d%ejf@w@ah%ﬂéast hai Lthe ggtibve pehaeiLRke C@azexmfalé N of

erent hydrated forns. The fumarate shows a, smal

|ardey drovRi §ALtbenfersee TSORRACE1 RS b?x#@\ln%llgh the
L@r%ﬁ%dfmedf%ﬁnrﬁsméal %ﬁggl veit aadeto \wpaldays ;t a
ondée imlarly, e ogen ate_ an
FDRYIERE exifivhi £F8 skasite. P%ﬁ@ b %Bgﬁe% weakly
ﬂﬁﬁﬁﬁyﬁJnS@mﬂenﬁfothmaahy@rhbadeﬂuchaaeﬁormohammarQﬁe to
t t he d OSi th
o
sttowichighemifi caot aveuysi tawm‘l%tertodurtgn pEbient
r&?]iiﬁ){bn§y0|'1%11?set 8 30 andg80% rﬁd)‘é‘ézht’faﬁyﬁ‘ d:iéfylects

Is .25 generally desired to avoid. f

iR nREGBEPE L oY C6RBbsiHirRC e pstRr L] “§Bergt in

iH £ Agr-dite heesored | Bxrmdow a change in the physica
formof the product studied, which is generally not

desired for an active substance. 30 The DVS tests are
Cehe | Bdnaustesshgwa BVSmaldystess in weight between 25°C

and 110°C by TGA, which is attributed to residual
solvent and to weakly bonded water. Similarly, the
dihydrogensulphate and dibesylate exhibit losses in
weight by TGA due to residual solvent or weakly bonded
water, followed . at high temperature by the

decomposition of the product.

The dihydrogensulphate and the dibesylate show a
significant acquisition of water during the sorption
cycle between 30 and 80% relative humidity which it is
generally desired to avoid for a pharmaceutical
composition. The  Thystereses observed during the
desorption show a change in the physical form of the
product studied, which is generally not desired for an

active substance.

The DVS tests are carried out using a DVS-1 system.
From 20 to 32 mg of product are used per analysis and

the temperature is maintained at 25°C plus or minus

0.2°C. Nitrogen is used as carrier gas at a flow rate
of 100 ml/min in the sample chamber. The relative
humidity changes according to cycles from 30% to 95%,

then to 0%, to terminate at 30%, in increments, when
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From 20 to 32 ng of product are used per analysis and
the tenperature is maintained at 25C plus or m nus
0.2C. Nitrogen is used as carrier gas at a flow rate

35 aof jn in the sanpl e chanber. Eq.g i
ﬁ'{ﬂﬁ%qqlé%,éya%s according to cycles fr&m ts'dgf%osss
then to 0% to termnate at 30% in |ncremsnts, when

WD 2006/ 097624 PCT/ FR2006/ 000566 - 7 the equilibrium
anreli teqguisl {lsindwit) 0én8i 006286 adm/dehi ewéd, OoWe02% are

peri.od of 5 mn.. The s thernms of the
fa[%e&{ee 'SHOW 1 hatp?lﬁ e #sal E?s weakly hygroscopi c.
The sorption isothernms of the dihydrochloride show

H;r?é &OP{&M@NH%W&% ofr WRLErruns G £16ly dURBRY this

sorption_cycle between 30 and 80%rel ative £
et 15, WRRK Ys | Bre TP 2GRS or PRPoIFOTRIfThsisotherms o

aé}g@pmbiy@,rdwa%\ﬁrde glshometlgate BOORS vﬂa:\ll(g}ﬂidvﬂéhght of
teresis IS observe over .the entire wor
A b g A et Nt B Her Sanav i pdrkiiten 30

kesy| 808 isehatitydiatmedliand Fhoes sikgel fieant sorption
hehavi_our e or phi o ther k
TR e o fh107 MBIELEDT BINOTRe! HOAP 25T EL & wea
Mgt of an>h>s¢1rfee@a|0tv§rt et@d enNd reny¥pEk e’y s Hapoe

ReGQrded il i 1h tdwy MP nmeasurenent in  sorption and

in desorption, which makes it potentially
advant ageous for a pharnmaceutical devel opnent. 20 It
eJFer gas fcrtﬂrmﬁ haaﬁdan atlys e belshydta tiehei vesipltat bydmhted ofand

conpoun fo Ia 1) exhi h
hﬁ%ardqsc@ﬁ(l andes 1 FD %"y ér%géétlmé al-ﬁ]r sorption
tlcmaﬂfdfsrmdryae@sumndm:&t Whiish apdtbegPeearfant® hde the
fa%ﬁ:thﬁygkgg ?@Ets destgdrand.yhbi clhaTRke itested. No

particul a abl e for the manufacture of
m%ﬂ% 1$heregﬁf§/rs<ﬂ cHEFlag PRepdlS deedfuifpent in
CIMAUNh 0ind in desorption, which makes it potentially

advantageous for a pharmaceutical development.

It emerges from these analyses that the besylate salt
of the compound of formula (I) exhibits both
hygroscopicity and stability properties, whether
towards dry or wet heat, which are better than those of
the other salts tested and which make it particularly

suitable for the manufacture of medicaments.

The physicochemical properties of the compound of
formula (I} in the besylate form also allow it to be
stored under normal conditions without excessively
restricting precautions with regard to the presence of

light, the temperature and the humidity.

7-(2-{4-(3- (Trifluoromethyl)phenyl)-1,2, 3, 6-tetrahydro-
pyrid-1l-yl)ethyl)isoquinoline besylate exhibits
modulating properties with regard to TNF-a. It can

therefore be used for the preparation of medicaments,
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formula (1) in the besylate formalso allow it to be
30 stored under nornmal conditions wthout excessively
restricting precautions with regard to the presence of

I Lght,. .t erature and the humdity. :
7'3"?’2?(":?-‘4(@-927% | uor onet hyl ) phenyl ) - 1, 2, 38/ FBPRR(§PE566
35 pyrid-1-yl)ethyl)isoqui nolgne besylate exhibits

nodul ati ng properties with regard to TNF-a. It can

t Her gfaand chd arsedt fmsd i deangi tep at at e0fedf coedreanediseases

/O 7624 PCT/ ER2 n particul ar of

Vn\gg%%g%snt%g |1H¥ne%e8r q %l%%%%g:oré’agglsso o ‘dted to

i mmune or inflammtory disorders. Such di seases

C QR Sed:?éé‘a”é@éd Eﬁﬁéﬂseamapdﬂﬁﬁ-&eclé:c%?@aseéuto.unmune

di seases which lead to the denyelini zation of

nB&FEAESS( s i eas sruMiisite kRa%rRi e dsmhpdinization of

rh@u&&h@sdf agbm:ht i Sasfi bﬁﬁ%t%pd&ésea§@§erbghgpat hi gsthma,
nonar I Dr OSL S, CyStIC | DrosiI s

PEBAPRAES 16 pariirs S e e PeStEeh, |1 igiopgthic

goulpoharg anchba‘rds:]sage reagoript i onfilosd edPOr osgipmerulo-
P | seas e or et

(RSB ks oL RS "NELADL A YED! o b i,
vEPYls- h@@pereaaﬁ(Mﬂazﬁxﬁqgaej@%$¢nmtlg@ultosteopor081s,

r eagkiakor yafisi£ess syfudry S hlly‘eQ.%%ias agbestesifitis,
15 pul nonary sarcoi dosi s, ohn' s di sease, ul cerative

c6FPF:1§ é‘ﬁ’f&ﬁopt‘ﬁe@ %%a'scleé?%%t'r%xl% ZFReHer ' sgraft-
direease-hBaeki nspaaatdoagase, gkaﬁus eryéﬁeaaieﬁus adult
dissen n tus gaermd nani ¢ Ome c_*Lhae ashestosis
pa?ﬁgllogl caV cond‘ﬁ?o%s (erl orcar |aFl ?ﬁcgls&fc’l on,; 9% !
npotmpdeal | sehasnidnsicor on@rghnasos ghstgasangi malcerative
p@SEQE&EaGE?@QPEEO ?ﬁ%ﬁhfaﬁayaﬂ m%ﬂéﬁ5§f§Ck)Alzhelmer S

ostl sc errusion rnjuries,
n%ésa@?en aﬁ’aﬂfﬁr&qm ohs, HEFARG i s 1UPBEr 0s§LY hemRtosus

| ni esbmonstkl Vv, CYh@@&@&W&hﬁ@S, herdy@sewi rus) , i MEemic

pathological conditions (myocardial infarction,
myocardial ischaemia, coronary vasospasm, angina
pectoris, cardiac insufficiency, heart attack),
postischaemic reperfusion injuries, malaria,

mycobacterial infections, meningitis, leprosy, viral
infections {(HIV, cytomegalovirus, herpes wvirus), AIDS-
related opportunistic infections, tuberculosis,
psoriasis, atopic and contact dermatosis, diabetes,

cachexia, cancer and radiation-mediated damage.

Thus, according to another of its aspects, a subject-
matter of the invention is medicaments which comprise
7-(2-(4-(3-{trifluoromethyl)phenyl)-1,2,3,6-tetrahydro-
pyrid-1l-yl)ethyl)isoquinoline besylate.

These medicaments are used in therapeutics, in
particular in the treatment and the prevention of
clinical indications related to a deterioration in the
immune system or @ to | infiammation or in which

inflammatory or immune complications might occur.
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25 related opportunistic infections, tubercul osis,
psoriasis, atopic and contact dernmatosis, diabetes,
cachexi a, cancer and radi ati on-nedi at ed danage. Thus

accordi 0 anot her of its aspects, a subject-
réﬁheﬁddgb ?%ggﬁventlon is nedlcanents | 5&&&54&90565
7-(2-(4-(3-(trifluoronmethyl)pbenyl)-1,2,3,6-tetrahydro

- pyrid-1-yl)ethyl)isoquinoline besylate. These:

medi canments are used in therapeutics, in 35
I.n. the treatmen revention. of

rt I d the
gla)l'inn: cg ralr%‘%ﬁ:b%?tr IRt et a?]Ledg}F% énﬁ%]gg?'?’ar 4Bi GHUPn thige use
i mfune §y§2@ﬂﬂer3Pdtmnﬁﬂamu@hmmhydnph@nwhlch 2,3, 6 tetra-

0 ORI 824 Pt oube GoBer e e o k1 D ene

s FBjeRarafaQerobf at ﬁ@dilﬁ@é\mtomnt@ndﬂﬂs w]etuset diiseases

7T(eaa(t‘b‘c'( 3d tlrnﬁdd@r&r@ﬂma)r@ﬁeaw}) disoriidi-d etra-
hydr opyri d-1-yl)ethyl)isoquinoliné besylate in the 5

preparation of a nmedicanent intended to treat diseases
relca:to&aﬂltr@ i rraunearnsthenf | a:ISTﬂHtDts{ dhspedess. Aﬁ@orﬁkagent
r. of S,.aspects, sen venti o
?%%&H?b phgfﬁgggﬁflcél SEWchﬁglcfg coﬁBPPSFﬁélons
a§0@®MMaaqgﬂrﬁﬁ;ﬁ@ﬁlﬁé(ﬁriﬂeiﬁlétrﬂﬁlaeﬂé (3-{trifluoro-

1,12 53 26 y -
e LS BB o
c&HﬁﬂO&én@n %F‘F.‘éé@F?e desef phagmacenticeds | ¢puppeitions
Webhplr)l.rsléenah) éf:l_QettStﬁvé etdoﬂﬂa/dw?ym-@zu&u@t yt) $Qoro-

S eas one .

RS I OdRRE L Gccent sB TGN er PURL -ty ety ) iso-
x{uuppénns abesxah@sen anchcaor dleﬂigstt 0 oinfee pharmaceutically

pg ALY Caéx%lggs{gﬂ?S' ud om% L 4 hsxc;a‘p‘&hggs (chosen,

stratlon I'Ted, e usStal™ éxct picen
kﬁ@ﬁ/ﬁrﬁénﬁ p"e?s@hlesk'@lllﬁ’-@ﬁﬁqiﬂlti@hrtfom déebeed and the

phatABgeuldfCal ; GRIPOSE L4 ON\Sn CaRLErBEESERLEH | the usual

excipients‘known to a person skilled in the art.

These pharmaceutical compositions can be presented in
any form appropriate for oral, parenteral or
intravenous administration, such as tablets, including
sugar-coated tablets, capsules, including hard gelatin
capsules, suspensions or solutions to be taken orally
or to be injected, and the like, in combination with
suitable excipients. All these forms advantageously
comprise dosages to make possible administration of 1
to 1000 mg per day and per patient, in one or more
doses. There may be specific cases where higher or
lower dosages are appropriate; such dosages do not
depart from the scope of the invention. According to
the usual practice, the dosage appropriate to each
patient is determined by the physician depending on the
method of administration and the weight and the
response of the said patient.
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any form appropriate for oral, parenteral or
i ntravenous adm ni stration, such as tablets, including
sugar-coated tablets, capsules, including hard gelatin

2%k A0 A7 pensi ons or solutions tOPE‘i'/E'i%Bs/ooosss

orally or to be injected, and the |ike

conbi nation with suitable-exXd pi ents. AII these forms
advant ageously conprise dosages to nmake possible

adii nvaY r &fi orxagipte, t ¢ 1000 ngdpénidayathdnpdiorm in the
PafaiARls AdinORAO MR <30 GRS 6% 1 1TRENE, M¥uRfents :
specific cases where higher or |ower dosages are
appropriate; such dosages do not depart fromthe

seope Of ( Qhﬁ(m maerxmxarflu&w&m)tpheﬂﬁl}q -usual 50.0 mg
practige te to eac patient is
deternﬁned%b3 %ﬁ%r%%9%$ ﬁendlng on the 35 nethod
of adnwﬁﬂsth&ﬂnOBO@Ndnmﬂanwekgﬁmykmté the response of
the said,patignt. WO 2006/ 097624 PCT/ FR2006/ 000566, 5 75
10 By way o? exanple a unit admnistration formin g
the tSBPECaEBEhiess co8stmse the fol | owi ng 6.0 mg
conpongRtse stgr@g (4-(3- (Trlfluoronethyl)phenyl)-15_0 mg

50.0 tra r|d-I-
yF)etE%V?F?ﬁHBFﬁBVﬁ g&ﬁ lesﬁhnnitol 223.75 ng-2> mg
CroscaMaghkesaemsedeatateO0 Ny Maize starch 15.0 ng 3.0 mg
Hydr oxypr opyl net hyl cel l ul ose 2.25 ng - Magnesi um
stearate 3.0 ng 5 The present invention, according to

aFbehepresents inyrrtional srowiding tto aamethed fof its

tas?EEE§tﬂem%00&eraﬂéEC%B Qa&EQhBQ'%%rf%ﬁgf%kéékment of

ammation or to a deterioration in_the |Inmune

sR}iFéh?%F RRERR1ATL N FRARREST yEDr lpﬁﬁﬁw&latlon or to a
cdaptrtataopsnm ghi oggelr WhinthelO HSo908M Sesrthen  which

a?ﬂ%f&%m 5£§nbrt%ﬁ%.fglg%%blléatfons might occur which
comprises the administration, to a patient, of an
effective dose of 7-(2-(4-(3-(trifluoromethyl)phenyl)-
1,2,3,6-tetrahydropyrid-1-yl)ethyl)isoquinoline
besylate.
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ef fective dose of 7-(2-(4-(3-(trifluoronethyl)phenyl)-
1,2, 3,6-tetrahydropyrid-1-yl)ethyl)isoquinoline
besyl ate. WD 2006/ 097624 PCT/ FR2006/ 000566 - 11

7- (ZN%% %/ogﬁél%luoronethyl)phenyl) 1, 2, $E/FH3LP6/000566

hydr opyri d-1-yl)ethyl)i soqui nal ine besylate salt. 5 2.
Process for the preparation of 7-(2-(4-(3-
(trifluoromethyl)phenyl)-1,&AMstetrahydropyrid-|I -
yl) ethyl) isoquinoline besylate, characterized in

t hat
7 1?2 (4 A4 A uSioreiusromsHdngd )ptiery 1), -6L 1243 aivtdstora -
1@1ymﬂdp%rdd:)%ilmét)hym%daﬁm%é rbe%sq}llge&nsaln;

ethanol, is reacted with a solution
benzenesulphonlc acid in ethanol 3. Nbdlcanent,
cl2ar actrerdczads | nfblat the corgy Bkoﬂfi of 7-(2=(4-(3-

(gl S el i

Pb{ér) @ééﬂéfllt |1@@|quo,@mio$net i basya:haeactc&uanzmtefuiétat i t that
_ I

RS O BN Bl 03 6 Ao

yPYELAY )‘Vﬁé&&hﬁé ) igeapaspllane . anih asolesdononier ethanol,

phar raceitiddabd th agcepl abl 8nex BMidien sy 1A

7- %ﬁ g 1(3 (trifluoromethyl)phenyl) - %ﬁi b ¢ acid in
376: tetrahydropyrid-1-yl)ethyl)isoquinoline

besylate in the preparation of a nedlcanent I nt ended

t tr es I to [ i nf | ammat or
?sor ggglgééggﬁ CE%accor Mgt o gﬁﬁF5||1QQWPrl es 7-
pﬁ%péﬂaﬂ3oﬁtéiféuonemernéhphEnyéhdédzt6 6reatrahydro-

rpeuat 0l g1 pethvi f 1 Soquinoline besylate.

4. Pharmaceutical composition, characterized in that
it comprises, as active principle, 7-(2-(4-(3-(tri-
fluoromethyl)phenyl)-1,2, 3, 6-tetrahydropyrid-1-

vl)ethyl)isoquinoline besylate and at least one

pharmaceutically acceptable excipient.

5. Use of 7—(2—(4~(3—(trifluoromethyl)phenyl)—
1,2,3,6—tetrahydropyrid—l—y1)ethyl)isoquinoline‘

besylate in the preparation of a medicament intended to
treat diseases related to immune or inflammatory

disorders.

6. Use according to Claim 5 in the preparation of a

medicament intended to treat rheumatoid arthritis.




