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1 TETRAHYDRO SOQUI NOLI NE SULFONAM DE DERI VATI VES, THE
PREPARATI ON THEREOF, AND THE USE OF THE SAME | N
THERAPEUTICS 5 The present invention relates to

sul fonam de derivatives, to the preparation thereof
and to the therapeutic use thereof, in particular in

the Tmﬂmvpntglstggglgglmis@uﬁbﬁ MW%I%IVES THE
ERER AR ATiOR THEREDR, ANDLTHE USE OB EHE SAME 1N BHERAPEUTICS

such as vigilance and sl eep disorders. 10

Consequently, a first subject of the present invention

is the conpounds corresponding to formula | R2,, N
Thespreseol rmantlﬁi rélateshiocsulfonamide derivaiwse &etHe ﬁrebal'at&‘m thereof

S e o A g S 437 oo

Fsachby mmhdatm oftbe histamineht recqyurcsqdh aswbesity, diabetes and
ceﬁlféﬂﬁew%ﬁk \(
di al kyl am Hoterd 8%?%?%39@%5% ’ nréegplreg Sigders.
hydr ogen at om a Cl-6 al kyl group 25 R2 represents

Canseydentlea fist&ubjeet 6tHe mreksht Ay oup

P'gg?@ﬁ&b % ubst [ t ut ed V\A@E lto 2@5%?%@6”%8
P %mwgﬁdgen atom a hydroxyl, nitro, cyano,

am no, Cl1-3 30 nonoal kyl am no, C2-6di aI kyl am no, C1.2
per hal oal kyl, C, 13 hal oal kyl, @:3 @l koxy or C3-6
cycl oal kyl group, Re Tonogycl h‘e$ér /a{mh such as a
thienyl, furyl or p * P an A ~sgch as a
phenyl or a naphthyl; bei ng“optl onal |y
substituted with 1 to #.80Ds chosen from a

hal ogen atom a hydroxyl, |

in which:
n can represent a value between 1 and 6

-(C)n- represents a -C1.s alkylidene group optionally substituted with 1 to 4
substituent_s chosen from a halogen atom, and a hydroxyl, nitro, cyano, amino, Cq.
monoalkylamino, C..¢ dialkylamino or Ci.3 alkoxy group;

R1 represents
¢ a hydrogen atom,
¢ a Cygalkyl group;

R2 represents

e a hydrogen atom,

* aCsalkyl or Ca cycloalkyl group optionally substituted with 1 to 4
substituents chosen from a halogen atom, a hydroxyl, nitro, cyano, amino, C_;
monoalkylamino, Cy¢ dialkylamino, C1. perhaloalkyl, C4.; haloalkyl, C1.5
alkoxy or Cs.6 cycloalkyl group, a monocyclic heteroaryl such as a thienyl, furyl
or pyrrolyl, or an aryl, such as a phenyl or a naphthyl; the aryl being optionally
substituted with 1 to 4 substituents chosen from a halogen atom, a hydroxyl,
nitro, cyano, amino, C4.3 monoalkylamino, Cao dialkylamino, Cy.3 alkyl, C1.o
perhaloalkyl, Cy.3 haloalkyl or C,.; alkoxy group ora Cy.; alkylidenedioxy
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nitro, cyano, am no, C13 nonoal kyl am no, C24

di al kyl am no, C1.3 al kyl, Cl-2235 per hal oal kyl , Cl1-3
hal oal kyl or Cl1-3 al koxy group“r a Cl.3

al kyl i denedi oxy 2 group; B represents NR3R4, R3 and
R4 represent, independently of one another, a Cl1_6
al kygraipoup, or a hydrogen atom or 5 - R3 and R4

to 'r epresent al kyl i dene group, a C2_8

et her Cl$
Bépaﬁﬁﬁﬂ"it%lene gPoup, %@-3 al kyl i dene-O-Cl. 3
al kylidene group, or RIdnd Rl reprégiaitSnbeFndéritlyf one another, a
al kyl i dene group where, R5 r?presents %ﬁdro%in ~atom
or a CL.3 alkyl or ci1¥raaly %?%Wlaél‘ genaiomePhg
10 possible for theseR3lard Rddpyether réfireS8ent a C1.|$a|lkylidene group,
al kyl car bonyl groups_t@ b ' a agen.
at o?/n or a hydroxyl,a(ﬁ?‘_@%\é&%bgﬁrsg%%waﬁg(ygge'qerbC1'3
ani no group; or an aflkytidgne group, ok adC i alkylidemebh(RE)RC1.
the group -NRI-(C) n'a!kgﬁﬁéhé‘@r% Whgﬁéqﬁs_rééﬁé's'eﬂidqghgdrogen
pyrrolidine, 15 piperidine o r phol'i ne; e group o
R3 and R4 and al so t h8tom ¢fct fu alkyb i 1o lkyigatbenyl group, it being

sabst:tut eg vvitlh 1 tgp?ésiﬁrékféf 'tﬁetsérma@lhﬂsaaﬁu Cﬁ?ﬂlk@lcarbonyl
enyl, a benzyl, a hal oge 0 xyl,

gi t rg, cyano, yarri no, gﬁﬁqﬁ&g}@@ﬁﬁw% @%QYOQB” atom, or a
di al kyl am no, C1.3 al kydroayl, Ci.3alkaix¢pRrigrog cpaimo or gmino group; or
the nitrogen atom | S | LUt ]

al kyl . Zogl n the cgdg‘tt%@ gw'tehgm%%deg'énﬂegﬂ%ba?ﬁgﬁ%ﬁ?%

term - "Cx_z" is i-NRdndo8-tsucheamaziridineb aretidisedpyrrolidine,

chain that may contydlidind Bl idrBhdlinegsar bon atons; for
e Iy g@car bcgﬁ-%?sééd chain that ma

th SRRGhR3aoHRe A ds6 B afaecaie beina.optianaly subsituted with 1 to

4 substitaknts ohosea from bipheny, @Ir%énzqncéigatggéﬁltaw@ Eﬁd a hydroxyl, nitro,

cyahBP IR s WBnoaRViap i e tipfoBiina Cicr k58 G alkoxy group:

angsedittegematosnoptionally subsiituted ovith 2 &1 hatkykt ons, nore
particularly a nethyl,

in the context of the present invention, the term:

- "Cxz"is intended to mean a carbon-based chain that may contain from x to z
carbon atoms; for example, C,.; indicates a carbon-based chain that may contain
from 1 to 3 carbon atoms;

- "alkyl" is intended to mean a linear or branched, saturated aliphatic group; for
example, a C14 alkyl group represents a linear or branched, saturated carbon-
based chain containing from 1 to 6 carbon atoms, more particularly a methyl,
ethyl, propyl, isopropyl, butyl, isobutyl, tert-butyl, etc. radical; the term "Cxy
alkylidene” denoting a divalent, linear or branched Cx.y alkyl group; the term "C.5
alkenylidene" denoting a divalent, linear or branched, unsaturated Cyy alkyl
group;

- "Cxy alkoxy" is intended to mean an alkyloxy group comprising a linear or
branched, saturated aliphatic chain, containing x to y carbon atoms;

- "halogen atom" is intended to mean a fluorine, a chlorine, a bromine or an iodine;

- "C1.3 monoalkylamino" is intended to mean an amino monosubstituted with a C1.3
alkyl group;

- "Caos dialkylamino" is intended to mean an amino disubstituted with two C1.3 alkyl
groups;
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et hyl, propyl, isopropyl, butyl, isobutyl, tert-butyl,
etc. radical; the term"Cx y Cg‘l kyl i dene" denoting a
di val ent, l|inear or branched "y al kyl group; the
term"C2.8 30 al kenylidene" denoting a dival ent,
l'i near or branched, unsaturated Cx_y al kyl group; -

_" L i a 2 .
com@r i'%.*"éé‘%z%‘kﬂ s IERIGPE, hisaEC- 230 Gl WiRH R he hyarogen
cRPMS are sulptituteg with hajogen atemsit ons; - " hal ogen

- at'Cxl; hatodlky'eRIRGNHE T8 Medh &IGIY ARG i Whi

brogl ne orwan. [ o%iart}?; 35 - " 8119{3 ﬁ@ngégfﬁi'):' g[r'#l“ﬂggt liégst one
AR 2o his.sibahflited ¥t hAGOEBAPRL o wi th & CL. 3

al kyl group; - "C2_6 dial kylam no" is intended to nmean

Tﬁ%ﬁé‘ 'p%glpﬁ;%l%g EWIQE ?gn :@ﬁb&\ﬁ\éﬁeﬁrﬁg@é(%\)@%ﬁ%? %{b?bn atoms.
Thgooan Ii)l'nerafﬁ:ir@ lexist in thecfonydrfepantionterswr af diastéredisomers. These
el e

MEYRSi §res%§9f¥hﬁ@uemﬁ% a hal ogen atom 5 The

compounds of fornmula | can contain one or nore
ore exi st

trical .carbon_ato They can_ t her

TR EBRBO S of GSheTZhGTAR L can Detindha ardh Gbire hases or of addition
saltsewith acidaywhicteare atsulpditas ties Bwaﬁﬂﬁﬁ.rscct:c&ﬂmgalb&ﬁe present
. 0 ; . m. Xt Ures r .
intEnition, Hege SR Comblise HBA BBRBacAlitall SEraftable acids, bu
alsethaseawith ingigaricion organit acidsothat aliew Eesuitabls separation or
crﬁlélhﬁ?m 9f5ﬁi(i ?rﬁ?%%hﬁb?@émmﬁeg ';I'rl{nt%‘s.ﬁis%il}g g:faﬁgcfné Rlﬁggg%f according
to giethods SRWAE thermEkiied in irarkeleE examale. py-esetionpf the
coampalmd diﬁfbrmﬁlaslq?ttlg?WnY\bf h laita_ééfvﬂﬂfﬂt'r%é&id M taﬁﬁpﬁaré@%ié{é solvent,
subi % A a3 Helbfon Bo BRTHaNIC SHiNEn 2ad st sepasalion of the media
thatreqdaiod it kycevaptiration pbthesdivelst drrtgyfiitrationhose skil | ed

in the art, for exanple, by reaction of the conpound

of formula | in the formof a base with the acid in an
Theampeundscotformula | cansalsh existam the fasmood hydratest éraof smivates, ie.

in tHe RIIBCET dssBeialiBRs or RBFUINGLRESRRR Bhb U? Mérel WaterRbiBcules or with
a solvent. Such hydrates and solvates are also part of the invention.

Furthermore, in the context of the present invention, the term "protective group Pg" is
intended to mean a group that makes it possible, firstly, to protect a reactive function
such as a hydroxyl or an amine during a synthesis and, secondly, to regenerate the
intact reactive function at the end of synthesis. Examples of protective groups and
also the methods of protection and deprotection are given in "Protective groups in
Organic Synthesis 3™ Ed.", Greene and Wuts (John Wiley & Sons, Inc., New York,
1999).

A subject of the present invention is also the compounds chosen from the following

subgroups, in which:

- nisequalto 2, 3 or4; and/or

- R1 represents a hydrogen atom or a Cy., alkyl group; and/or

- R2represents a hydrogen atom, or a Cy4alkyl or Cs. cycloalkyl group optionally
substituted with 1 to 4 substituents chosen from a phenyl, and a Ca5 cycloalkyl,
C1.2 perhaloalkyl, C1.5 haloalkyl or C,.;3 alkoxy group; the phenyl being optionally



that contains it by evaporation of the solvent or by
filtration. 20 The conpounds of formula | can al so

exist in the formof hydrates 8r of solvates, i.e. in

the form of associations or conbinations with one or

nore water nolecules or wwth a solvent. Such hydrates

a I ERv.ent.Lon.

FERRAEY G o B SUBsBients thost i hafeniom, g hvdroxyl

t HeltrPefYANG: AstiBe: Eve mpnaalkyaming Caeiakylamino, Geaslkyl, Ci.2
grsethaloaiyl, (OKERalohikyPssChS %Ikr?;)/(grg?bh?{ or 8P Qlﬂ(r?lr?]%erfédioxy group;

reacckl ve function sudch as a roxyl or an a
R lial Bra synt hesi s and, secondly, to regenerate the
- i rBaepresents | v f uUNNR3R¥,at the end of synthesis.

Exanpl es of protectiv o) n al so . the metho of

protection and deprot E@tg%%ﬁﬂar%pgqs\%'ﬁ 'Pﬂep?’?c!?"g@tqc#s\%'e another, a

groups in 30 Organi c SynalketgowrdrEd. ", G eene and

Wits (John Wi ey &-Soﬁrﬂen'ﬁ‘f nd He¥ o lfitier re%:?ec’s@ntaAC tkylid
Phvent e hgalkvlidene

subj ect of the presen 1on 1s=al'so t congo )
chosen fromthe fol |l o@foWp. asunglsenyidene gupha (s alkylidene-O-

is equal to 2, 3 or 4¢,aBRVAE JEeF r - Cq_
hydrogen atom or a C1. g@?ﬁ/ﬁlener gﬂo%;peanﬁjm(;?tq‘ﬂ(%iené N(RS)-C1
represents a hydr ogen?&YURNEGSOUPCE. IBPEFSENTS 8r9rePs

cycl oal kyl grou ion?ri_ly su g ute ith,l/To 4 /\

substituents cﬁ'g enl fro @en 'I'i, \;n‘é'“' g N N o
cycl oal kyl, Cl1_2 perhal oal kyl, CI.3 hal oal kyl or CI1.3 ’
al koxy group; ¢he phenyl being optionally 4

substituted with 1 ; | f
nalogen st om' & nyd¥BRIE i Rl b W drope -,
monoal kyl ami no Such aseaziiiding,azetiding, pyrraidine piperidine or
per hal oal kyl , gm,ﬁhgﬁﬁ@al kyl or C1.3 al koxy group or a
Cl-3 al kyl | dj ‘oup; d/ 5 - B t
thiginups RSB0 RS o h1ee Bie aMierisiabeid) gptonalnubstiuted: and,
merecspeeifically, 16&-subarau wherel at tHe samehipfe R3RANR2F¥hd B are as

represent a Cl-6 al kylidene group, a C2.8
deﬁﬁ%@%@?&%‘ene group, a Cl-3 al kylidene-O 10 Ci1-3

al kyl i dene group or a Cl1.3 al kylidene-N(R5)-Cl1.3
More particularly, when B represents NR3R4 and R3 and R4 together form a Ci¢
alkylidene group, a Cz.s alkenylidene group, a C1_; alkylidene-O-C4.3 alkylidene group
or a Cq.3 alkylidene-N(R5)-C.3 alkylidene group, or when B represents an
aminocycle, then B is chosen from the following groups:

_%NG or _%NQ or —%NQ or —%N@ or —%NDN—RS or —%NCO

or J{(Tjor}((lrj
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al kyl i dennee) group, B represents a group: JN'I / jN~J
j NQ Nse/ -4INR5 ' '"NP or an _am nocycle linked via a
carbon to the group -NR1-(C)n, 5 15 such as aziridi ne,
azetidine, pyrrolidine, piperidine or norpholine; the
groups R3, R4 and R5 and al so the am nocycl e being

. ti : A '
ARISF Siblety B1e! reti ifinu@hfion oFieinR 16 1oloiye Korpaings:
defi ned above. 20 More particularly, when B represents

1.N;Kfﬁi‘(dW@irﬁﬂﬁoﬁﬂigﬂgﬁt}%ﬁélﬁﬁ%g 1'rn§liné—'7‘$é’tlllfdi‘\%?rﬁde;
2 BN CTa el w raldins2 Wby riod, 34 tiahyeicisoquinoline-7-

sulfompimidene- N(R5) - C1- 3 al kyl i dene group, or when B

, 3%’&?’2@@%@&%@&%%&&5“@%%‘EBEN%' ch réi%“ngm]é-%sulfonamide;

4.-NAB-{dinthylamino)piopyildi-methil- 1,2, 34-tétrahydroisoqbjrtinedf-sulfonamide;
5.118o RAASNNS.- (B AIR) 1B 172, 3 4 otfHy P B&uinoline-7-sulfonamide;
6.18-{Cyclaprepyigiekhulhby 3- iathylamino)prapylk 1 2:ddetiabydusisaguinoline-7-
sulfepamigetl f onam de; 2. o
7 AT RIS B3P B4 i Ghinolne 7
su.ﬂoharrlﬁdé;e.t hyl am no) propyl ] -2-met hyl -1, 2, 3, 4-tetrahydro
8. (PN R R PR BE Ty PBromiit 7,2 +tetsetycrolseapingiae -
sulfepgunidril i ne- 7- sul f onami de; 5.
i ]. . Ii I J ] 0 | ] . . e

oo AL PIBRIER P e faarsoinine
sugona | opr opyl met hyl ) - N-[ 3- (di et hyl anmi no) propyl ]-1, 2
1 N-B- ] H ; H 1l 3 TR .

R oI pemy 120 ko aipe

Suﬁ"ééﬁé\%ydroi soqui nol i ne-7- sul fonam de; 8.
11 N-[3-(diethglapainojpiropylip2e@rthinylriietny))pt, 218/4 tettatiydioibotainoline-7-

suif@ﬂé{ﬁﬁcfé;soqm nol i ne- 7-

12. N-{3-(diethylamino)propyl}-2-(3-thienylmethyl)-1,2,3,4-tetrahydroisoquinoline-7-
sulfonamide;

13. N-[3-(2,5-dihydro-1H-pyrrol-1-yl)propyl}-1,2,3,4-tetrahydroisoquinoline-7-
sulfonamide;

14. 2-cyclohexyl-N-[3-(diethylamino)propyl]-1,2,3,4-tetrahydroisoquinoline-7-
sulfonamide;

15. (+/-)-2-(cyclohexylmethyl)-N-[2-(1-methylpyrrolidin-2-yiethyi]-1,2,3,4-
tetrahydroisoquinoline-7-sulfonamide:;

16. N-{3-(2,5-dihydro-1H-pyrrol-1-yl)propyi]-2-methyl-1,2,3,4-tetrahydroisoquinoline-
7-sulfonamide;

17. N-[3-(4-benzylpiperazin-1-yi)propyll-1,2,3,4-tetrahydroisoquinoline-7-sulfonamide:
18. N-(3-pyrrolidin-1-ylpropyl)-1,2,3,4-tetrahydroisoquinoline-7-sulfonamide;

19. N-(3-morpholin-4-ylpropyl)-1,2,3,4-tetrahydroisoquinoline-7-sulfonamide;

20. N-[3-(dimethylamino)propyl]-1,2,3,4-tetrahydroisoquinoline-7-sulfonamide;

21. 2-(cyclohexylmethyl)-N-(3-pyrrolidin-1-ylpropyl)-1,2,3,4-tetrahydroisoquinoline-7-
sulfonamide;

22, (+/-)-2-(cyclopropylmethyl)-N-[2-(1-methylpyrrolidin-2-ylethyl]-1,2,3 4-
tetrahydroisoquinoline-7-sulfonamide;
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sul fonami de; 15 9.

N-[ 3-(3, 6-di hydropyridin-1(2H)-yl)propyl]-1,2,3,4-tetr
ahydr oi soqui nol i ne- 7- sulfonanpde 10.

N-[ 3- (di et hyl am no) propyl ] -2-isopropyl -1, 2,3, 4-tetrahy
dr oi soqui nol i ne-7- sul fonam de; 11.

25\" (L-IB g%ﬁfﬂg)’-ﬁ?ﬁ%ﬁ@ﬁ%ﬁol%ﬁ ilal g};}"l gﬁéﬁ I%{f)tfai\yaro%séquinoline-

'RP @qran hyI am no) propyl]-2-(3- th| enyl methyl)-1,2, 3,4
24, t(el-y ztuolg !)INi{f - ﬁ#&tﬁ F opyP f-il)ethérl} -1,2,3,4-

te%é)"!f;’és&@w %Pnf !d&ham de' 28 14, tetra

2R (ekpRal ﬁﬁébénibdlaxcﬁldi-ymﬁémwlﬂ [Ni-hﬁéthyb}(rrbh&n -2-yhethyl]-1,2,3 4-

o SRR L 3L

26. fe-Ny[2eiirmethiydpyrrdlidin- )thlhthﬂvll—l 23 A-tetrahgdrodoqlinolnesv-

suiB é i%@s?d?ﬁymgniml o il popyl] 2 ety L 2

273 (N2 Tethyipyoglid -whethyﬂff?/ 2:354ite rqsoqmmolme-T-

suNthnﬁd’e benzyl pi pera2| n-1-yi)propyl]-1,2,3,4-tetrahydr

7-

28 P2 dorondtieligy By mewvipvsrolioin2ialeabt okd no

tefraimgdrdispquinolingi Msulfdrtamide;

2% (BRI B bV R T2 ndtnfiofrridiR2 ghety R £234.

teﬂkalpssirp@pqgtrWnam éd)‘cmalfpma 1, 2, 3, 4-t et rahydr oi soqui no
SRR NI (metnyproldin 2 N 23,

dL{o[sggp B?J sdfnamidene- 7- sul f onami de; 22.
31( H/-))zQz Gcarmeﬁnmménmnwﬁ gi\hﬁ@thﬂbyﬁ%h@wzlyl)éﬂiyl]m D;34-

t et
tefhRbRbincHe 7-SurdiamiRte, o 23
3 HI-))2 22-lmethylbulvll-ﬂ-[el(1mbtwlwmlmi|u?-@l-y1)&'fgw-)1 ?ZM'] -1,

onani de;

tet%alfy# %8{1&&%}‘%9' §l9 enzyP S’ul nmet hyl pyrrolidin-2
33 A2 methony by N2 ARy TetyIOtaIn- BB 2.5.4-
tetrA1/RGIsbEGinoline-7-sulfonamide
and
34. (+/-)-2-(3,5-dimethyl-benzyl)-N-[2-(1-methylpyrrolidin-2-yl)ethyl]-1,2,3,4-
tetrahydroisoquinoline-7-sulfonamide.

A second subject of the present invention is processes for preparing the compounds

of formula | according to the invention.

Thus, the compounds of formula | can be prepared according to the process
represented in Scheme 1.



5 25.
(+/-)-2-(1,3-benzodioxol-5-y|ngthyl)-N—[Z-(l-nethyIpyr
rolidin-2-yl)ethyl]-1,2,3,4- tra hyd

roi soqui nol i ne-7-su | fonam de; 26.
(+)-N-[2-(1- et hyl pyrrolidin-2- yI)ethyI] 1,2,3,4-tetra
hydroi soqui nol i ne-7- sul f ong gg

(-)-N-[2-(1-gget gyl pyrrolidin yF)ethyI] 1,2,3,4-tetra

w~_

dr gl soguj nolg“ne- lo sul fonam de; 2

IN2- \ ean(e Pyg ) - N-[ 2- ( 1- et hy FRmgom O
) et hyI] 3, 4-R1t et rahyd psgtectionngl i ne-[7- su am FIH
i de; ™29.

(-)-2-(gyclohexylnethyl)-hk[z-(l-nethylpyrrolidin-Zﬁﬁ_
Jethyl]-1,2,3,4- tetrahyd roi soq uinol i ne- 7- sul f ordf#=H)
i de; 15 30.

(+-)- 4- br omobenzyl ) - N-[ 2- ( 1- nethylpyrrolidin-z-yl)
et hyl ] jﬁé 3, 4- tetrahydr0|soqmloﬁllne - sul f onami de

31. Re R2. S.,,-Cn_
(+ /u—)—-—z-(—QEg—el-i-netho ben¥ N—[ZN(l me® hyl pyrrolidin
- 2- yI)etgyl]-1,2,3,4- td 3 yciRt)l soqui nol
i ne-7 ulfonamide 32

(+/-)-2-(2-methyl butyl ) - N-[ 2- ( 2-RROMAEr BAYH i di n-2-y1)
ethyl]-1,2,3,4- 20

t et rahydr oi soqui nol i ne- 7-sul f onam de 33.

(+/-)-2-(3-net hoxybenzyl)-N-[2-(1-net hyl pyrrolidin-2-y
| )Yethyl]-1,2,3,4- tetrahyd roisoq uinoli ne-7-sul fonam
ide and 34. (+/-)-2-(3,5-d

i met hyl -benzyl)-N[2-(1-nethyl pyrrolidin-2-yl)ethyl]-1
,2,3,4- 25 tetrahydroi soqui noline-7-sul fonam de. A
second subject of the present invention is processes
for preparing the conpounds of formula | according to
the invention. 30 Thus, the conpounds of fornmula |I can
be prepared according to the process represented in
Schene 1. 7 Scheme 1 O- OP9-0 S -(On R2,, S
,(On
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ONR DeprotectlonN\In RL Il I(RR=H 0 R6 R7
R2~, W-;:z~ O SN(OnB RL_ 1| (R2 other than H 8
Accor di ng to the process of scfeme 1, the conpounds of
formula 1, in which R2 is other than a hydrogen atom
are prepared by amm native reduction, by reacting a

Aﬁ%ﬁ&lﬁﬁ%&héﬁr&%ﬁoﬁ S’éﬂ%égé %én goﬁgfpbﬁﬁd& fo?ﬁ{tfé?f}‘i Which R2 s

othar tham &hyd wgp@ratp%@lre erepareg nﬂmtmenzdugtr%fbm@@ctmg a
sddonBahpamiielof forhitt pmwﬁzqé Fewei A, bvlth*tﬁf &idBRyde or a

SR & B 1 i 8 R N netfosgy B2 g defined in
fotrauladn Tt betomundmﬂfodaulaﬂmrbd‘u represekis 4 Aydiogehtatom can be

e ) 5B 4 BARRUASS 1oAY, Ackbrd i dprventonai

metnedsrkiowicte thbse skilled in she BrtaEor exampleating sompodidsnof formula I,

%%SF’Q &'eftrif ﬁBFg%gw B RARAE doBIRBILA I iheBldsdibd B a base
fey examale,sediymcarbongts; @Otwlwamagbomteaammoma or barium

hyﬁ@ﬁ?g?ﬁ ar@gﬁ?mnt SurRGsWater oNrﬁéthﬁﬁéi' afeé bhlxthh?of these
oREHE1 % et et iBER 3 6t 463 AF Bl Hbpiitection o

the cesgramdsfofdormadiad|, swhen By is hdnﬂmapét?l giougl; eah lber ¢arried out in
) S PP U 11 Sl Bk i P protic or aprot
Sql\méesm avwaten methanel, ethapot ar ethyf seetateeor @ minture of these
sohftits, ét'd fé‘fﬁﬁé)‘at&@%éf\fveéﬁ@ é’r‘id"?@é‘f(% QPgsrthﬂloY'n%rlif' Eﬂg%ess are

exanp he starting compounds o
g'Yﬁ'b}S‘aﬂ‘@cP’@@ﬂRJPﬂ-l ng to Scheme 2 or can be synthesized
by conventional nethods known to those skilled in the

THY étartﬂ% g&rnsgﬁnés 8‘ %rm % [ can%e prepared according to Scheme 2 or can
be synthesized by conventional methods known to those skilled in the art.

Scheme 2
~(C)
O\ //O I?I n\B O\\ /O
-~ l4
PQ\IO{)/ ~ci R1 v Pg\“[IjS\T/(C)n\B
- R1

According to this scheme, the compounds of formula Il, in which n, R1 and B are as
defined in formula |, can be prepared by reaction of an amine of formula V, in which
R1 and B are as defined in formula |, with a sulfonyl chloride of formula IV, in which
Pg represents an appropriate protective group such as, for example, a
trifluoroacetamide, so as to form a derivative of sulfonamide type of formula Il,
according to conventional methods known to those skilled in the art, for example, the
reaction can be carried out in a protic or aprotic solvent, such as tetrahydrofuran,
dichloromethane, ethyl acetate, N,N-dimethylformamide or acetonitrile or a mixture of
these solvents, at a temperature of between 0 and 100°C, in the presence of a base
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O | % %Pg~NSC RLVPg.NSN(O",B / RL IVII
25 According to this schene, the conpounds of fornula
I1, inwhich n, RL and B are a defined in fornula I,
can be prepared by reaction of an am ne of formula V,
in which Rl and B are as defined in fornula I, with a

st 499t eﬂ}hﬁfé gStéglerﬁ%&) el ?dd?uWHa‘?‘Bonﬁg diisopropylethylamine
represents a propriate protective group suth as,

oritget €e, a trifluoroacetanide, so as to forma

A@haﬂﬁélyvthectfonﬁp&ﬁm ﬂﬁnhmﬁ c8h bePrephired l|J¥] aMitsunobu type

ordl ntio met hods known to those
regﬁ P eszcgﬁé'f'ﬂgc’% ' exarrpl e, the reaction can be

carried out in a protic or aprotic solvent, such as
t et rahydrofuran, dichl ororg#r&i,ﬁg et hyl acetate,

N, N- di net hyl f or mam de or ?Ie or a mxture of
these solvents, at a tenperature of between 0 and
100C, in the presence of H.pate 9 such as, for

exanpl e, potagg uf car bonat sodi um car bonat e, 0, .0
dPg-soprep hy.

Al t e'i"nat [

&g or tRnet hyl ami ne. Pa., s_ _H
@ t hélconpounds of formula I1 N
Ry &M tsunobu ty reaction, accading R1
Scherre Scheme 3 H-N~-H'O 00 I O ,,0 P9~ N™~SC

RLPO,NSNH / VI RLIVVII HOACAB O- ~O P9l g
S*N~(C'B VIl 1 / RL I |

O/( )n\B
I

_ PQ\N /(C)
Vil R1

According to this alternative, a suifonamide of formuta VI, in which R1 is as defined
in formula |, is reacted with an amino alcohol of formula VIII, in which n and B are as
defined above. The reaction can be carried out conventionally in the presence of
Mitsunobu reagents, such as an azo derivative, for example diethylazodicarboxylate,
diisopropylazodicarboxylate, di-tert-butylazodicarboxylate, 1,1'-
(azodicarbonyl)dipiperidine or N,N,N’,N-tetramethylazodicarboxamide, and a
phosphine, for example triphenylphosphine or tributylphosphine. The reaction can be
carried out in an aprotic solvent, such as tetrahydrofuran or dioxane or a mixture of
these solvents, at a temperature between 0 and 100°C, to give the compound of
formula |l. The sulfonamide of formula VIl in which R1 is as defined in formula | can
be prepared by reaction of an amine of formula VI, in which R1 is as defined in
formula I, with a sulfonyi chloride of formula IV, in which Pg represents an
appropriate protective group such as, for exampie, a trifluoroacetamide, according to
conventional methods known to those skilled in the art, for example, the reaction can
be carried out in a protic or aprotic solvent, such as tetrahydrofuran,
dichloromethane, ethyl acetate, la N,N-dimethylformamide or acetonitrile or a mixture
of these solvents, at a temperature between 0 and 100°C, in the presence of a base
such as, for example, potassium carbonate, sodium carbonate, diisopropylethylamine
or triethylamine.
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10 According to this alternative, a sulfonam de of
formula VII, in which Rl is as,defined in formula I,
is reacted MAth an am no aIcohH1 of formula VIIIl, in
which n and B are as defined above. The reactlon can
be carried out conventionally in the presence of

Thé Eﬁwg ?ﬁﬂﬁ&é 4 aﬁHCtEe %-?mﬁ?s ¥ forfifiad Y and vill Sfe directly

exanpl e azodi car
commessiatipayai RN §Y gmzed 'by conventional methods known to those

siilled i@rthe it Yor afe R’héﬁhbﬁ)ﬂifé fefatute.l’ 15
(azodlcarbonyl)d|plperldlne or

N, N, N, N -tetranet hyl azodi car boxani de, and a
Fqn‘l‘@mi@leethe‘diammf fortulzpWeimywhichapisi exuadito 3, can be prepared
adc: @H%‘%@y@%ge The reaction can be carried out in

AR [ nt, such as tetrahydrofuran or di oxane

or a mxture of these sol \@chemedt a tenperature

between 0 and 100C, to give the conpound of fornula
1. The sulfonanmi de of fornula VIl ingihich Rl is as

efined in foﬂ?ﬂjl a | can 20 be prepardd by reaction gf _(cyn
We%f fqrnmula VI, in MW deflnedln\N ~B
formifa |, WthR3sulfonyl CN}Ide of ?’%? Talv, F|21
whi)ch Pg repregsents an appropri at expr ot ectlve group Y,
such as, for exanple, a trifluoroacetam de, according

to conventi onal met hods known to those skilled in the
for exanple, the reactlon can be carried out in

A%C%?"ag.te thys Pspeess: the spmpRuNds Gf Formula M, imwhishoR if eaual to 3, R1
reﬁfeﬁn@bt ﬁgéﬁi@l@m ahdg re?i?téééﬁté an &mine group, can be prepared by
or ma r _acet on
monak 8 85 poliron SRRtAI pERn Bring Bt i diad, B wlich HiGiad R4 are as
defined I~abqveewhdbe acndofitrile of forofulatX, swas ¢ forpt a derivative of
ﬁbﬁﬁﬁiblfg% % § X| Sé’éﬂo??hiri q{, %Bﬂ%ﬁhonal ethods known to those

I 1 SOPro

skillegrinithg adto l@waﬂisby Kﬁcb\muoamtmﬁ@lg Fhefreductionecan bagarried out
ac%bl'dmg\!@ nféthé&é klowh @9 MResd sHilled ﬁ‘M‘FIb':ﬂP'fSF efariplEin the presence of
gnventi.onal neth lo t5
|ﬁ%ec ig an aprotic

dl@ﬁFPw@umW%ﬁvéwe aba tampegatyie, 89?{%% b-(97Rn
sohant eueh]alseilchlbmmleth&heeﬁ tolueherona mixture of these Bolvenss; the

re@ﬂ# 5%1 %o&%ncﬁ?earoiﬁ?n ﬁrq_p%s%%f% Ig?% rﬁapé‘h%%ni@uch as
hydrogen, in the presence of a catalyst such as platinum, palladium or Raney nickel,
in a solvent such as methanol or ethyl acetate, so as to give the compound of formula
V, in which n is equal to 3, R1 represents a hydrogen atom and B represents an
amine group. The compounds of formula V, in which R1 represents a C,.s alkyl group,
can be prepared by alkylation of the compound of formula V obtained above,
according to conventional methods known to those skilled in the art.

A subject of the present invention is also the compounds of formula Il, when Pg
represents a protective group or a hydrogen atom, as intermediates for the
preparation of the compound of formula .

The following examples illustrate the processes and techniques suitable for the
preparation of this invention, without, however, limiting the scope of the claim.

Example 1- N-[2-(1-Methylpyrrolidin-2-yl)ethyl]-1,2,3,4-tetrahydroisoquinoline-7-
sulfonamide hydrochloride
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NRL IX XX V 10 According to this process, the
conpounds of fornmula V, in mhiqh nis equal to 3, RL
represents a hydrogen atom and 1B represents an ani ne
group, can be prepared by neans of an addition
reaction of an amne of formula X, in which R3 and R4
are as defined above, with t eoacrylo il e of

formula I X, so as._[j?forma f4vg,t¥i(\;sg§?>15
amnonitrile type biy TNEC ™g to
conventi onal net hods\hmﬁh se skilled in the
art, followed by red i the nitrile. The

reduction can be carried out according to nethods
known to those skilled in the art, for exanple in the

1.4 esE@)NP2-(1 Methytipyirolidimzrylyethyl}2-(x 2 2-trifluoroacetyl)-1,2,3,4-

sor JetrahYHFoSBaUT e il enanias RyBrodfefide"

m xt ur e of t hes_e sol vents; the 20 reducti on can al so
A 5004 F S0 10 015100 B 290058 udonbebf e isBleyaro-
isqeinnliner Frskifomyd ahipridenand 21@0h@ (0.9 51tael) of (ﬂ-)ﬁ%&m@hvl-pyrmhdln-

2-f)ethyRmiiR, A780mIcst Rloriethianb is stfredovnight Bt afient

dof f la _V, h | :
termBgatLEn TPy Berpricenfiated oriygre otha solfompet s purified by
siligagep collimen chrgmatodeapHy, ithraldichlorometidmesmeianol (97:3) mixture

sk R EprE ol sionlsifer el T fifGr Whte solic

above, according to conventional nethods known to

t hosgeigkgbded in the art. A subject of the present
invention Is also the conmpounds of fornula 11, when Pg
r ep MRS ERMOBNGUSt ect i ve group or a hydrogen atom as
internedi ates for the 30 preparation of the conpound

f for he fol ). Qwi e |5 strate.the . .

1.5 30t T et ol al- 23RV 2,0 A etFalfisbis dfinetine-7-
suifonamislel ydrochdorided t hout, however, limting the

scope of the claim 35 Exanple 1- N

[2-(1- I\/Et‘r%l pyrrolidi n-2-£_l Eet hylé'}d 1,2,3,4-tetrahydroi
A sajytiom of #:38 g(0.9094 snelhptie-(B22-triffuaseacety}-1,28,4-/ 0
tetf&HY dPGRbquinoline-7-sulfonamido-[2-(1-methylpyrrolidin-2-yl)ethyl] hydrochioride
in 50 ml of methanol saturated with hydrogen chloride is heated for twelve hours at
60°C. The mixture is cooled and the solid that has formed is filtered off, washed with
methanol and dried. 2.00 g of the desired product are obtained as a white solid.

Yield: (65%)
Mp = 209-212°C

'H-NMR (DMSO-dg) 5(ppm): 7.9 (1H, 1), 7.7 (2H, d), 7.5 (1H, d), 4.3 (2H, s), 3.6 (5H,
m), 3.1 (3H, m), 2.9 (2H, m), 2.7 (3H, m), 2.1 (1H, m), 1.9 (3H, m), 1.6 (2H, m), 2.7
(3H, s); 2.9 (2H, 1).

1.3- (+) or (-}-N-[2-(1-Methylpyrrolidin-2-yl)ethyl]-1,2,3,4-tetrahydroisoquinoline-
7-sulfonamide hydrochloride

The compound obtained above in 1.2 is separated by chiral-phase preparative
chromatography, to give its enantiomers. Specifically, the separation of 15.00 g of
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H 1.1-
(+/-)-l\|—[2-(1-l\/bthy|pyrrolidir]|-22-yl)ethyl]-2-(2,2,2-tr
i fluoroacetyl)-1,2,3,4

t et rahydr oi soqui nol i ne- 7- sul f onam de hydrochloride 5
A solution of 5.00 g (0.015 nol) of

(+Fé Nz[jzzgzrfe'ﬂyiﬂ}%g%l@g g\?ﬂétnflgqlgg ﬁang%wg%d#é%n oline-7-sulfonamide
yﬁmq%l@mdq ns/ce,rngd pyt HROMiLC50 preparatwe HPLC system, with
a GHIRALPADK Al §Xatiohdry d@e aid dinsébiRy Srae féﬁﬁled'fﬁom

shan e&;ﬁavé&?fb%@@np @@3 188 apﬁ%ﬁ?fﬁ%g@ewamwmve 5.39 g of
the septroidtaieny pyodi@t,sShithe forpebf aek ¥ hiepokdensatito ehiral-phase
ertlpblirfo oty oE R EP I AR 3P RE{*’% 5O BfpdueE iR the form of
whlteesdlldr withfa ahinaliphasectnantiomeérid puritg 29994 8% afbe tiwo yroducts are
co§1§? Se f\l—tg }h?li c%'?ﬁe?ndmg glydapch_lcy_ldﬁ %a trefﬂtmfn§w§th 4!e;?prczapanol
saguratas Witk dydregsn ‘Fﬂioﬂde sul f onam de hydrochl ori de A

solutlon of 4.30 g (0.0094 nol) of

tetra %{61%5!% ﬁ%?\Sﬁ{eW R/I'gulf1§ 14173§ (Q” +16(%—95 methanol)

Ol I'ne- onani d
| | mhevgrqlatp@y npaptwmar ddp =0t 1% 179G, FFI ~16 (onék &amathanol)
saturated with hydrogen chloride is heat ed for twelve
hours at 60C. The m xture is cooled and the solid

Examplenés(+-r2flyciohexyimethy b Ni[2-(Tamtesbyipyrrolidiot 2ryhethyl]-
' : bt ai ned
1,23l 86r ity droipBq Birilinel 7. iiforifioR] o%efate 11:2) 001 3\ AN

(DMSO-d6) 5(ppm: 7.9 (1H, t) 7.7 (2H, d), 7.5 (1H
d), 4.3 (2H, s) 3.6 (5H, , 3010(3H M2 9 (2H,

m, 2.7 (3H, 2.1 1H (3H 26 (2H,
m, 2.7 30(3 IN-
(-)-N[2-(1-Met yrr0|d| I)e hyl ] - 1234tetra
hydr oi soqui nol i ne<” 7- sul ~ehan¥de hydrochl ori de 35 The

conpound obt ai ned above in 1.2 is separated by

chiral - phase preparative chromatography, to give its
0.32g{0i0008rmol) 9f palladivm-op-charepal @b 40% Iscaddsid tosa solugion of 2.02 g

(0.@b6§%ol) of (+/-)-1,2,3,4-tetrahydroisoquinocline-7-sulfonamido-[2-(1-methyl-
pyrrolidin-2-yl)ethyl] and 0.70 g (0.0083 mol) of cyclohexanecarboxaldehyde in

100 ml of methanol. The solution is hydrogenated for 24 hours in a Paar
hydrogenator at a pressure of 45 Psi. The catalyst is removed by filtration and the
filtered solution is evaporated to dryness. The crude oil obtained (2.90 g) is purified
by silica gel column chromatography, with a dichloromethane/methano! (95:5)
mixture used as eluant. The desired product (1.62 g; 62%) is obtained in the form of
an oil.

The above oil is dissolved in 20 ml of ethanol, and then 0.77 g (0.0086 mol) of oxalic
acid dissolved in 15 ml of ethanol is added. The precipitate is filtered off and washed
with cold ethanol. 2.01 g of the desired product are obtained in the form of a white
solid.

Yield: 86%

Mp = 142-147°C
'H-NMR (DMSO-ds) &(ppm): 7.5 (2H, m), 7.29 (1H, m), 3.84 (2H, s), 3.35 (2H, m),
3.1 (1H, m), 2.9 (1H, m), 2.8 (2H, s), 2.7 (1H, m), 2.6 (3H, s), 2.5 (2H, m), 2.1-1.4
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(+/-)-N-[2-(1-nethyl pyrrolidin-2-yl)ethyl]-1,2, 3, 4-tet
r ahydr oi soqui nol i ne-7-sul fonami,de hydrochloride is
carried out with a PROCHROM LC50 preparative HPLC
system with a CH RALPACK AD stationary phase and a
nobi | e phase f or med from i sohexane/ et hanol / net hanol

(1 ﬁO@l@%ﬁj 30@ gt hyl am ne, to give 5.39 g of

dextroro étory pro uct, in the formof a white
powder, with a chiral -phase enantioneric purity of

ExXifinpie’3- @p- wﬁcﬁaoaeﬂwmbﬂzytﬁwzo(ﬁmuy y?ﬁblfdin-z-pl)bhﬁlﬂ-‘l 2,3,4-
te&ﬁ&ﬁf’f‘b’ﬁ\?ﬂi"&" t'ﬁ'?'?ys Fﬂé‘e%\lf oduct s are

converted into their correspondlng hydrochl ori de by a

AERTahITE Wb SRR REERpeld 20 WBTEPS 9D QU 8Ty ¢)-N-12-01-

methylpyrrolidine2-yhethyl;1, ﬁﬁtmwdmisoquimﬁmﬂysulfonamide and 0.35g

(0 ggt@‘?;mgﬁ%f cé@hexéﬁe}aﬁ?g I@}dé1 n‘?O ﬁﬁ’ fn’é?h%n?l asl\?tartmg product,
0.459of h@gp@pﬁﬁm@ﬂ,,@lﬁb @a;p)lgpﬁw?nedl mto the c-orrespondmg

sed @loﬁalété Riyd ity (P WiHitel gulidl ne- 7- sul f onami de oxal ate
(1:2) 070 ONGOISZ H 0.32 g (0.0003 ml) of

pal | adi um on-charcoal at 10%is added to a solution of
2. O?(l@dZEO%D 0063 nol ) of
(+/ 123 éoadstrahydrm soqui nol i ne- 7- sul f onam do-[ 2-

[idi | Yethyl] and 0.70 g (0.0063
éJ@l(%ﬁé E?'B?ﬁx/al dehyde in 100 m of
nethanol The solutlon i s hydrogenated for 24 hours in

Exagmle A (o 2 EvRIRaNdatb DN - masthpsarolii-andlpthylf-1,2,3,4-

teﬂﬁhyara‘eo?ﬁnﬁymv%zﬂfoﬁamw BRakte [@)crude oi |
obtained (2.90 g) is purified 25 by silica gel colum

chr omat ogr aphy, with a di chl or onet hane/ et hanol (95:5)
According &0 agprdcess similanto EXampdiee 2 with 1000 du(0t0031. ®l)af (-)-N-[2-(1-

meﬁﬁﬁby}rﬁh Hti"y[j&ﬁ’gg 8 ﬁ$ I3e1 & iﬂﬂmﬁéﬁuﬁbltn&%ﬁ:l@:@:‘%\ﬁd@ ldnd 0.35 g
(0.0630 ee) nﬁpyclelﬂexﬁmqacbomd@mes@cﬁwm of metangl asfstartmg product,
0.90 Bw%bsé% Bsﬂﬁf‘}’ed Wﬁcﬁ b%@éﬁ’é b@ﬁ\?ertéd fﬂtd) e @&T@éﬁorﬁﬂ‘i’g dioxalate

et hanol ) of the desired

hyﬂ\’%ﬁtﬁa%’q@%‘iﬂﬁ ned in the form of a white solid.

Yield: 27%
Mp = 133-138°C
[a] = -8 (c=0.5, methanol)

Example 5- 2-Benzyl-N-[3-(diethylamino)propyi]-1,2,3,4-tetrahydroisoquinoline-
7-sulfonamide oxalate (1:2)

0 0
\\s;’/
N L

5.1- N-[2-(3-Diethylaminopropyl)-2-(2,2,2-trifluoroacetyl)-1,2,3,4-
tetrahydroisoquinoline-7-sulfonamide hydrochloride

A solution of 1.00 g (0.0031 mol) of 2-(2,2,2-triflucroacetyl)-1,2,3,4-
tetrahydroisoquinoline-7-sulfonyl chloride and 0.61 g (0.0047 mol) of N,N-diethyl- N-
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Yiel d: 86% M = 142-147C 35 ' H- NMR ( DMBO-d6) 5(ppm) :
7.5 (2H, m, 7.29 (1H m, 3.84 (2H s), 3.35 (2H m,
3.1 (1H, m, 2.9 (1H m, 2.8W2H s), 2.7 (1H m,
2.6 (3H s), 2.5 (2H m, 2.1-1.4 13 (13H m), 1.15
(4H m, 0.8 (2H, m. Exanple 3-

anélgbeﬁoﬁr@ﬁhggﬁﬁgoﬁ éf‘%@[o%Tgphayqej is stigred gvernight at ambient
temperatiial idiessrjutionis sancentrated tediyness aatidhe ol formey isspurified by

silitasyl Solink @nforfth @va & dichorenitthhse/Mmethhhdl (87%) mixture
(0. 0031 (r;mé_l) 0 +)-. 2-(1-
“sggtarﬁﬁlHW?- 4 dg9 OPrgiBeRy| |- 1, 2, 3, 4-t et rahydr oi soqui n
ol i ne-7-sul fonam de and 0.35 g (0.0031 nol) of
C)ﬁ| Iahﬁ gnecar boxal dehyde in 50 ml of nethanol as
SE\an Z"product, 0.46 g of base is obtai ned, which
bMp=i@ilconverted into the correspondi ng 10
sesqui oxal ate hydrate, as a white solid. Yield: 20%
Mp = 134-140C [a]" = +12 &c:O. 5, methanol) 15 Exanple
5.2~ N{[3)(Diethglaminaipyop¥llti,2)3,4itetrahydroisoquinoline-7-sulfonamide

hyﬂ%géﬂ,[dﬁa@yl pyrrolidin-2-yl)ethyl]-1,2,3,4-
t et rahydr oi soqui nol i ne-7-sul f onam de oxal ate (1:2)

According to a process simlar to Exanple 2, with 1.00
A goltuﬂo@e»ss.amg (qu.oﬂ 3(mc|) Nf hNZﬁ-ZG(L}-di%maylam{notpro%yl{j-Z-(_Z,Z,Z- _

. rok1 - 2- ) ] - stetr. o) ujn o
R AYR s S it G BYbbolné 7o B R BRI, isolved
in 60 ehldfenetnanal satueatad iwithehydrogen chiwidenis heated festwelve hours at
60°C2Thé Rhxilii® 'Choled Gnding <Hlid RSthaSIAMNed! 18 HlteretloffWashed with

base s converied rnto the corre§pon<?| ng di oxaT_a e i
methanakand dded. The tasidug islisseived i an agnepns selutign-of sedium
hyﬂﬂixid(?.zlﬂhhe:?q&du"s:&aée ilgﬁiﬁﬁ%i%d 3@@Hpiilﬁeg withr &ﬁwé‘ﬂhlefh' The
or@ﬁié@hgég% p?%nﬁgrg%ﬁ{@%g@ ggigg pyégé}\ﬁyt/cﬁr%ug rﬁ%ﬁgs im Sulfate. The ol
obtained (2.80 g) is used without additional purification.

Yield: 67%
Mp = Qil

5.3- 2-Benzyl-N-[3-(diethylamino)propyl]-1,2,3,4-tetrahydroisoquinoline-7-
sulfonamide oxalate (1:2)

1.5 ml of acetic acid are added to a suspension of 0.45 g (0.0014 mol) of
N-[3-(diethylamino)propyl}-1,2,3,4-tetrahydroisoquinoline-7-sulfonamide and 0.149 g
(0.0014 mol) of benzaldehyde in 12 ml of tetrahydrofuran. The suspension is stirred
for 1 hour at ambient temperature and then 0.14 g (0.0021 mol) of sodium
cyanoborohydride was added. The mixture was stirred overnight. The mixture is
concentrated to dryness and the residue is treated with water and washed with ethyl
ether. The agueous phase is basified to pH = 10 and is extracted several times with
ethyl ether. The organic phases are combined and dried over anhydrous magnesium
sulfate. The oil obtained is purified by silica gel column chromatography, with a
dichloromethane/methanol (95:5) mixture used as eluant. The desired product
(0.13 g; 22%) is obtained in the form of an oil.

The above oil is dissolved in 5 ml of ethanol, and then 0.06 g (0.0007 mol) of oxalic
acid, dissolved in 5 ml of ethanol, is added. The precipitate is filtered off and washed
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0%90 NS-N--~N--\ 5. 1-

N-[2-(3-D et hyl am nopropyl)-2-(2,2,2-trifluoroacetyl)-
1,2,3,4- tetrahydroisoquinoliﬂ -7-sul fonam de

hydrochl oride 35 A solution of 1.00 g (0.0031 nol) of
2-(2,2,2-trifluoroacetyl)-1, 2,3, 4-

S | — .
W'F‘E%Q%ﬁéﬁ’?' O3PS Irafacfingd PrRRt 1 B el <A0F wind solkd
25 m of dichloronmethane is stirred overnight at
anbi eféld: 6goger ature. The solution is concentrated to
dryness _ oil formed is purified by silica ge
coluiﬁ’éﬁygﬂhsgﬁraphy, wi th a di chl or onet hane/ net hano
(97:3) mxture wused as eluant. 1.27 g are obtained. 5
N / o _ a1 )
HRFIR (DRSO AP BIRRINY 1577 1 (6Hom), 3. R RHMIF 8281 15 2H,
m), 0P BH.U).f onami de 10 hydrochl oride A solution of 5.39
g (0.013 nol) of N—[2 (3-di et hyl am nopropyl)-2-(2, 2, 2-
trifluoroacetyl 3, 4-tetrahydroi soqui nol i ne-7-su
&8 N-f3if Jdﬁinde )Rropyd]- Ne@etbw-sg.%tetmwdmmumolme-
7-Saifohanfide Hydioblifyrigen chloride, is heated for twelve
hours at 15 60C. The m xture |@ onled and the solid
that has formed is filtered of ’ma hed Wi t nethanm
and dried. The residug’i S$0/ vl an'Naqu
sol ution of sodium hydroX Th aqueou phase i's
extracted several tine i T et hyl et her. e organic
phases are conbi ned and dried over anhydrous magnesi um
sulfate. The oil obtained (2.80 g) is used w thout
additional purification. 20 Yield: 67% M = G| 5. 3-
2- Benzyl - N-[ 3- (di et hyl ami no) propyl ]-1, 2, 3, 4-tetrahydro
I soqui noline-7- 25 sul fonanm de oxalate (1:2) 1.5 m of
acetic acid are added to a suspension of 0.45 g
(0.0014 nol) of
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N-[ 3- (di et hyl am no) propyl ] -1, 2, 3, 4-t et rahydr oi soqui nol
i ne-7-sul fonam de and 0.149 g.,.(0.0014 nol) of

benzal dehyde in 12 m of tetramydrofuran. The
suspension is stirred 30 for 1 hour at ambient
tenperature and then 0.14 g (O 0021 nol ) of sodi um

6. FYRL 2- Qfmbﬁtq{ﬂhﬂﬁnwﬁﬁogﬁﬁﬂ >2t212 rohtéfyif1,2,3,4-

ove con ent hted to dryneds and
tetrabydeaisenuinaling-Zawfonamideat or and washed wi th
et hyI et her. The aqueous phase is basified to pH = 10

o B A 0T SSSE ASPgBLBbbe S il s acec
to eresghetioruofl 891 (0021 mbieofdil4[2¢Bidethglanminopropyl)- 22, Ry2-

tifijork et £ 3 N RbA8EOR-7  fohatide (ottgined according to
themedheod deseribnasd instage SothafiExaropled)dn 17av) of dimeshyiforsamide,
comédttPQP@ Fme%l a%% 'st:rr-'e_gffglagﬁé( flggi' énQ% Gt? ?S(G logag lhBlg%f methyl

hanol of oxal I

iodide is added, of hemixtyresis atired @{%&9@# at ambigntdemperature, and the
soRitiehi i cbaténtratelith Hﬁ*l%issoﬂ'he&égidu@ﬁ@ gealsd withtWatép!The aqueous

Phgse Bxtracted gedelsl dis WS sl 200tAId o e Srganic iRces Sre
cofriRifiea dfidl diegoder anhydrous rh8ghesium sulfsle (TPhe c:rl)obtr;unec(l5 after
fﬂﬁiﬂ%ﬁr@ efarafidn, ghﬁé %@Ftﬁx@@{'ﬁﬁ by YlicaYelgHihS O

c matogmmewttoa dichlomored nglhamlr(eéﬁ)delxmmmsea as eluant, to
gNgh.51 ot the qeired prbdubtifethe form o an ok, L o i) o

oacetyl )-1, 2, 3,4- tetrahydroi soqui noline-7-sul fonam de
0. 09'@(1(@4%022 nol ) of a dispersion of sodium hydride
(60@ ?m'neral oil is added 5 to a sol ution of

Ry= ??i 0021 mol) of
N-[ 2- (3-di et hyl am nopropyl)-2-(2, 2, 2-

o4 RS SERI oty SR 28 AR s daline.r-
SUIfﬁnamgle 5.1- of Exanple 5) in 17 nl of
di met hyl f or mam de,

To a solution of 0.20 g (0.00046 mol) of N-{2-(3-diethylaminopropyl}-N-methyl-2-
(2,2,2-trifluoroacetyl)-1,2,3,4-tetrahydroisoquinoline-7-sulfonamide dissolved in 10 ml
of methanol saturated with hydrogen chloride is heated for twelve hours at 60°C. The
solution is concentrated to dryness and the residue is treated with water. The
aqueous phase is extracted several times with ethyl ether. The organic phases are
combined and dried over anhydrous magnesium sulfate, and the solution is
concentrated to dryness, to give 0.02 g of the desired product in the form of an oil.

Yield: 12%
Mp = Qil

'H-NMR (DMSO) 5 (ppm): 9.67 (1H, s, NH), 7.7 (1H, s), 7.68 (1H, d), 7.5 (1H, d), 4.4
(2H, s), 3.5-2.9 (12H, m), 2.7 (3H, s), 1.8 (2H, m), 1.15 (6H, t).
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cooled to OC. The m xture is stirred for one hour and
0.60 g (0.0042 rol) of nmethyl _iodide is added. The
mxture is stirred overnight df anbi ent t enper at ur e,
and the 10 solution is concentrated to dryness. The
residue is treated with water. The aqueous phase 'S

E’?riﬁ a%::% 62:) g‘gﬁ&’ ’t”'zg’m% ’a?r,}{ihwd? @lghe P an hy dr ous
tetra Mdmraﬁqqulmﬂ-qnéommi% ethanadigate(1:1}i | trati on

and evaporatio
gel colum ch ography wu%

di chl or onet han 2 95, .xbu¢e“uEed\as
eluant, to 15 give 0,31 he esired product in

S 4% Nb = O | 6. 2-
N-(2-(3- Dethylamnopropyl) N-net hyl -1, 2, 3, 4-tetrahydr
5 rol efoageticaddich ard added to asavspensionaofslof 4 gi (B00H0 ol ef N-{3-

(d| @%&WP}{I qg%ﬁ%%tetrah)yd)rm*ﬁlpﬂetpﬁlme Z-sulfonamsde (obtained
aceqrdmsth thermg bediin s agm3¢2e1qf Eramrde Sda06 (698 8e
(0. oéwnhéw wawlsnémmlev:ﬁ%o fhl b@téﬁahyaﬁofafamertﬂéan%ure is stirred for 3

tu th h d for t
nof i FeArmblegtcompiatuts g 7 6 (EDRZB Mo pESodim,pyAnetrohyarice
is added.Ehe mbitdreeisi stirtedeaterdight.t Thenatixdure iSheoncagtratedsto dryness.

OB 18361 AT G780 ) 5 BT pase

basifigddeiplhrsif ard is extrattet severaltimes with eﬁwhcmﬂrr'ﬁhe@rgamc
phbﬁeg%}’é@é ey é’hq’ Engg%%ﬁ aﬁgyd@%‘i’ﬁﬁ%ﬁé‘i’%ﬁr%ﬁ THs oil obtained

is meggo r{snsolgg%%l glglumn ghigmatography, with g digh qumethq;plmethanol
(95 5p, m&lurehs@d(éd‘bluéht Fheddesifred &'ddu&i ﬁ 32 9: 31%)(id dbtained in the
g@fwﬁi‘ ((3Hs), 1.9 (2H m, 1715 (6H t). 17
7. 2-Cycl ohexyl - N{ 3- (di et hyl am no) propyl ]-1, 2, 3, 4-
Th%%ﬂﬁ@@“&'&%%ﬂ &l Grathdm aéﬂc?ﬁwe%&@&%bﬂ%r% 11g
(0.0012 'mol) of oxalic acid, dissolved in 5 ml of ethanol, is added. The precipitate is
filtered off and washed with cold ethanol. 0.32 g of the desired product is obtained as
a white solid.

t he sol vent IS purified by silica

Yield: 97%
Mp = 76-83°C.

'H-NMR (DMSO-dg) 5(ppm): 7.6 (2H, m), 7.4 (1H, m), 4.2 (2H, s), 3.3 (H, m), 3.0 (
H . m), 2.7 (H,m), 2.4 (H, m), 2.0 (H, m), 1.7 (H, m), 1.4 (H, m), 1.1 (H, m).
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30

/ H5 m of acetic acid are added to a suspensi on of
1.70 g (0.0050 nol) of N-[3-

(di et hyl am no) propyl ]-1, 2, 3, 4-?et r ahydr oi soqui nol i ne-7
-sul fonam de (obtained according to the nethod
described in stage 3.2- of Exanple 3) and 0.98 ¢

Exdimple'd- Tnmirtipropyisyirsnene in 50 nl of

tetrahydrofuran e mxture is stirred for 3 hours
at anbient tenperature and 0.47 g (0.0075 nol) of
sodi um cyanobor ohydri de I—i s added, e mxture is

stirred overnight. The mxture isycopcentrated to

dryness. 10 The resi du#i S\%&N i th water and

washed with ethyl ether. The aqueous phase is

basified to pH = 10 and is extracted several tines
8.1+ 1-(R2-Cylanioeth yi}pyrrolineor gani ¢ phases are conbi ned and

dri ed over anhydrous magnesi um sul f at e. The oi |

obtai ned is purified by silica gel colu

chr oRDEY 43R0 14 el oéaawmlwli%mmﬁeﬁﬁetﬁam solution of 1.00 g
(0.08%4 MolibK [iWrSIlﬁbSﬁﬂnéﬁ\dﬁdll |ae mT:&ﬁréji%SStrr@éi SVerfight at ambient

tersrn@raiw%@ 8 Sanciatiatsd Gedvirss, Wiote 1 68 Giap e delred product in

the foem of swbilti on of 0.11 g (0.0012 nol) of oxal i ¢ aci d,
di ssolved in 5 m of ethanol, is added. The
precipitate is filtered off and washed with cold
et haXigld: 9382 g of the desired product is obtained as
20 aMH“'t solid. Yield: 97% M = 76-83C. 25 'H NWR

( DMSO-'d6) L(pprr): 7.6 (2H, m, 7.4 (1H m, 4.2 (2H,
s), 3.3 (H, n),SO(H,n),Z?(H,n),ZA(H,n),

Bﬂ‘ﬂ(i{-ﬂmﬁ%pr&pil)b%rdﬁw 1.4 (H m, 1.1 (H m. 18
- Am nopropyl pyrroline HN 5
811(2 C,yanoethyl)pyrrollne095m (0.0014 nol) of
0.02:4 globriM diisabutdalakitindm adritié inttolueneds atded tofa soldtibrgof 1.00 g

(©. b@a@%)HP )(2C€ f%[e{h%gggﬁohﬁb IFféé‘ﬂﬂ di&l“&o%@ihHHS THe mixture is

rrred” overni ent

stied cwatmighteat arnb@nytmmeratwegw@ splLB@ngs dreatesd witbsgadiym sulfate
deBaRyHtate. 'The rhiktlireSs sBFr@dqbr A8If ah/hou¥! Phéindtgafifc phases are filtered

and the filtrate is concentrated to dryness, so as to obtain 1.00 g of a colorless oil.

Yield: 97%
Mp = Oit

"H-NMR (CDsCl) & (ppm): 5.75 (2H, s), 3.47 (4H, s), 2.75 (2H, t), 2.56 (2H, t), 1.69
(2H, q).

The table below illustrates the chemical structures and the physical properties of
some compounds according to the invention. The elemental microanalyses and the

NMR, IR or mass spectra confirm the structures of the compounds obtained.

In the table, for the compounds of formula 1, "Mp." corresponds to the melting point.



M = Gl

1 Mdiisobutyl al um num hydri dq

a sol ution of

1.00 g

(0. 008

ol ) of

9

15 8. 2- 1-(3-Am nopropyl)pyrroline 0.024 g of
in toluene is added to

1- (2-cyanoethyl)pyrroline in 20 m of dichl oronethane.

The m xture is

stirred overnight at anbient

tenperature. The solution igapjeqted with sodi um
sul fate 20 decahydrate. The mxjurgyis stirred for

hal f an hour.
the filtrate
obtain 1.00 g

The 'RQO

i's concem

rgaqi ¢

ar

pha r
Yy driness

iltered
B0 as to

an

d

| “Mjeld: 97% M = Ol

25 ' H-NMR (CD3CI) 6 (ppmy” (2H's), 3.47 (4H, s),
2.75 (2H, t), 2.56 (2H, t), 1.69 (2H @). The table
betow T HioustTates therchrem cat—strouctures ang the
NaahysiRal propE{@)ﬂas_olfR'l 30 sid corrpmm]rMp-;&Q&})r di_ng Selt
yhe |venti onl.@hHg,e! BaENt al |_Ricsnagal Vigrs1emd t he | Hydrochloride
NVR, TR Or TTBES SPEectfa CoNnfliden Lne STTuctures of tjhe
ompynds obt piRgd. |yt he tab%&%or t gy gCoppoundsy i
ormila I, " l\/p.teﬁg)arrgéponds t e nel {@r?;ﬁr;%i nt. fydroch!orlde
ani'e @) P NF N RL_NQ.,  RZ - N-..RL B M|C
al t G||‘13|-| - Q (é\i'lnb)s: ( )Hq)y-b@& ' =62 01 i de Oxalate
W CPrR- 2. H - 2-| GHL09- [ZARCHM4Is ochlambghbols CHHydrochloride
CHZ B-_H - Q HS 58-6p Oxalate 4. H-(Q2)3- CH3 -N
Sﬁl( c21- G s 6, -(%?E'EI)ZH -Elg(@?ls)z 98-1109
Oxalate 7 -[C2)3- [H -N(C2Hb5) 2 144- 147 Oxalate 8.| A
8( CH2\3- 5- [FOCHy)d+ ofdhl or i deN(C2Hs)2 98-103 Oxalate
7. O/% (CHp)s |H N(CzHs)z | 144-147 Oxalate
8. |H -(CHz)s- |H ;@ 65-70 Hydrochloride
S
9. H -(CH2)a- |H ){O >250 Hydrochloride
CH,
10. [y  [-CHzs |H N(C:Hs)z  |54-59 Oxalate
3
1. | {77 |<CHps |H N(CzHs)2  |109-115 Oxalate
12. /S l (CHz)s. [H N(C:Hs). |89-95 Oxalate
8 -
13. [H -(CH2)s- |H AN 228-231 Hydrochloride
14. @ -(CHz2)s- |H -N(C2Hs)2 55-60 Oxalate
HG
15. O/% (CHz)z- |H ) 142-148 Oxalate
16. |-CHs -(CHg)s- |H J;NQ 99-104 Oxalate
N
17. |H -(CHz)s- |H X@@ 244-249 Hydrochloride
18. |H (CH2)s- |H ,\NO 237-241 Hydrochloride




9. H

H - N(C2H5) 2 54-59 Oxal ate
109- 115 Oxal ate
Oxal ate 13. H -(

- (CH2) 3-

H >250 Hydrochl ori de

12.

s |

1

- (CHA

c 10. Hc -(CH2)3.
1..-(CH2)3_ H-NC2H5) 2
H - N(C2H5) 2 89- 95
CH2) 3- H -N~-D\ 228-231 Hydrochl ori de

14, -(CH2)3- H -N(C2H5)2 55-60 Oxalate H CLN 15..
_ 4 D - - ¥ -
No CHiRer H 1h2=( 3. OcaRat e niﬁ;m?*?l () frc)H 99- 104
al 'S 17, 1 \bI_IL)D ''J Z$4 3'.I_Iyul DUTIT UTI' T U 10.
Mo PR & WSl 18 O &3 (296 485,05 | Hydrochloride
hi d H{,,CHZ 3 AN CH3 7} = .
Afie OB or g '@%2)?(';‘12\,3 N (M50, 1330238, o | Hydrochloride
C N CH2)2- H $0-60 Okal TR H3CP, /- H3C, 23
f@z@?ﬁr%ﬁb’ual e P- 3;” . -(oé%ﬂzﬁl 103- | PHalate
Ot pte o O 25— f (O - T106-109
| H3C N.26. .- (CH2) 2- N +> 114: 117
roc¥l of i de '(%%\I 2 .(H - C}%@}H ~- ﬁl’%@-ll? Oxalate
Hydrochtori e HSE-N HCo
N
23, @03‘ -(CHz)- |H @ 77-62 Oxalate
HC.,
24, YQA-(CHZ)Q- H o) 103-110 Oxalate
0 H°C‘N
25, <0]©/?< ((CHg)z- |H @ 106-109 Oxalate
AES
26. |H (CHz)z- |H ® 114-117 Hydrochloride
AL,
27. [H -(CH2)2- |H 0 115-117 Hydrochloride
L
28. (j/7< «CHaz)2- |H ) 134-140 Oxalate
HSC\N
29. (j/7z «(CH2)> |H 0 133-138 Oxalate
HC.,,
30. | /©/7< «(CHg)- |H & 86-110 Oxalate
~o
HiC,
31, ©/7< «(CHz)- |H (5 87-90 Oxalate
(o]
HC
2. | |CHy |H ) 66-77 Oxalate
| H,C
Q N
33. \©/7< (CHp)s- |H ¢4 80-107 Oxalate
HC.
34, @ (CHz)2- |H ) 121-125 Oxalate

The compounds of the invention of formuia | were subjected to pharmacological
assays which showed their advantage as active substances in therapeutics.
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28. -(CH2)2- H +) 134-140 Oxalate H3C N 29. -(CHZ)2-
H ~~~ 133-138 Oxalate \ H3C' N 30. Br I -(CH2)2- H

{+ ~ 86-110 Oxalate o H3C N 1. -(CH2) 2- H+' > 87-90
Oxalate 0 H3C' N 32. -(CH2)2- H+f-> 66-77 Oxalate H3C
33. 0\ -(CH2)2- H N~+'" 80-107 Oxal ate H3C, 34.
-(CH2) 2- H N121-125 Oxal ate The conpounds of the
invention of formula | were subjected to

Mase particiiadyitbeicompatngs ofthe invention @re histaming, Hetreegptor
anIO ro;’f‘:?ééﬁ.?’lg? fé&éb? ecagé #B.gﬁﬁﬁgrtg?%%lgﬂéd \i/r?ir’?tej %ﬁhgng etheir advantage in
thetapewas faas Been eperihed @dﬁsd@rﬁ&rg.("lﬁb?%@@ praseptyr
antﬂgmfsrt]eoqutSpinﬁdﬂ Thex PatelgtbQZGD{D) 0 (7)t ::l 04 5- 15BNt age

I N er eu C een | . I .
T8 S DB T BB TG R Aol B8 7 v
affiflityrassByoarthe native hjstamine H; recepiton d6a) aduit nat brairemembrane

nadt . s e

préiFRANEY, SHedMDnBIE G LR o ERYbbtamitRe £ i T,
acegrding-tathermethods desgribed by Asrkcorte atakbrin Riochem. Biophys. Res.

CoPiRBA! %é,wg-bs%ﬁmeb hh@ by R, Wesk Jr. et al., in Mol. Pharmacol. 38,
hyl hi stam ne to this receptor, according

3Hl.- - met hy
61%’@%&5 hods described by A Korte et al., in
Bi ochem Bi ophys. Res. 10 Commun. 168, 979-986(1990)

TR vales 196 ¢ Slmpbund aftheuink BpddH b sRife Hyteppgrors are
betwaam0i1omMvarid5 .0gd¥eand troorsparticalarlyr 6+/gr2-(cysiohaxdmethyl)-N-[2-

(1ﬁé‘tpﬂ_}é@?@diﬁTégHsgé(t)r/n?ﬂg%,y[ -m{ggjm%@ﬁihwne—%suIfonamide

C
(compound 15; ¥able 1) has a Ki of

The compounds of the invention of formula | were also subjected to a cAMP
formation assay, on the human histamine H; receptor transfected into CHO cells, by
inhibition of the agonism caused by the specific binding of R-a-methylhistamine to
this receptor, according to the methods described by T.W. Lovenberg et al., in
J. Pharmacol. Exp. Ther. 293, 771-778(2000).

The ICso values for the compounds of the invention with respect to Hj receptors are
between 0.1 nM and 5.0 uM.

By way of example, compound 15, included in Table 1, has an 1C50<10 nM, using an
EIA kit (Amersham) to measure cAMP formation, on the human histamine Hs
receptor transfected into CHO cells, by inhibition of the agonism caused by the
specific binding of R-a-methylhistamine to this receptor.

The compounds according to the invention have an activity that is selective for the
histamine Hj receptor. Effectively, the compounds have a Ki of greater than 7.0 uM in
the in vitro affinity assay on the native histamine Hy receptor in an adult rat brain
membrane preparation by specific binding of [°H]-pirilamine to this receptor,
according to the method described by Y.Q. Liu et al., in J. Pharmacol. Exp. Ther.
268, 959 (1994).
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15

(1-met hyl pyrrolidin-2-yl)et hyg -1,2,3,4-tetrahydroi soq
ui nol i ne-7-sul fonam de (conpofhd 15; Table 1) has a Ki
of 0.3 nM The conpounds of the invention of formula I
were al so subjected to a cAMP formation assay, on the

ol 06l 01 Betharal i) G Siffoctad ton o
testsbowing tbielrcahﬂgy & r@@&@pﬁynwgtlamﬁéaswg farz4 h.

receptor, accordi ng to t he net hods described by T.W
Lovenberg et al Ther. 293

The PKPSRmSIEBMETe PAEIEc S & e . The" ratseisRIaced individually in
trahbparleht/ plﬁst;@ rages 48x26 psx2 1.5 enti3 Hesecpigessvenecplaééd in a room

inshot S8 BBaitst 3Ry ote, AL & Emestatlfl p2p I B3 wifi A Rt Bycie from 7

o'cleick ikithe ommmmj olclockandhe evening, the rais hevingdrea aecess to water

m am ne receptor transfected into CHO
anHLI! I's &Ly i nhi b|t| on of the agoni smcaused by the 30

speC|f|c bi nding of R-a-nethyl histamne to this

Befcﬂﬁetﬁé xpefiffent mwﬂéd JEEQREiras werel Madeny %ﬁtlf@ﬂ% h with
have an aCtIVIt

.S selegcti t he hist
achiers BomsVer. oiidiet BBty e athe Sassme g Garer or the
cogfp@&hd raccbrfing t®tHé presehhinviention was adrhinistesedsigsay o., 15 or 30

mitdéq Bl RipbAiicwil orGSE RO blsTiade Hiagete. 2! "

EacBHoup; fior Bamure, the arhountreffepd ingested by the n@t was measured.
met hod descrl bed by Y.Q Liuet al., in J. Phar rmcol

268, 959 (1994). 22 Furth r nor e,
It vuaﬁ@l@@maéh%tfthew&aoms @na/kg ipoPRPIQ) forfRe 809961“899&5 the

inviePtibA vﬁtth‘éspbﬁﬁFosfoéﬂ cmn?e rhase bé 16y ihahy10. Foreskantplé o@d)-2-(4-
or

bR Se BRI GeR b liorR el 225 A Ruinotine-7-
suffovtimidéugbmpaund 24, tTrabls p decreasesa $ood intakeby £8%2 during the first

noft e, JOFAESAET L TOTBE e AT, o

22C, with a light cycle from7 o'clock in the norning

TheGedults 6f Pektebfs §HB%V ﬁ'\éﬂ'ihé‘ &onip%nﬂ@to‘i tlﬁ@iﬁv@ﬁtlélﬁ fifake it possible to

access to mater

redugedioprdntakgde aem\sefﬁhea-ttﬁev %%&O Beli)& t%@%{% weight gain, to

trehPbbadsityor 1 difl weighteloss, iRaMivals, bubalsatinhuashrs, bi t um
On the day of the experinent, the carrier or the

conmpound according to the present invention was
Thadnacoostimged anotheroof its. aspects apsutfject of the invention is medicaments

which comprise a compound of formula | or an addition salt of the latter with a
pharmaceutically acceptable acid or else a hydrate or a solvate of the compound of
formula L.

These medicaments find their use in therapeutics, in particular in the treatment of
pathologies in which a histamine Hs-receptor antagonist provides a therapeutic
benefit. In particular, such pathologies are obesity and diabetes. In addition, these
compounds may be used in the treatment of central nervous system diseases such
as vigilance and sleep disorders, narcolepsy, Alzheimer's disease and other
dementias, Parkinson's disease, attention disorders in hyperkinetic children, memory
and learning disorders, epilepsy, schizophrenia, moderate cognitive disorders,
depression and anxiety. The states of depression and anxiety include, for example,
anxieties of anticipatory type (before a surgical procedure, before a dental treatment,
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m nutes before a known anount of food (30 g) was nade
avai | abl e. Each hour, for 6 hgurs, the anount of food
i ngested by the rat was rreasu?i . 15 1t was shown
that the AD50 values (ng/kg i.p. or p.o.) for the
compounds of the invention with respect to food

o 10/ 30p 0 e PP LoV sonons

affective disardess, rmlg;ameswqmm:ﬂam RY cgmasmbmu;ed in the treatment of
se dmragem%uag dsﬁhggs%hd%%?@&ﬁﬁ §§0d i ntake by 54%

irst our. after t l{) dF||mn|str tio
hgfuset e cgmpounds ascetdieg ! to henveatioh tordhe pieparalion of a
meﬁ:l akhéefor LBE ire ﬁ&ﬁﬁh?ﬁ% patholsgies writitionad rabloveiis an integral part of
thq?IIQSSI le to reduce Tood intake in animals. Thus, they

1en ‘possi ble to control weight gain, to treat )
Acobreting to amother of its aspedts, theqwesent inventiorsrelates talpharmaceutical

coRbEin gl S AAOM DRI s oo oo
thecionpntien Ehasenpharmaceuticargampositions eentativan efactive dose of at
leadt oh "cohgidﬁﬁ@rd&do?dlﬁ tB'? iFveRtibh CoY ébhéﬁﬁ&@étﬂi&aﬂy Jecéptable

or e ate or vat e

e co
sal, hydtate or 8Golvale of said mewrgf? f&m«ﬂ aﬂ@nﬁrpr more
phaieacafichallg &coeptabw é)tcﬁpiéﬂts Said bﬁclbrefms arnthaden according to the

phgat hg%.ﬂ&gftsoﬁ V@ tF]]('gf éﬁ@}ﬂﬁ@%@ (ﬁ%lfgq from the usual

exgipientsthadare knoWnﬂattho&e)gklﬂed intheodrdsi ty and di abet es.
In addition, these conpounds may be used in the
t r eat ment of central nervous system di seases such

In the phaymasssiticalmenapesifions sbihedresentipventgisior oral, sublmgual
suﬁétﬁaﬁeﬁﬁé |ﬁtr§m%§é‘ﬁlgr QHﬁaﬂSﬁtﬁfs téi:ﬁ%ntdcéﬁ |ntPé!féf¢h”e%DFinﬁanasal

traﬁﬁae; o&%tgt é{d%?m@tlr%tl?érb ié% ,agp vﬁﬁérgﬁ@? o* ﬁ)rmulla FaboVe or
ossablezsalh sehviate onhydrate tharegf)icanbe administered in unit administration

for&ﬁ% qu @lﬁﬂg@ﬁlﬂ&%&@ﬁﬁ%ﬁ%@?hﬁ%ﬁé c?a{l e‘l@ﬁ e%? R ardftls or to

humani keipgs fortheypoephiylaisios the treatnent ofpihecsbemders oeldhe diseases
baY gdental treatnent, 23 etc), anxiety caused by
cohol or drug dependency or withdrawal, mani a,
seasonal affective disorders, mgraines and nausea.

Thé réﬁhté'@ﬁt éu?nwsiﬁhtioﬁ fbl‘rﬂs bbﬁﬂirl%@r&rapédm&ﬁs‘tmion forms, such as
tabqgts ﬂafd I%%'n%%%%uﬁes powgers gsrér(l:l.lﬁes ahd oral solutions or
suspensions, sublingual, buccal, intratracheal or intranasal administration forms,
forms for administration by inhalation, topical, transdermal, subcutaneous,
intramuscular or intravenous administration forms, rectal administration forms, and
implants. For topical application, the compounds according to the invention can be
used in creams, gels, ointments or lotions.

In order to obtain the desired prophylactic or therapeutic effect, the dose of active
ingredient can range between 0.1 ug and 50 mg per kg of bodyweight and per day.
Each unit dose can contain from 0.1 to 1000 mg, preferably from 1 to 500 mg, of
active ingredient in combination with a pharmaceutical excipient. This unit dose can
be administered 1 to 5 times a day so as to administer a daily dose of from 0.5 to
5000 mg, preferably from 1 to 2500 mg.
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The use of the conpounds according to the invention
for the preparation of a 5 nedicanent for use in
treating the pathol ogi es ment i“gned above is an
integral part of the invention. According to another
of its aspects, the present invention relates to

THBREHERGY bbEic (BB Wars hifer ¢ Tejher kg edtardarint priate. Such
dosages alserbelong i thehinveatientAccarding ip 48e usyakpragtiea,ithe dosage
B O a1 e N5y U S Paon deeoring to the method
of dtupelaien Sudthe waGH)andt issBpne B Boidicatiant co; o

conmpound, and al so at | east one or nore

Ceal [y ' e . _

By30AY FERILRE & dnif SRR S Te T himegRhf ascoring iy the
inveptionand t he net hod of administration desired, from

the usual excipients that are known to those skilled

in the art. 15 In the pharmaceutical conpgsitions of

t he GomeR@yRd aoRRrdingde tﬁeﬂn\cﬁfﬁnt),n subl i nguaP.0 mg

subesdriepus, intranuscul ar, intravenous28q3 mgl .
| oc

| ,..intratracheal, intranasal, trans mal or
rec%&’p'%lﬂrﬂ?"ﬁr?gpﬂ%‘? the active ingr edggwrtngof
f or Qdra stargshove, or possible salt, sol vab®d mg hydrate
t he . O ed in unit adn,ny ation 20
for wag%x@?ﬁ?ﬂ&ﬁwmtgg%nvemi onal phg?':?asz@ i cal
excMagnesiymistearateral s or to human bei ngd Mg t he

prophyl axis or the treatnent of the di sorders or of
t he, di seases %gove. The appropri ate upi

Acgarding i aRethsk of ie @speeispiiesrresent ina(emiéﬁ alsoeiaigs to a method of

trebfingBhe patholdgies Adit4ted @ltfove,sWhtcl'pdiz?rhpﬂfégﬁieaédrﬁinistration, toa
apsules, .powder,s anul es and oral.s .ons. Qr

pali5 8181 sB3NeS Hpee 81 Sorsin Bt Cidipinito dhr diYergion or o

phamaceustically adoeptable salt onhydrate or sblvatesthieoeof.
adm ni stration by inhalation, topical, transdernal,
subcut aneous, intramuscul ar or intravenous
adm ni stration forns, rectal admnistration fornms, and
i npl ants. For topical application, the conmpounds
according to the invention can be 30 used in creans,
gels, ointnents or lotions. In order to obtain the
desi red prophylactic or therapeutic effect, the dose
of active ingredient can range between 0.1 g and 50
ng per kg of bodywei ght and per day. Each unit dose
can contain fromO0.1 to 1000 ny, preferably from1l to
500 ng, of 35 active ingredient in conmbination with a
phar maceuti cal excipient. This unit dose can



be adm nistered 1 to 5 tines a day so as to adm ni ster
a daily dose of from0.5 to 5000 ng, preferably from
1 to 2500 ng. 24 There may be specific cases were

hi gher or | ower dosages are @pproprlate Such dosages
al so belong to the inventio% According to the usua
practice, the dosage appropriate for each patient is
cdeli&f. énlned by the physician according to the nethod

M

of adnministration and the weight and response of said
patient. § By uﬁ(@mlﬁn@wlj adm ni stration
formof a conpound according to i nventi on:

Compound according to the invent @nJ%O 0.my 10
Manni t ol 223. 75 ngR2Sqdi-om gresca H(@Q6 0 ny
Corn starch 15.0 ng Hydr ox] Jy! nefhyl celBul ose 2. 25
my Magnesi um stearatel3. 0 My 158 Accpndi ng to anot her
of its aspects, the preseht vention also relates to
a nethod of treating the pathdl ogi es indicated above,
whi ch conprises the adm nistration, to a patient, of
ianwififcdet i ve dose of a conpound according to the
invention or a pharnaceutically acceptable salt or

h payaegopt §oIV\¢létu@ thrsredf t2%: daims: 1. Conpound of
formulal: R2,, N~S§" i~C- O B | / R in which__n
-ﬁ§9nad§§prgs¢@¢@eafr@h}qaggyéldene group, optionally

substituted by 1 to 4 substituents selected from a halogen

atom or a hydroxyl, nitro, cyano, amino, Cis; monoalkylamino,
Cz-s dialkylamino or Ci-3 alkoxy group;
Rl represents
>- a4 hydrogen atom,
e a Ci¢alkyl group;
R2 represents

¢ a hydrogen atom, .

e a C;-¢ alkyl or Ci-g cYcloalkyl group, each of which is
optionally substituted by 1 to 4 substituents selected
from a halogen atom, a hydroxyl, nitro, cyano, amino, Cji.3
moncalkylamino, Cz-¢ dialkylamino, Cj-; perhaloalkyl, Ci-3
haloalkyl, C;-3 alkoxy or Ci-¢ cycloalkyl group, a
monocyclic hetercaryl such as a thienyl, furyl or
pvrrolyl or an aryl, such as a phenyl or a naphthyl, the
aryl being optionally substituted by 1 to 4 substituents
selected from a halogen atom or a hydroxyl, nitro, cyano,
amino, Ci-3 monoaakylamino, Cz-s dialkylamino, C;-3 alkyl,
Ci.2 perhaloalkyl, Ci-; haloalkyl, Ci-; alkoxy or a Ci-a

alkylidenedioxy group;



-(On- represents a -Cl_6 al kylidene group, optionally
substituted by 1 to 4 substituents selected froma

hal ogen atom or a hydroxyl, nitro, cyano, anmino, Cl.3
nonoal kyl am no, C2_6 dial kyl am no or Cl -3 al koxy
group; Rl represents a hydrogen atom a Cl-6 alkyl
group; R2 represents a hydrogen atom a Cl1 _6 al kyl

- al kyl gr each of which is optionally
g%bfg?$e§¥§£% 1% o 4ﬁ§§§sf|tuents selected froma
hal ogen atom a hydraoxy t a 1-
nmonoal kyl am no, C2_6 dlgrﬁykaﬁgngﬁ& ﬁazrpgkﬁgﬁgglkgpdependently

Cl_3 haloalkyl, C-3 ab%°6ﬂe°&n€§h§r0y8|@§lk&hkgﬁoﬁﬁoup or a
a nonocyclic heteroaryl such as a thienyl, 5 ar

pyrrolyl or an aryl, sug?dggggnpgeaml gk a naphthyl
the aryl being optional y substituted by 1 to 4

substituents selected RBoand Ral oggatheenreprasent a Ci.g
hydroxyl, nitro, cyano, am no, Cl_3 nonoal kyl am no,

C2_6 dial kyl am no, Cl_3adkkyfiden€lg2opps hal Galskalkenylidene
Cl 3 haloal kyl, Cl1 3 al koxy or a Cl-3 al kyl i denedi oxy

group; 26 B representsngRBRAa Cratekley R Qﬁﬁr¢¥pls alkylidene

represent, independently of one another, a Cl1_6 alkyl
group or a hydrogen at&RPUBr °rR8 ﬁﬁﬂuchtegéghilldene N(R5)-

represent a Cl.6 al kyl L dene u
al kenyl i dene group, éﬁﬁsa%?¥§+$a%ﬁelﬁfwﬂlgh R5 represents a

al kyl i dene group, or qhgéggge 1&§Oalk¥lldg13 QKEBi or Cye
alkyvlcarbonyl group, it being possible
for these C;-3 alkyl and C . alkyl-
carbonyl groups to be substituted by a
halogen atom or a hydroxyl, Ci-3 alkoxy,
nitro, cyano or amino group; or
. a cyclic amino, bonded via a carbon to the
group -NR1-(C)n-, chosen among aziridine,
azetidine, pyrrolidine, piperidine and
morpholine;
the groups R3 and R4 and the cyclic amino being optionally
substituted by 1 to 4 substituents selected from a phenyl, a
benzyl, a halogen atom or a hydroxyl, nitro, cyano, amino, Ci-3
monoalkylamineo, Cz-¢ dialkylamino, C;-3 alkyl or Ci-3; alkoxy
group; and the nitrogen atom being optionally substituted by a
Ci-3; alkyl, in the fofm of a base or addition salt with an acid,
or in the hydrate or solvate form, other than the compound in
which R1 and R2 represent hydrogen atoms, B represent a
dimethylamino group and -(C)n- represent an ethylidene group.

2, Compound according to Claim 1, characterized in



Cl1_3 al kylidene in which R5 represents a hydrogen

atomor a C1_3 alkyl or C1 6 alkylcarbonyl group, it

bei ng possible for these C1_3 alkyl and ClL 6 al kyl -

carbonyl groups to be substijuted by a hal ogen atom

or a hydroxyl, Cl1_3 al koxy, nitro, cyano or am no

group; or a cyclic amno, bonded via a carbon to the
OERYP. - NRL-(C)n-, chosen anong aziridine, azetidine,
pyrrolidine, piperidine and norpholine; the groups R3

and Rdnapgd phezcyel hc gano being optionally

substi tut ed by 1 to 4 substituents selected froma

phenyl R1 arepL8Zuht s 2ahBYQ868eA! QFbAT 0R ayé{.gahkyl group; and
nitro, cyano, amno, Cl.3 nonoal kyl am no, _6

dt+ al kyRanreorefdnBs ah khiydpogén_Stomkoexya QI QuUalk@Ddor Cs_g

the nitrogen atom being optionally substituted by a

Cl_3 atkyloalkyl hgrdup neathaobaskich addoptbonably substituted
with an acid, or in the hydrate or solvate form

ot her B¥hah thed compdthtuent s whetacked afiomoa rphergtnor a Ci-e

hydrogen atcws, 8 r present_a _di net hyl aai no g%oup and
- (O n-C¥ERaLERt: dfree breThabeelfybupCi-2. habepblyill or Ci-3 alkoxy

according to é%al 1, ggracterized in 27 that: nis

2, 3 HTUPan *MP'E‘%%YJZ SART LRGHPRY LY F W5 bituted by 1 to 4
| kyl ; R2 t d t

G AP s Tl SRLET T S T HALSURR LG O, § davaromyl,
ti | i tuted t i ‘

26l eoti ot iite Sind” S BRI ® Ga.s atativi-

per halggldy| .¢,d -ém,ogﬁlsyl% hﬁaa’”ue}dfgylis % LHPa1kyl, Cis

t he phenyl 'bei'ng opt’ on y ‘substitute
alkoxy or a C;.3; alkylidenedioxy group; and

- B representse NR3R4,
- where R3 and R4 represent, independently
of one another, a C;4 alkyl group; or
- when R3 and R4 together represent a Cig
alkylidene group, a Cz-g alkenylidene
group, Ci-3 alkylidene-0-C;-3 alkylidene
or Ci;-3 alkylidene-N(R5)-C;-3 alkylidene,

B represents a group:

33 3O 30O+T O # (>,

. or a cyclic amino bonded via a carbon to
the group -NR1l-~(C)n, chosen among aziridine,
azetidine, pyrrolidine, piperidine and
morpholine;

the groups R3, R4 and R5 and the cyclic amino being optionally

substituted; in the form of a base or addition salt with an



substituents selected froma hal ogen atomor a
hydroxyl, nitro, cyano, am no, Cl-3 nonoal kyl am no,
C2-6 dial kyl- amno, Cl1_3 alkyl, Cl 2 perhal oal kyl,
Cl1_3 haloal kyl, Cl1.3 al koxyqaor a Cl_3 al kyl i denedi oxy
group; and - B represents R4, - where R3 and R4
represent, independently of one another, a Cl_4 alkyl

SRRUE, (B i 0RE RlaBgéeYr gATLEL EBRpesent 2,0 O

grou FkeRyl T a8ne” G oup

alkylldene- dg 1
—é%ﬁbéﬁth Eoraing:ﬁﬁ Claim %fscharacterlzed in

al kyl i dene- N(R5) |dene represe a

gﬂﬂé@UpWhenJﬁBreﬁréEEnEQIﬁR3N4 231 tR30anQ' r2 EM?btﬁer form a Ci-
am no bonded via a carbon to the group -NRl1-

CHGENRY lAauIge aptdupli ne,C,. aZlikaiyicl dene rgtouh NeC; 3 alkylidene-O-
pi peri dine and norpholine; the groups R3, R4 and R5

a3 t &akkglideme aoxr NG, -beahigy bpfenaal (§5) sOhst alkyeiidena or when
the formof a base or addition salt with an 28 acid,

B Teprerentsiratevolicornine, fBris Selephpdufivom the following
according to Caim?2, characterized in that, when B

rpr Nt s NR3R4 and R3 and R4 together forma Cl- 6

al kyJ~4gdene gr , a Ike ene qrpun, Cl1_3 I\
aﬁvﬁmew er aTC@ 3( N-R5 or N 0
al kyl't dene- N( -C1L_3 alkylldene or mhen represents

a cyclic amno, Bis selected fromthe foll ow ng

groups: : tN:ngéy _tNMY .Y/ or J"Oor -fN3 or f-\
ONR6 or - &b T or :

4. Compound according to Claim 1, 2 or 3,

characterized in that it consists in:

* N-[3-(diethylamino)propyl]-1,2,3,4-tetrahydroisoquinoline-
7-sulphonamide;

* (+/-)-N-[2-(l-methylpyrrolidin-2-yl)ethyl]-1,2,3,4-
tetrahydroisoquinoline-7-sulphonamide;

¢ N-[3-(diethylamino)propyl]-2-methyl-1,2,3,4-tetra-
hydroisoquinoline-7-sulphonamide;

¢ N-[3-(diethylamino)propyl]-N-methyl-1,2,3,4-tetra-
hydroisoquinoline-7-sulphonamide;

* 2-benzyl-N-[3-(diethylamino)propyll-1,2,3,4-tetra-
hydroisoguinoline-7-sulphonamide;

¢ 2-{cyclopropylmethyl)-N-[3-(diethylamino)propyll-1,2,3,4-
tetrahydroisoquinoline-7-sulphonamide;

+ 2-{cyclohexylmethyl)-N-[3-(diethylamino)propyl]l-1,2,3,4-
tetrahydroisoquinoline-7-sulphonamide;

¢ (+/-)-N-[3-(2-methylpiperidin-1l-yl)propyll-1,2,3,4-

tetrahydroisoquinoline-7-sulphonamide;



or or N ~ 1. 4. Conmpound according to Caim1, 2 or
3, characterized in that it consists in:

N-[ 3- (di et hyl am no) propyl ]-1, 2, 3, 4-t et rahydr oi soqui no
i ne- 7-sul phonamn de; 2
(+/-)-N—[2-(1-nethy|pyrrolicﬁrrZ-yI)ethyI]-1,2,3,4-

t et rahydr oi soqui nol i ne- 7- sul phonam de;

L 3nl ghet 5y bagt BOMROBOVLIn 8- TR0 RY 41 Br3pt1 2113, 3, 4-

hydroi soqui”hol I'nes onami

V[ Seeekahhul-8ILBaYRh pxhonamggiﬁxbnémﬁé 4-tetra-

hydr0|squ|no I ne-
24 begzyh= Miéuﬁglnshhﬁb?‘lﬁka@m opyk bopréppidif of Baa-
hydr oi soqui nol i ne- 7- sul phonam de;

2- (cyetpahpaybiebhul hoi ha- ¢ dial pbaginnaepropyl1-1, 2, 3

, 4 tetrahydroi soqui nol i ne-7-sul phonam de;

2+ (cyel dhédyetkyhsnindh pBeobdl dt Byl(2rthbenydpethyl) 2132, 3, 4-
4- tetrahydroi soqui nol i ne-7-sul phonam de;
(+1-t;etrfﬂsy@oj:mwipbbénedvnsulphgnpamigsie} 1,2, 3,4-

t et r ahydroi soqui nol i ne- 7-sul phonam de;

Ne [ ¢ 36‘@4—%3@%@‘9?1‘-@??1’%21—; %f}%rébyﬁljwlmétb)’l) -1,2,3,4-
tetrah droi soqui nol | ne:- 7- sulphonanlde

N | R RRYGT O AGY LRObYRS - o UbBRORFRIdeD, 3, -

te: A i R L R e R T T
N[g%%&#iﬁwﬁ %&‘%%ﬁ‘% i %'gﬂ?lﬁl enyfrret hyl)-1,2,3,4
LR S T IO e 1 2o

tetrahydr01soqu1nollne 7-sulphonamide;

(+/-)-2-(cyclohexylmethyl)-N-{2- (1l-methylpyrrolidin-2-

vl)ethyl]-1,2,3,4-tetrahydroisoquincline-7-sulphonamide;

s N-[3-(2,5-dihydro-1H-pyrrol-l-yl)propyl]-2-methyl-1,2,3,4-
tetrahydroisoquinoline-7-sulphonamide;

* N-[3-(4-benzylpiperazin-l-yl)propyl]-1,2,3,4-
tetrahydroisoquinoline-7-sulphonamide;

e N-(3-pyrrolidin-l-ylpropyl)-1,2,3,4-tetrahydroisogquinoline-
7-sulphonamide;

¢ N-(3-morpholin-4-ylpropyl)-1,2,3,4-tetrahydroisocquinoline-
7-sulphonamide;

e N-[3-(dimethylamino)propyl]l-1,2,3,4-tetrahydroisoquinoline-
7-sulphonamide;

e 2-(cyclohexylmethyl)-N-(3-pyrrolidin-l-ylpropyl)-1,2,3,4-
tetrahydroisoquinoline-7-sulphonamide;

+ (+/-)-2-(cyclopropylmethyl)-N-[2-(l-methylpyrrolidin-2-
yl)ethyl}-1,2,3,4-tetrahydroisoquinoline-7-sulphonamide;

e (+/-)-2-benzyl-N-[2-(l-methylpyrrolidin-2-yl)ethyl]-



t et r ahydr oi soqui nol i ne- 7- sul phonam de;

2-cycl ohexyl - N-[ 3- (di et hyl am no) propyl ] -1, 2, 3, 4-

t et rahydr oi soqui nol i ne- 7- sul phonam de;

(+/-)-2- (cyclohexylnethyl)-gb[z-(l-nethylpyrrolidin-2
yl)ethyl] , 2, 3, 4-tetrahydr 01 soqui nol i ne-7-sul phonam d

N- [ 31( 2, 5~ di-Inpdrahisdrof soahrinol line-apghill phommainide; 1, 2,

3, 4- tetrahydroi soqui nol ine-7-sul phonam de;

hP[34&4 hedzyUpigepappylbenlzyin opi [2-X 12methylpyrrolidin-2-
t et rahydr oi soqui nol i ne-7-sul phonam de;

N- ( 3&'55 rEBYLAA- 2- 9|. ﬁrd;mzpr)ahydzog soquinedhperdi-sudphonamide;

I - |
le?g(f‘hﬂrE;SPﬂﬁ 3 beRegi prol -5 -y laetsyiAnYalardaqui nol

i ne-
N[ 31“?8}3%{@5}{%8?21%6%?0@9 prRY3 131420 v AakGlFEhYOYGLES-
l'ine- oha
2- (cgugoﬁexyg it ?§hﬁpﬁ§lsyrrolldln 1-ylpropyl)-1,2,3
A ¢t LRbydLoh s pho
(FLIRNe S%r*‘é%ﬁlﬁe#k??s’fha?é PRI 1 23,4
yl )et@uféh}dﬁo:?sé}qﬁfﬁb@bﬁét<?L§Q§]Hhaﬁlajnﬂae7 sul phonani d
('+/ j-R-hepzy( 1 Mnéen{ipye {:BYiaYﬁf-QL}(métﬂyYh)ftﬂy31430
1, 2,3, 4-tetrahydroi soqui nol i ne-7-sul phonam de;
(+/ §9@riﬂydsﬁb$@@uiﬂehiué}7#bﬁ?ph&naﬁiﬂabpyrrol|d|n 2
vl ) ethit3-= ﬂgﬁ#lphexyimehbﬁlb+ﬁeﬁmfnb+me9hflpmrpbbﬁéﬁhd2—
e; (#/-)-2-(1, 3- benzodi oxol - 5-yl met hyl ) -N-[2- (1
rnﬂrﬁﬂkﬁ#hxﬂ]rﬂrﬁéﬁy4j%@t@ﬁ@YerlsoquleleM§d?0$Bbphonam1de,
qU|noI|ne 7-sul phonam
(*+) - N 227 Cmm%m%hﬁlh'&'gﬁjé%m}hnlm’%rqlldln -2-
tetr 0i _soqui sul phonam de
Y@y% WL Tk 4%3/417%# Z gfs%@mqlan?@-%ulphonamde'
* (+/-)-2-(4-bromobenzyl)-N-[2-(1l-methylpyrrolidin-2-
yl)ethyl]-1,2,3,4-tetrahydroisoquinoline-7-sulphonamide;
* (+/-)-2-(2,5-dimethoxybenzyl)-N-[2~(1-methylpyrrolidin-2-
yl)ethyll-1,2,3,4-tetrahydroisoquinoline~7~sulphonamide;
e (+/-)-2-(2-methylbutyl)-N-[2-(l-methylpyrrolidin-2-
yl)ethyl]-1,2,3,4-tetrahydroisoquinoline-7-sulphonamide;
. (+/-)-2—(3—methoxybenzyl)-NL[2—(1-methylpyrrolidin-2-
yl)ethyl]-1,2,3,4-tetrahydroisoquinoline-7-sulphonamide;
e (+/-)-2-(3,5-dimethylbenzyl)-~-N-[2-{l-methylpyrrolidin-2-
vyl)lethyl]-1,2,3,4~-tetrahydroisoquinoline-7-sulphonamide
in the form of a base or addition salt with an acid, or in

the hydrate or solvate form.

5. Compound of formula II:



t et r ahydr oi soqui nol i ne- 7- sul phonam de;

(+)-2-(cycl ohexyl net hyl )-N-[ 2- (1- et hyl pyrrolidin-2-
yl)ethyl]-1, 2,3, 4-tetrahydroi soqui nol i ne-7-sul phonam d
e,

(1) - 2- (cycl ohexyl met hyl ) - N-T2- (1- met hyl pyrrol i di n- 2-
yI Yethyl]-1,2,3,4-tetrahydroi soqumolone 7-sul phonam d

(+/ ) - 2- (4- br omobenZy I NETS @ ﬁyu\pyf P din- 2

yI)ethyI] 1,2,3,4-tetraljydro nolllne7sulphonamd

(+/ )-2- (2, 5-di met hoxybenzyl ) -N-[ - (1-met hyl pyrrolidin

Yiﬁ YD By Zrépfad GLLANY WPESOGH "L LR - S W PHLEEE Pe group

(a:Ad) -2té)?nlf8éﬁw|#@yta&é A [defina®t iy @vaiR 1 i dnd B
yl)ethyl ]-172, 3, 4-t et rahydr oi soqui nol i ne-7- sul phonani d

€represents:
(+/-)-2-(3-net hoxybenzyl)-N[2-(1-met hyl pyrrolidin-2-
y~+ JR3IBA ] -viheéxe, als 1 faiydirin sebpdmol j nex 7- sul phonami d

(‘+/= Jeyekis: muingt (honded yia N [caxbometd by rgxoupli rHR1- (C)n-,
;ﬂla%ﬁtqmqmopm agixidimen e iing n RyFreliding Riperidine and

e formof a base or addition salt with an
m’? B8 the hydrate or solvate form 5. Conpound

3o, G 5 250, A, A S LS i (kA st fobally
Hmseitiba U geGle I Gatiinaca i n ol ai m""Q‘i or -
AR (O o8 oh ARBATECalA 1l o (L LK (Ui sing

RYibthind B8 fdrniaditneid rJIHPRY idM one of Claims 1 to 4 or

a salt, solvate or hydrate thereof and at least one

pharmaceutical excipient.

7. Use of a compound of formula I according to any
cne of Claims 1 to 4 or of a salt, solvate or hydrate thereof
for preparing a medicinal product intended for treating
obesity and diabetes.

8. Use of a compound of formula I according to any
one of Claims 1 to 4 or of a salt, solvate or hydrate thereof
for preparing a medicinal product intended for treating
central nervous system diseases such as wakefulness and sleep
disorders, narcolepsy, Alzheimer's disease and other
dementias, Parkinson’s digease, attention disorders in
hyperkinetic children, memory and learning disorders,

epilepsy, schizophrenia, moderate cognitive disorders,



the groups R3 and R4 and the cyclic am no being
optionally substituted as defined in claim1. 6.

Phar maceuti cal conposition conprising a conpound of
fornmula | according to any e of Cains 1 to 4 or a
salt, solvate or hydrate thereof and at |east one

phar maceuti cal excipient. 7. Use of a conpound of
férpEess ionc congl ey t csexyal ofies fincridms vexrpido candftravel
a salt, solvate or hydrate thereof for preparing a
et ERPRS - product intended for treating obesity and

di abetes. 8. Use of a conpound of fornula | according
to any one of Clains 1 to 4 or of a salt, solvate or
hydrate thereof for preparing a nedicinal product
intended for treating central nervous system di seases
such as wakeful ness and sl eep disorders, narcol epsy,
Al zhei mer' s di sease and other denentias, Parkinson's
di sease, attention disorders in hyperkinetic
children, nmenory and | earning disorders, epilepsy,
schi zophreni a, noderate cognitive disorders, 32
depression, anxiety, sexual dysfunction, vertigo and
travel sickness.



