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DI SEASE MEDI ATED BY THE ALPHA- 2B- ADRENCCEPTOR The present invention relates
to the use of selective al pha-2B-adrenoceptor antagonists for §seapr 2508
manuf acture of a pharmaceutical preparation useful for the treatment or
prevention of diseases nediated by the allpha-2B-adrenoceptor in nmammals.
The present invention also relates to a nethod for the treatnent or
preventlonemwmcs@mm%mmE'EH@MM@ﬁE Wﬁ@f OR gramal s, by
adm nistering to said mammal said sel ective renocept or

ant agoni st DISEASERBMBDIATETHEY 'NHB\FK[MA’%—MRED@CEPT@M ot her
materials used herein to illum nate the background of the invention, and
in particular, cases to provide additional details respecting the
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al pha- 2B- adrenocept or gene at certain individuals. It has been observed
t hat the

BACKGROUND OF THE INVENTION

The publications and other materials used herein to illuminate the background of the
invention, and in particular, cases to provide additional details respecting the

practice, are incorporated by reference.

The selective alpha-2B-adrenoceptor antagonists shown in Scheme I below are all
previously known. The inventors obtained the compounds A (ordering No AE-
848/34956037), C (ordering No AF-399/36012031) and D (ordering No AH-
034/34347043) from SPECS and BioSPECS B.V., Fleminglaan 16, 2289 CP
Rijswijk, The Netherlands. The compounds B (ordering No 653716) and E
(ordering No 569063) were supplied by ChemBridge Corporation, 16981 Via
Tazon, Suite G, San Diego CA 92127.

It is known that alpha-2B-adrenoceptors mediate vascular contractions. Therefore,
alpha-2B-antagonists are useful in the treatment or prevention of diseases involving
vascular contraction, It has also been found that there is a genetic polymorphism in
the alpha-2B-adrenoceptor gene at certain individuals. It has been observed that the
alpha-2B-adrenoceptor protein at some subjects has a deletion of 3 glutamates from

the glutamic acid repeat element of 12 glutamates (amino acids 297-309), in an acid



al pha- 2B- adrenoceptor protein at sonme subjects has a deletion of 3
glutamates from the glutamc acid repeat el enent of 12 gl utamates (am no
acids 297-309), in an acid 1. 8 APR 200; 2 trech of 17 am no adiglaprl mpat ed
in the third intracellular |oop of the receptor polypeptide (Heinonen et

al ., 1999). OBJECTS AND SUMVARY OF THE | N¥ENTION It has now been found that
t he conpounds selected fromthe group consisting of conmpound A, B, C, D

and E, the drethnafl FRa@indvidigd i9éRed s Heonad ihﬂa&ﬁﬂﬁz{ﬁobg o?g rexgpgtive

al pha- 2B- adr enocept or antagoni sts. Thus, this inventio ates’to the use
of a sel ectpolgpeptisledHeatnenat.ep999). ant agoni st for the manufacture of a
phar maceuti cal preparation useful for the treatnent or prevention of a -
di sease nedi ated by the al pha-2B-adrenoceptor in a mnmml. According to

t he inventi@QR; r ey | i i nd selected fromthe

gr oup consiggg‘%ﬁﬁ@@n‘gmyﬁ%%ﬁ%@{?&ﬁmgﬁl osed in Schene I, or a
phar maceutical |y acceptable salt of said conpound. This invention rel ates
also to a nethod for the treatnent or prevention of a disease nediated by

the al pha- Bhasinewdeeptound that tiecompouridi sd1d0edd RENCMER: b$p BOnsisting of
admnistering to said mammal an effective anmbunt of a sel ective alpha-2B-
adr enocept genfuagahi Bt C, IrandeE nthe fodnalae afovhish aresdiaclosepiuBichend Eated

fromthe roup consi sting of conpound A, B, C, D and E disclosed in Schene
|, or a p%&%‘?ﬁ&%&[ﬁé&ﬁ'}f‘%@%ﬁ%ﬁe%ﬁms%f sai d conpound. DETAI LED
DESCRI PTI ON OF THE | NVENTI ON Al pha- 2B- adr enocept or ant agoni sts are useful
In the treatnent and/or prevention of many di seases.

Thus, this invention relates to the use of a selective alpha-2B-adrenoceptor
antagonist for the manufacture of a pharmaceutical preparation useful for the
treatment or prevention of a disease mediated by the alpha-2B-adrenoceptor in a
mammal. According to the invention, wherein said antagonist is a compound
selected from the group consisting of compound A, B, C, D and E disclosed in

Scheme I, or a pharmaceutically acceptable salt of said compound.

This invention relates also to a method for the treatment or prevention of a disease
mediated by the alpha-2B-adrenoceptor in a mammal, said method comprising
administering to said mammal an effective amount of a selective alpha-2B-
adrenoceptor antagonist, wherein said antagonist is a compound selected from the
group consisting of compound A, B, C, D and E disclosed in Scheme I, or a

pharmaceutically acceptable salt of said compound.

DETAILED DESCRIPTION OF THE INVENTION

Alpha-2B-adrenoceptor antagonists are useful in the treatment and/or prevention of

many diseases.

Individuals having a deletion in the alpha-2B-adrenoceptor protein (Heinonen et al.

3

1999), particularly the deletion/deletion genotype (D/D genotype) is an important



I ndi vi dual s having a deletion in the al pha-2B-adrenoceptor protein

(Hei nonen et al., 1999), particularly the deletion/deletion genotype (DI D
genotype) is an inportant 1 8 APR 2004 3 target group which ben¢fi ABR foppam
adm ni stration of selective al pha-2B-adrenoceptor antagonists. It has been
found that in a popul ati on-based cohort 05 Fi nni sh m ddl e-aged nen t hat
subjects with a DD genotype of the al pha¥2B-adrenoceptor gene have a
significantly elevated risk for acute nyocardial infarction (AM) in a
five-year fa5g¢tamoup Wichihenetite frong kdindnisudtiomas s¢lactieaalphai2B-sdisheatpsomho
had no previously _diagnosed coronary heart disease (CHD) at the study

out set . The?‘é‘ﬁ%?‘é,stsit has been postulated that the D/'D genotype is related .
to an inpaired capacity to down-regul ate al pha-2B-adrenoceptor function
during sustained receptor activation. Therefore, alpha-2B-adrenoceptors are
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Unstabl e angssneaedaharthe D/D genotype is related to an impaired capacity to down-regulate
alpha-2B-adrenoceptor function during sustained receptor activation. Therefore,
alpha-2B-adrenoceptors are believed to be involved in the pathogenesis of a
significant fraction of all cases of AMI, especially in subjects with the D/D

genotype, but also in /D and I/I subjects (I means "insertion" and stands for the

"normal" allele).

The alpha-2B-adrenoceptor antagonists as disclosed in this invention would be
particularly useful in the treatment or prevention of coronary heart diseases. As

examples can be mentioned

a) Acute AMI

If alpha-2B-adrenoceptor dependent vasoconstriction is a causative factor in some
cases of AMI, then antagonism of these receptors should restore coronary
circulation and reduce the ischemic myocardial damage.

b) Unstable angina pectoris

An alpha-2B-adrenoceptor antagonist will relieve the vasoconstrictive component in

the sustained ischemic episode, thus alleviating the symptoms and preventing AMI.



An al pha- 2B- adrenoceptor antagonist will relieve the vasoconstrictive
conponent in the sustained ischernic episode, thus alleviating the
synptonms and preventing AM. | APR 2004 4 c) Prinznetal's variapgjmﬁgg?pf
angi na pectoris Vasoconstriction is a key factor in the pathogenesi's
Prinznmetal's angina, and an al pha-2B- adfenoceptor antagonist may resolve
and prevent attacks. d) QG her fornms of chronic angina pectoris and CHD An

al pha- 2B- ad) @rigeaRtAk VAR AIRRSSE Midika ifo alleviate the
vasoconstrictive conponent in aﬁ%ﬂégypé‘g&'@ ECHD, provi di ng both synptomatic
relief and protection fromAM . A general reduction in vascular tone wl|
contri buter}}o this by reducin venous return, cardi ac workl oad and oxygen
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arolein Fﬁ%tae s?ir?n?‘?ﬁpﬁ%‘??ﬂfg@mgﬁ@awﬁﬁ veand-prexeiodtcks. ant agoni sts as
disclosed in this invention would be useful in the treatnment or prevention
of essential hypertension, especially in subjects with increased
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menti oned above, the DID variant of the al pha-2B-adrenoceptor gene was not

clearly associated with bl ood pressure. The inventors believe that this was

due to two,main factors, 1) antihypertensive treatnent, and 2) conplex
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venous return, cardiac workload and oxygen consumption (a nitrate-type effect; see

below).

e) Prevention of restenosis after coroary angioplasty in cases where vasoconstriction

plays a role in restenosis.

Furhermore, the alpha-2B-adrenoceptor antagonists as disclosed in this invention
would be useful in the treatment or prevention of essential hypertension, especiaily

in subjects with increased sympathetic activity and a hyperdynamic circulatory

system.

In the study mentioned above, the D/D variant of the alpha-2B-adrenoceptor gene
was not clearly associated with blood pressure. The inventors believe that this was
due to two main factors, 1) antihypertensive treatment, and 2) complex regulation of
systemic blood pressure. In another study (Heinonen et al.), it was observed that the
D/D genotype was associated with reduced basal metabolic rate and reduced heart

rate. These associations probably reflect increased vascular resistance in these

subjects.



subjects. 18 APR 2004 5 In transgenic mce wth targeted inactivation of

t he al pha- 2B- adrenocept or gene, intravenously adm nistered

al pha- 2- adrenoceptor agonists fail to induce the characteristiggmhprthy,
pressure elevation which is seen in normal animals and also in hunmans
after large doses of such drugs (Link et3al., 1996). The hypotensive effect
of these drugs was markedly accentuated. This denonstrates that al pha-2B-
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Specifically, benefits can be expected I'nt treatnment or prevention of -
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An alpha-2B-adrenoceptor antagonist is postulated to have favourable effects in
hypertensive subjects through their effects on renal function, muscle blood flow,
and also on vascular resistance in other vascular beds. The anti-AMI effect of such a
drug will be an additional benefit, as hypertension is a significant risk factor for
AMIL. This protection is due to three factors: 1) a reduction in systemic blood
pressure, 2) decreased risk of coronary vasoconstriction, and 3) a nitrate-like effect

on venous return, myocardial workload and oxygen consumption.,

Moreover, the alpha-2B-adrenoceptor antagonists as disclosed in this invention
would be useful in the treatment or prevention of other vascular diseases.
Specifically, benefits can be expected in the treatment or prevention of

- vasoconstriction and hypoxic brain damage subsequent to subarachnoid
haemorrhage,

- migraine,

- Raynaud’s disease and cold intolerance,

- pre-eclampsia,

- male erectile dysfynction, and

- obesity and the metabolic syndrome.



haenorrhage, - mgraine, - Raynaud's di sease and cold intol erance, -
pre-eclanpsia, - male erectile dysfynction, and - obesity and the netabolic
syndrome. 16APR2 6 The |ast nentioned effect is due to the fack g hak 284
reduced nuscle blood flow and reduced basal netabolic rate contribute to
the devel opment of obesity and hypertensggon. An al pha-2B-adrenocept or
antagonist will, by increasing the nuscle blood flow, increase energy
expenditure and shift the caloric balance to a favourable direction. The
al pha- 2B- adr enocept or antagoni sts disclosed in this invention are al so
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t hese agonists, a_sinultaneously adm nistered al pha-2B- agr ehocept or
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anest hetic bioscﬁ | evel s whi ch have nat previ ousk&?&gn possible in man,
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affinity humpigl pha- 2-adrenoceptor The affinity of test conpounds for the
three human 02-adrenoceptor subtypes ((X2A, a2B and a2c) was determined in
conpetition binding assays with 3Hrauwol scine. The biological nmaterial
for these experinments consisted of nenbranes from

The alpha-2B-adrenoceptor antagonists disclosed in this invention are also useful in

anesthesia and analgesia to potentiate the clinical efficacy of alpha-2-adrenoceptor
agonists which are not selective for the alpha-2B-adrenoceptor subtype. By
blocking the vasoconstriction induced by these agonists, a simultaneously
administered alpha-2B-adrenoceptor antagonist will allow the use of larger doses of
said agonists, up to anesthetic dose levels which have not previously been possible

in man, only in veterinary anesthetic practice.

EXPERIMENTAL. SECTION

Binding affinity human alpha-2-adrenoceptor

The affinity of test compounds for the three human 0p-adrenoceptor subtypes (Cza,
O and Qyc) was determined in competition binding assays with *H-rauwolscine.
The biological material for these experiments consisted of membranes from
Shionogi S115 cells stably transfected with either of the three human 0> subtypes
(Marjamski et al. 1992). Membrane (5-10 pg of total protein per sample) and 1 nM
— 2 nM *H-rauwolscine (specific activity 78 Ci/mmol) were incubated in 50 mM
KH,PO,, pH 7.5 with 6 concentrations of the compounds. Each concentration was
run in duplicate. Nonspecific binding was defined by 100 uM oxymetazoline and
corresponded to 5 - 15% of total binding. After 30 min at room ternperature,
incubations were terminated by rapid vacuum filtration through GF/B glass fiber

filter and three 5 ml washes with icecold Incubation buffer. The filters were then



Shionogi S 115 cells stably transfected with either of the three human a2
subtypes (Marjanmeki et al. 1992). Menbrane (5-10 g of total protein per
sanple) and 1 nM - 2 nM 3Hrauwol scine (specific activity 78 Qérmgﬁ mler e
i ncubated in 50 MM KH2PO4, pH 7.5 with 6 concentrations of the conpounds.
Each concentration was run in duplicate7 Nonspecific binding was defi ned
by 100 M oxynetazoline and corresponded to 5 - 15% of total binding. After
30 min at afed)ifFeiALUBEh sciMAREhh AfeiMRiRodRivilynaiOedurt@pyd vacuum
filtration through G-/ B glass fiber filter and thfee 5 nl washes with
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| mpr egnat ef with scintil]late and their_radioactivity was neasured by :
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is presented as Ki's in nM(Mean SEM, n = 3 unless indicated ot herw se
Conmpoundal %ha- 2Aal pha- 2Bal pha- 2C A4100200304>4700 C>30000 (n=2)18(50

(n=2) >30000ak-12) Bmddnpafitioe 00 B0ORH B>aiienc@pior GORABR00 E>1000002900
300>100000 Binding affinity rat cortical al-adrenoceptor The affinity for
rat neocortical a,-adrenoceptors was determined in conpetition

Data is presented as Ki's in nM (Mean = SEM), n = 3 unless indicated otherwise

Compound alpha-2A alpha-2B alpha-2C

A 4100 £200 30+4 >4700

C >30000 (n=2) 1860 (n=2) >30000 (n=2)
D >30000 530 + 90 >30000

B >30000 215+60 >30000

E >100000 2900 = 300 >100000

Binding affinity rat cortical a;-adrenoceptor

The affinity for rat neocortical o;~adrenoceptors was determined in competition

binding assays with 3H-prazosin. The biological material for these assays consisted

of membranes from rat neocortex. Membrane suspensions (100-200 ug of total

protein per sample) and 0.2 nM-0.25nM of *H-prazosin (specific activity 74

Ci/mmol) were incubated with 6 concentrations of compounds in a total volume of

0.25 ml (50 mM Tris pH 7.7 at 25°C). Each concentration was run in duplicate.

Nonspecific binding was defined by 10 uM phentolamine methanesulfonate and

corresponded to 25-30 % of total binding. After 30 min at room temperature,




bi ndi ng assays wth 3H prazosin. The biol ogical material for these assays
consisted of nenbranes fromrat neocortex. Menbrane suspensions (100-200 g
of total protein per sanple) and 0.2 nMO0.25nM of 3H prazosin {8pdRA Pios
activity 74 G /mmol) were incubated with 6 concentrations of conmpounds in
a total volune of 0.25 m (50 MM Tris pHR7.7 at 25C). Each concentration
was run in duplicate. Nonspecific binding was defined by 10 M phentol am ne
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ice-cold 10 M Tris (pH 7.7 at 4C). After drying, a solid scéintillate was
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inilgﬂpgcerrent of
I t

caused i nsuft? 3H prazosin to allow the estimte of
an | C50 val ue. I's therefore concluded that the 1C50 and the Ki of
conmpound A nust be >30 000 nM Antagonist activity on human a, - adrenocept or
subt ypes AMRe¥ni st potencies were deternined as the ability of test
conpounds to conpetitively inhibit epinephrine-stimnulated 35S-GIPyS

bi ndi ng t o A3 pomeenirasorsTofaip te30 AM,.cob@RtindVK hasd RREFH : Sper
et al., 1998) in n_enbranef?rpof CE% cell's stablfll transfecte %Bt] one of the
t hr ee hunmantaPrazgpinipadloppiieesnolagaoean KLy, valuQ s thbreferesdonchided|that tA998) .

Menbr anes (;R- 6 f protein per, sanple) and 12 —concentrations of test
conpound mgééoﬂ?%ﬁ‘r?clgbﬁ{%@‘?&md&g st B x30 Q09 nMbd  concentration fo
epi nephrine (5 AMfor a2A" 15 iMfor cL2B, 5 AMfor a2c) in 50

Antagonist activity on human a,-adrenoceptor subtypes

Antagonist potencies were determined as the ability of test compounds to
competitively inhibit epinephrine-stimulated 35S-GTPyS binding to G proteins (Tian
et al., 1993; Wieland and Jakobs, 1994 J asper et al., 1998) in membranes of CHO
cells stably transfected with one of the three human iz subtypes (Pohjanoksa et al.,
1997; Marjamiki et al., 1998). Membranes (2-6 pg of protein per sample) and 12
concentrations of test compound were preincubated for 30 min with a fixed
concentration fo epinephrine (5 uM for 0y, 15 uM for op, 5 uM for 0ye) in S0
mM Tris, 5 mM MgCl,, 150 mM NaCl, 1 mM DTT, 1 mM EDTA, 10 pM GDP, 30
1M ascorbic acid, pH 7.4 at room temperature. Binding of radiolabel was started by
the addition of trace amounts of 35S-GTPyS (0.08 nM- 0.15 nM, specific activity
1250 Ci/mmol) to the incubation mixture. After an additional 60 min at Toom
temperature, the incubation was terminated by rapid vacuum filtration through glass
fiber filter. Filters were washed three times with 5 mi icecold wash buffer (20 mM
Tris, 5 mM MgCl,, 1 mM EDTA pH 7.4 at room temperature), dried and counted
for radioactivity in a scintiallation counter. Analysis of experiments was carried out

by nonlinear least square fitting. Experiments were repeated at Jeast three times.



mM Tris, 5 MM MCl2, 150 MM NaCl, 1 mM DTT, | mM EDTA, 10 pM GDP, 30 AM
ascorbic acid, pH 7.4 at roomtenperature. Binding of radiolabel was
started by the addition of trace amounts of 35S-GIPyS (0.08 nl\/_L§ é)Ag,E ﬂl\{l
specific activity 1250 Cilmmol) to the incubation mxture. After an"
additional 60 min at room tenperature, the incubation was term nated by
rapid vacuumfiltration through glass fiber filter. Filters were washed
three ti mesTatlé R: AnMedneR GPledt BRSHN | Brord 12, 1 v
EDTA pH 7.4 at room t°errper ature), d?%%@gn@%g%dt%%%{d?oorn [rhgmd(})%dgt%% ty in a
sci nti al | atddsenaseptarenbtypesl ysi s of experiments was carried out by
nonlinear |east square fitting. Experiments were repeated at |east three-
times. 96APR2 9 Table 2: Antagonist effect of conpound A and conpound B on
t he human - cept or,-Subt ta | resented,as KB 's in nM (Mean
SEM, n i sqgat%gf’%gg?tgﬁ PR é%@gﬁ%m@%ﬁ%ﬁﬁaﬂwﬁm@fmem pha- 2B

al pha- 2C* A24BAmeAR73 232400 900 B>10 000250 80>10 000 * only inconplete
dose-response curves coul d be obtai ned, KB nunbers are m ni mrum esti nates
For the purpose of the invention, the al pha-2B-adrenoceptor antagonist as
di scl osed Hn-Schene | or its pharmaceutically acceptable salt can be

admi ni st er eompopadi ous | alpha-2A* alpha-2B alpha-2C*
A 2400 = 700 73 +23 2400 = 900
B >10 000 250 = 80 >10 000

* only incomplete dose-response curves could be obtained, KB numbers are

minimum estimates

For the purpose of the invention, the alpha-2B -adrenoceptor antagonist as disclosed
in Scheme I or its pharmaceutically acceptable salt can be administered by various
routes. The suitable administration forms include, for example, oral formulations;
parenteral injections including intravenous, intramuscular, intradermal and
subcutanous injections; transdermal or rectal administration forms. The required
dosage of the compounds of the alpha-2B-adrenoceptor antagonist will vary with
the particular condition being treated, the severity of the condition, the duration of
the treatment, the administration route and the specific compound being employed.

The suitable dose varies in the range 5 g to 100 mg per kg body weight and day for

an adult person.

It will be appreciated that the methods of the present invention can be incorporated
in the form of a variety of embodiments, only a few of which are disclosed herein. It
will be apparent for the specialist in the field that other embodiments exist and do
not depart from the spirit of the invention. Thus, the described embodiments are

illustrative and should not be construed as restrictive.



routes. The suitable adm nistration forns include, for exanple, oral
formul ations; parenteral injections including intravenous, intranuscul ar,
intradermal and subcutanous injections; transdermal or rectal %5 APR 20
adm nistration forns- The required dosage,of the conpounds of the

al pha- 2B- adr enoceptor antagonist wll vary"with the particular condition
being treated, the severity of the condition, the duration of the
treatment, the adningghﬁﬁﬁﬂbn route and the specific conmpound being

enpl oyed. The suitable dose varies in the range 5g to 100 ng per kg body
wei ght and day for an adult person. It will be appreciated that the

nmet hods of the present invention can be incorporated in the formof a
vari ety of enbodinents, only a few of which are disclosed herein. It wll
be apparent for the specialist in the field that other enbodi nents exi st
and do not depart fromt TTT t ~eA—FHhus, the described
enbodi nents are illustragtive and shobdpseid be constrped as restrictive.
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APR 2004 12 CLAIMS 1. Use of a selective al pha-2B-adrenoceptor antagoni st
for the manufacture of a pharnmaceutical preparation for the treatnent or
prevention of a disease nediated by the al pha-2B-adrenoceptor in a manmal,
wherein said antagoni st is a conpound sel®cted fromthe group consi sting
of conmpounds A, B, C, and E disclosed in Schene |, or a pharmaceutically
accept abl e safLAMSsai d conpound. 2. The use according to claim 1, wherein
the disease is a coronary heart disease (CHD). 3. The use according to

cl aim 2, -wher gl 0sd b, S5R2 Sk 0B REHS R ATAEOE ol BLARGHIRRCAN) . -

unst abl e angi na pectoris, rinzme stvaria m of angi na pectoris, -

other forns ofhatimacniticalyrgparatiGetr did seatingnt@dBrev@hition of £disee shadliAtd By
coronary angi opl asty. 4. The use according to claim1l, wherein the disease
is essenti al 1%9 eAB-adgnogeptorrip amaammalks sherain said antagemistls a gprapesnd t he

o s ARt Rmhe EARR oL doninolBIOROBOE! T Gt Ri8losBARR™ ©

brai n damage Subsequéen
Scheme I, or 2 pharmaceutically acceptable salt of said compound.

2. The use according to claim 1, wherein the disease is a coronary heart disease
(CHD).

3. The use according to claim 2, wherein the disease is

- acute myocardial infarction (AMI),

- unstable angina pectoris,

- Prinzmetal's variant form of angina pectoris,

- other forms of chronic angina pectoris and CHD, or
- restenosis after coronary angioplasty.

4. The use according to claim 1, wherein the disease is essential hypertension.

5. The use according to claim 1, wherein the disease is a vascular disease, which is
- vasoconstriction or hypoxic brain damage subsequent to subarachnoid
hemorrhage,

- migraine,

- Raynaud's disease or cold intolerance,

- pre-eclampsia,

- male erectile dysfunction, or

- obesity.



- mgraine, - Raynaud's disease or cold intol erance, - pre-eclanpsia, -
mal e erectile dysfunction, or - obesity. 6 APR 2004 13 6. Use of a

sel ective al pha-2B-adrenoceptor antagonist for the manufacture of Sa’?P 004
phar maceutical preparation for potentiating the clinical efficacy o Ra?l
anesthetic and/or anal getic al pha-2-adrenoceptor agoni st, said agoni st not
bei ng selective for the al pha-2B- adrenoc?gtor subtype. 7. A conpound
selected fromthe group consisting of conpounds A, B, C and E disclosed in

e ey BMOEEBEE AR A AT RERRO SopSY antaRonfeFho? tie mbmutacture ofa 1€ 2°
pharmaceutical preparation for potentiating the clinical efficacy of an anesthetic

and/or analgetic alpha-2-adrenoceptor agonist, said agonist not being selective for

the alpha-2B-adrenoceptor subtype.

7. A compound selected from the group consisting of compounds A, B, Cand E

disclosed in Scheme 1, or pharmaceutically acceptable salt of said compound
for use as a medicament.



