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Description
FIELD OF THE INVENTION

[0001] The present invention relates to sigma receptor ligands, more particularly to some indazole derivatives, and
pharmaceutical compositions comprising them, for use in therapy and/or prophylaxis of pain associated to bone cancer.

BACKGROUND

[0002] Opioids are commonly used for the treatment of cancer pain (N.l. Cherny Eur J Cancer Supplement 2005, 3,
61-75; J. Menten Eur J Cancer Supplement 2005, 3, 77-86).

[0003] Bone cancer pain is a devastating manifestation of metastatic cancer. Unfortunatelly, current therapies can be
ineffective, and when they are effective, the duration of the patient’s survival typically exceeds the duration of the pain
relief. New, mechanistically based therapies are desperately needed.

[0004] Patients with malignant tumors that have metastasized to bone are frequently confronted with poor quality of
life. Skeletal complications as sequelae of metastatic disease manifest themselves in ~70% of patients with advanced
breast or prostatic carcinoma. Skeletal metastases are discovered in >90% of patients who die of breast or prostate
carcinoma. Bone cancer pain is one of the most common symptoms presented by patients with cancer. Metastatic breast
and prostate carcinomas are principal contributors to the prevalence of cancer-induced bone pain. Thus the pain from
bone cancer also represents the most common pain in human patients with advanced cancer, because most common
tumors including breast, prostate and lung cancers have a remarkable propensity to metastasize to bone.

[0005] Human cancer patients who are in advanced stages of the disease, particularly those with bone metastasis,
report that they experience significant pain and pain intensity appears to be related to the degree of bone destruction.

[0006] Cancer patients with skeletal involvement often suffer from fractures, hypercalcemia, spinal cord compression
and severe pain, all of which, as mentioned, contribute to an increased morbidity and decreased quality of life.

[0007] Pain originating from skeletal metastases usually increases in magnitude over the evolution of the disease and
is commonly divided into two categories: ongoing pain and breakthrough or incident pain.

[0008] Ongoing pain which is usually the first symptom of bone cancer, begins as a dull, constant, throbbing pain that
increases in intensity with time and is exacerbated by use of involved portions of skeleton.

[0009] W.ith increased bone destruction and time, the pain intensifies and then intermittent episodes of extreme pain
can occur spontaneously or, more commonly, after weigh-bearing or movement of the affected limb. This pain is referred
to as "breakthrough or incident pain”.

[0010] Of these two types of pain, breakthrough pain is more difficult to control as, for instance, the dose of opioids
needed to control this pain are frequently higher than that needed to control ongoing pain and thus are accompanied
by significant unwanted side effects as commented after.

[0011] Mechanical allodynia is the painful perception of mechanical stimuli that are not normally perceived as noxious.
With this bone cancer pain, this acute form of movement-evoked pain can be generated by modest limb use, coughing
or turning in bed and has diminished responsiveness to conventional therapeutics.

[0012] Pain intensity varies among cancer patients and is dependent on a patient’s pain sensitivity, the type of cancer
and the tumor location. Cancer treatment guidelines provided by the World Health Organization (WHO) have been used
in oncology and pain treatment clinics. Treatment of human cancer patients include the use of opioids, non-steroidal
anti-inflammatory drugs (NSAIDs), corticosteroids, local anhestetics, antidepressants and anticonvulsants either alone
or in combination.

[0013] Chronic pain unresponsive to anti-inflammatory agents, chemotherapy, radiotherapy, surgery and/or bisphos-
phonates is typically combated with strong pain medications. Opioid management of advanced bone cancer pain is
common and effective for pain relief. Unfortunately, opioid doses required to attenuate bone pain (120 mg/kg daily) can
produce undesirable side effects, such as confusion, respiratory depression, somnolence and constipation. These side
effects can severely diminish overall quality of life. Within 4 weeks after seeing their physician, 73% of terminally ill
patients receiving opioid treatment reported pain that was moderate to severe and 40% of those patients with severe
pain requested an increase in opioid treatment.

[0014] The escalating doses of opioids required to control the pain may reflect either an evolving opioid tolerance or
an increase in the severity of pain. Although both mechanisms are probably involved in the escalating dose of morphine
required for this pain, the ability to notably reduce opioid requirements by the use of palliative therapies suggest that the
high opioid doses are at least partially a reflection of the intensity associated with the bone cancer pain state.

[0015] Because opioid do not directly target the source of pain but act systematically via the central nervous system,
the negative repercussions to organ systems can contribute significantly to poor quality of life (Clin. Cancer Res., 2006,
12(20 Supplm., 6231s-6235s; Compar. Med., 2008, 58(3), 220-233; J. Pain and Symp. Manag., 2005, 29(55), S32-546).
[0016] Animal models of cancer pain can be divided into the following five categories: bone cancer pain models, non-
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bone cancer pain models, cancer invasion pain models, cancer chemotherapeutic-induced peripheral neuropathy models
and spontaneous occurring cancer pain models. Specifically, bone cancer pain has been studied, among others, using
a rat breast carcinoma model (MRMT-1), murine fibrosarcoma (2472), murine breast carcinomas (4T1), hepatocellular
carcinomas (HCa-1) and murine melanoma (B16).

[0017] Use of these models has revealed numerous features associated with pain-related behaviors and has provided
insight into neurochemical and neurophysiological mechanisms that underlie cancer pain. Many of the features observed
in these animal models are shared by human cancer patients that experiences tumor pain including bone destruction,
primary afferent neuron sensitization and reorganization and development of central sensitization in the spinal cord.
[0018] As previously mentioned, a major problem in dealing with advanced bone cancer pain is that whereas opioids
may be able to control ongoing pain, these same doses are frequently insufficient to block movement-evoked break-
through pain.

[0019] Sigma-1 receptor antagonists have been reported to be useful in the treatment of pain (J.L. Diaz et al. Cent
Nerv Syst Agents Med Chem 2009, 9, 172-183; T. Maurice et al. Pharmacol Ther 2009, 124, 195-2086), in the treatment
of post-operative pain (S.A. Bura et al. Eur J Pain Supplements 2010, 4, 49) and in the treatment of neuropathic pain
induced by the chemotherapeutic agent paclitaxel (F.R. Nieto et al. Eur J Pain Supplements 2010, 4, 56).

[0020] WO 2006/021462 A1, US 2010/190781 A1, WO 2009/130331 A1, and WO 2007/098953 A1 disclose pyrazole
derivatives as sigma receptor inhibitors and their use in the treatment of pain.

[0021] WO 2009/130310 A1 discloses the use of 1-aryl-3-aminoalkoxy pyrazoles as sigma ligands enhancing the
analgesic effect of opioids and opiates and attenuating the dependency induced by them. Combinations of said sigma
ligands and opioids or opiates have been also disclosed for treating post-operative pain in EP 2 353 591 A1 (Art. 54(3)
EPC document).

[0022] As data present in the art suggests that bone cancer pain may have both an inflammatory and a neuropathic
component and even though significant progress has been made recently in experimental models that examine potential
new therapies, clearly more effective treatments with greater efficacy versus inflammatory and neuropathic component
for bone cancer pain are needed due to that the goal of pain management is not only to alleviate the pain, but also to
maintain the patient’s physiological and psychological well-being.

BRIEF DESCRIPTION OF THE INVENTION

[0023] The present invention relates to the use of a sigma ligand as adjuvant in the therapy of bone cancer pain,
wherein the sigma ligand is 4-{2-[5-methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxylethyl} morpholine, or a pharmaceu-
tically acceptable salt or solvate thereof. This benefit of the invention is more evident when the sigma ligand is specifically
a sigma-1 receptor antagonist, preferably in the form of a (neutral) antagonist, an inverse agonist or a partial antagonist.
[0024] Disclosed herein is a sigma ligand for use in the prevention and/or treatment of pain associated to bone cancer,
wherein said sigma ligand has the general formula (l):

)
wherein
R, is selected from the group consisting of hydrogen, substituted or unsubstituted alkyl, substituted or unsubstituted

cycloalkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted aryl, substituted or unsubstituted ary-
lalkyl, substituted or unsubstituted non-aromatic heterocyclyl, substituted or unsubstituted aromatic heterocyclyl,
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substituted or unsubstituted heterocyclylalkyl, -CORg, -C(O)ORg, - C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rg,
-S(0)-Rg, -NRgRg, -NRgC(O)Rg, - NO,, -N=CRgRg, and halogen;

R, is selected from the group consisting of hydrogen, substituted or unsubstituted alkyl, substituted or unsubstituted
cycloalkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted aryl, substituted or unsubstituted ary-
lalkyl, substituted or unsubstituted, aromatic or non-aromatic heterocyclyl, substituted or unsubstituted heterocycly-
lalkyl, -CORg, -C(O)ORg, -C(O)NRgRg, -CH=NRg, -CN, - ORg, -OC(O)Rg, -S(0)1-Rg, -NRgRg, -NRgC(O)Rg, -NO,,
-N=CRgRyg, and halogen;

R; and R, are independently selected from the group consisting of hydrogen, substituted or unsubstituted alkyl,
substituted or unsubstituted cycloalkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted aryl, sub-
stituted or unsubstituted arylalkyl, substituted or unsubstituted, aromatic or non-aromatic heterocyclyl, substituted
or unsubstituted heterocyclylalkyl, -CORg, -C(O)ORg, - C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rg, -S(O)-Rg,
-NRgRg, -NRgC(O)Rg, - NO,, -N=CRgRg, and halogen, or together they form an optionally substituted fused ring
system;

R and Ry are independently selected from the group consisting of hydrogen, substituted or unsubstituted alkyl,
substituted or unsubstituted cycloalkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted aryl, sub-
stituted or unsubstituted arylalkyl, substituted or unsubstituted, aromatic or non-aromatic heterocyclyl, substituted
or unsubstituted heterocyclylalkyl, -CORg, -C(O)ORg, - C(O)NRgRg, -CH=NRg, -CN, -ORg, -OC(O)Rg, -S(0O);-Rg,
-NRgRg, -NRgC(O)Rg, - NO,, -N=CRgRg, and halogen, or together form, with the nitrogen atom to which they are
attached, a substituted or unsubstituted, aromatic or non-aromatic heterocyclyl group;

nis selected from 1,2, 3, 4,5, 6, 7 and 8;
tis1,20r3;

Rg and Rg are each independently selected from the group consisting of hydrogen, substituted or unsubstituted
alkyl, substituted or unsubstituted cycloalkyl, substituted or unsubstituted alkenyl, substituted or unsubstituted aryl,
substituted or unsubstituted, aromatic or non-aromatic heterocyclyl, substituted or unsubstituted alkoxy, substituted
or unsubstituted aryloxy, and halogen;

or a pharmaceutically acceptable salt, isomer, prodrug or solvate thereof.

[0025] Also disclosed is the use of sigma ligand as defined above for the manufacture of a medicament for the
prevention and/or treatment of pain associated to bone cancer.

[0026] Also disclosed is a sigma ligand for use in a method of treatment of a patient suffering pain associated to a
bone cancer, or likely to suffer pain as a result of bone cancer, which comprises administering to the patient in need of
such a treatment or prophylaxis a therapeutically effective amount of a sigma ligand as defined above.

[0027] One aspect of the present invention relates to a sigma ligand for use in the prevention and/or treatment of pain
associated to bone cancer, wherein the sigma ligand is 4-{2-[5-methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}
morpholine, or a pharmaceutically acceptable salt or solvate thereof.

[0028] Another aspect of the invention refers to a combination of at least one sigma ligand as defined above and at
least one opioid or opiate compound for simultaneous, separate or sequential administration, for use in the prevention
and/or treatment of pain associated to a bone cancer, wherein the sigma ligand is 4-{2-[5-methyl-1-(haphthalen-2-yl)-1
H-pyrazol-3-yloxy]ethyl} morpholine, or a pharmaceutically acceptable salt or solvate thereof.

[0029] These aspects and preferred embodiments thereof are additionally also defined in the claims.

BRIEF DESCRIPTION OF THE FIGURES

[0030]
Figure 1: Von Frey test. Determination of the optimal dose level of morphine for the second phase (Phase 2).
Figure 2: Von Frey test. Synergistic effect of morphine (1.25 mg/kg) and example 1 (40 mg/kg) in Phase 2.
Figure 3: Von Frey test. Synergistic effect of morphine (1.25 mg/kg) and example 1 (80 mg/kg) in Phase 2.

DETAILED DESCRIPTION OF THE INVENTION

[0031] In the context of the present disclosure, the following terms have the meaning detailed below.
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[0032] "Alkyl" refers to a straight or branched hydrocarbon chain radical consisting of 1 to 12 carbon atoms, containing
no unsaturation, and which is attached to the rest of the molecule by a single bond, e. g., methyl, ethyl, n-propyl, i-propyl,
n-butyl, t-butyl, n-pentyl, etc. Alkyl radicals may be optionally substituted by one or more substituents such as aryl, halo,
hydroxy, alkoxy, carboxy, cyano, carbonyl, acyl, alkoxycarbonyl, amino, nitro, mercapto, alkylthio, etc. Preferred alkyl
radicals have from 1 to 6 carbon atoms. If substituted by aryl, it corresponds to an "Arylalkyl" radical, such as benzyl or
phenethyl. If substituted by heterocyclyl, it corresponds to a "Heterocyclylalkyl" radical. "Alkeny!" refers to a straight or
branched hydrocarbon chain radical consisting of 2 to 12 carbon atoms, containing at least one unsaturation, and which
is attached to the rest of the molecule by a single bond. Alkenill radicals may be optionally substituted by one or more
substituents such as aryl, halo, hydroxy, alkoxy, carboxy, cyano, carbonyl, acyl, alkoxycarbonyl, amino, nitro, mercapto,
alkylthio, etc. Preferred alkenyl radicals have from 2 to 6 carbon atoms.

[0033] "Cycloalkyl" refers to a stable 3-to 10-membered monocyclic or bicyclic radical which is saturated or partially
saturated, and which consist solely of carbon and hydrogen atoms, such as cyclohexyl or adamantyl. Unless otherwise
stated specifically in the specification, the term "cycloalkyl" is meant to include cycloalkyl radicals which are optionally
substituted by one or more substituents such as alkyl, halo, hydroxy, amino, cyano, nitro, alkoxy, carboxy, alkoxycarbonyl,
etc.

[0034] "Aryl" refers to single and multiple aromatic ring radicals, including multiple ring radicals that contain separate
and/or fused aryl groups. Typical aryl groups contain from 1 to 3 separated or fused rings and from 6 to about 18 carbon
ring atoms, such as phenyl, naphthyl, indenyl, fenanthryl or anthracylradical. The aryl radical may be optionally substituted
by one or more substituents such as hydroxy, mercapto, halo, alkyl, phenyl, alkoxy, haloalkyl, nitro, cyano, dialkylamino,
aminoalkyl, acyl, alkoxycarbonyl, etc.

[0035] "Heterocyclyl" refers to a stable 3-to 15 membered ring radical which consists of carbon atoms and from one
to five heteroatoms selected from the group consisting of nitrogen, oxygen, and sulfur, preferably a 4-to 8-membered
ring with one or more heteroatoms, more preferably a 5-or 6-membered ring with one or more heteroatoms. It may be
aromatic or not aromatic. For the purposes of this invention, the heterocycle may be a monocyclic, bicyclic or tricyclic
ring system, which may include fused ring systems; and the nitrogen, carbon or sulfur atoms in the heterocyclyl radical
may be optionally oxidised; the nitrogen atom may be optionally quaternized; and the heterocyclyl radical may be partially
or fully saturated or aromatic. Examples of such heterocycles include, but are not limited to, azepines, benzimidazole,
benzothiazole, furan, isothiazole, imidazole, indole, piperidine, piperazine, purine, quinoline, thiadiazole, tetrahydrofuran,
coumarine, morpholine; pyrrole, pyrazole, oxazole, isoxazole, triazole, imidazole, etc.

[0036] "Alkoxy" refers to a radical of the formula -OR, where R, is an alkyl radical as defined above, e. g., methoxy,
ethoxy, propoxy, etc.

[0037] "Amino" refers to a radical of the formula -NH,, -NHR, or -NR,R;,, optionally quaternized, e.g., methylamino,
ethylamino, dimethylamino, diethylamino, propylamino, etc.

[0038] "Halogen", "halo" or "hal" refers to bromo, chloro, iodo or fluoro.

[0039] References herein to substituted groups in the compounds disclosed in the present invention refer to the
specified moiety that may be substituted at one or more available positions by one or more suitable groups, e. g., halogen
such as fluoro, chloro, bromo and iodo; cyano; hydroxyl; nitro; azido; alkanoyl such as a C¢_g alkanoyl group such as
acyl and the like; carboxamido; alkyl groups including those groups having 1 to about 12 carbon atoms or from 1 to
about 6 carbon atoms and more preferably 1-3 carbon atoms; alkenyl and alkynyl groups including groups having one
or more unsaturated linkages and from 2 to about 12 carbon or from 2 to about 6 carbon atoms; alkoxy groups having
one or more oxygen linkages and from 1 to about 12 carbon atoms or 1 to about 6 carbon atoms; aryloxy such as
phenoxy; alkylthio groups including those moieties having one or more thioether linkages and from 1 to about 12 carbon
atoms or from 1 to about 6 carbon atoms; alkylsulfinyl groups including those moieties having one or more sulfinyl
linkages and from 1 to about 12 carbon atoms or from 1 to about 6 carbon atoms; alkylsulfonyl groups including those
moieties having one or more sulfonyl linkages and from 1 to about 12 carbon atoms or from 1 to about 6 carbon atoms;
aminoalkyl groups such as groups having one or more N atoms and from 1 to about 12 carbon atoms or from 1 to about
6 carbon atoms; carbocylic aryl having 6 or more carbons, particularly phenyl or naphthyl and aralkyl such as benzyl.
Unless otherwise indicated, an optionally substituted group may have a substituent at each substitutable position of the
group, and each substitution is independent of the other.

[0040] The term "salt" must be understood as any form of an active compound used in accordance with this invention
in which said compound is in ionic form or is charged and coupled to a counter-ion (a cation or anion) or is in solution.
This definition also includes quaternary ammonium salts and complexes of the active molecule with other molecules
and ions, particularly, complexes formed via ionic interactions. The definition includes in particular physiologically ac-
ceptable salts; this term must be understood as equivalent to "pharmacologically acceptable salts" or "pharmaceutically
acceptable salts".

[0041] The term "pharmaceutically acceptable salts" in the context of this invention means any salt that is tolerated
physiologically (normally meaning thatitis not toxic, particularly, as aresult of the counter-ion) when used in an appropriate
manner for a treatment, applied or used, particularly, in humans and/or mammals. These physiologically acceptable
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salts may be formed with cations or bases and, in the context of this invention, are understood to be salts formed by at
leastone compound used in accordance with the invention -normally an acid (deprotonated)- such as an anion, particularly
when used on humans and/or mammals. These physiologically acceptable salts may also be formed with anions or
acids and, in the context of this invention, are understood as being salts formed by at least one compound used in
accordance with the invention - normally protonated, for example in nitrogen - such as a cation and at least one physi-
ologically tolerated anion, particularly when used on humans and/or mammals. This definition specifically includes in
the context of this invention a salt formed by a physiologically tolerated acid, i.e. salts of a specific active compound with
physiologically tolerated organic or inorganic acids - particularly when used on humans and/or mammals. Examples of
this type of salts are those formed with: hydrochloric acid, hydrobromic acid, sulphuric acid, methanesulfonic acid, formic
acid, acetic acid, oxalic acid, succinic acid, malic acid, tartaric acid, mandelic acid, fumaric acid, lactic acid or citric acid.
[0042] The term "solvate" in accordance with this invention should be understood as meaning any form of the active
compound in accordance with the invention in which said compound is bonded by a non-covalent bond to another
molecule (normally a polar solvent), including especially hydrates and alcoholates, like for example, methanolate. A
preferred solvate is the hydrate.

[0043] The term "prodrug"is used in its broadest sense and encompasses those derivatives that are converted in vivo
to the compounds of the invention. Examples of prodrugs include, but are not limited to, derivatives and metabolites of
the compounds of formula | that include biohydrolyzable moieties such as biohydrolyzable amides, biohydrolyzable
esters, biohydrolyzable carbamates, biohydrolyzable carbonates, biohydrolyzable ureides, and biohydrolyzable phos-
phate analogues. Preferably, prodrugs of compounds with carboxyl functional groups are the lower alkyl esters of the
carboxylic acid. The carboxylate esters are conveniently formed by esterifying any of the carboxylic acid moieties present
on the molecule. Prodrugs can typically be prepared using well-known methods, such as those described by Burger
"Medicinal Chemistry and Drug Discovery 6th ed. (Donald J. Abraham ed., 2001, Wiley), "Design and Applications of
Prodrugs" (H. Bundgaard ed., 1985, Harwood Academic Publishers) and Krogsgaard-Larsen et al. "Textbook of Drug
design and Discovery" Taylor & Francis (April 2002).

[0044] The compounds represented by the above described formula (I) may include enantiomers depending on the
presence of chiral centres or isomers depending on the presence of multiple bonds (e.g. Z, E). The single isomers,
enantiomers or diasterecisomers and mixtures thereof fall within the scope of the present invention.

[0045] Furthermore, any compound referred to herein may exist as tautomers. Specifically, the term tautomer refers
to one of two or more structural isomers of a compound that exist in equilibrium and are readily converted from one
isomeric form to another. Common tautomeric pairs are amine-imine, amide-imidic acid, keto-enol, lactam-lactim, etc.

[0046] Unless otherwise stated, the compounds of the invention are also meant to include isotopically-labelled forms
i.e. compounds which differ only in the presence of one or more isotopically-enriched atoms. For example, compounds
having the present structures except for the replacement of at least one hydrogen atom by a deuterium or tritium, or the
replacement of at least one carbon by 13C- or 14C-enriched carbon, or the replacement of at least one nitrogen by 15N-
enriched nitrogen are within the scope of this invention.

[0047] The sigma ligands, in particular the compounds of formula (1) or their salts or solvates are preferably in phar-
maceutically acceptable or substantially pure form. By pharmaceutically acceptable form is meant, inter alia, having a
pharmaceutically acceptable level of purity excluding normal pharmaceutical additives such as diluents and carriers,
and including no material considered toxic at normal dosage levels. Purity levels for the drug substance are preferably
above 50%), more preferably above 70%, most preferably above 90%. In a preferred embodiment it is above 95% of the
compound of formula (), or of its salts, solvates or prodrugs.

[0048] As noted previously, the term "pharmaceutically acceptable salts, solvates, prodrugs" refers to any salt, solvate,
or any other compound which, upon administration to the recipient is capable of providing (directly or indirectly) a
compound as described herein. However, it will be appreciated that non-pharmaceutically acceptable salts, solvates
and prodrugs also fall within the scope of the invention since those may be useful in the preparation of pharmaceutically
acceptable salts, solvates and prodrugs. The preparation of salts, solvates and prodrugs can be carried out by methods
known in the art.

[0049] As used herein, the terms "treat", "treating" and "treatment" include the eradication, removal, reversion, allevi-
ation, modification, or control of pain associated to bone cancer.

[0050] As used herein, the terms "sigma ligand" or "sigma receptor ligand" refer to any compound binding to the sigma
receptor. As stated previously, the sigma ligand is preferebly a sigma receptor antagonist in the form of a (neutral)
antagonist, an inverse agonist or a partial antagonist.

[0051] An "agonist” is defined as a compound that binds to a receptor and has an intrinsic effect, and thus, increases
the basal activity of a receptor when it contacts the receptor. An "antagonist" is defined as a compound that competes
with an agonist or inverse agonist for binding to a receptor, thereby blocking the action of an agonist or inverse agonist
on the receptor. However, an antagonist (also known as a "neutral" antagonist) has no effect on constitutive receptor
activity. Antagonists mediate their effects by binding to the active site or to allosteric sites on receptors, or they may
interact at unique binding sites not normally involved in the biological regulation of the receptor’s activity. Antagonist
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activity may be reversible or irreversible depending on the longevity of the antagonist-receptor complex, which, in turn,
depends on the nature of antagonist receptor binding.

[0052] A"partial antagonist"is defined as a compound that binds to the receptor and generates an antagonistresponse;
however, a partial antagonist does not generate the full antagonist response. Partial antagonists are weak antagonists,
thereby blocking partially the action of an agonist or inverse agonist on the receptor.

[0053] An "inverse agonist" is defined as a compound that produces an effect opposite to that of the agonist by
occupying the same receptor and, thus, decreases the basal activity of a receptor (i.e., signalling mediated by the
receptor). Such compounds are also known as negative antagonists. An inverse agonist is a ligand for a receptor that
causes the receptor to adopt an inactive state relative to a basal state occurring in the absence of any ligand. Thus,
while an antagonist can inhibit the activity of an agonist, an inverse agonist is a ligand that can alter the conformation
of the receptor in the absence of an agonist.

[0054] "The sigma receptor/s" as used in this application is/are well known and defined using the following citation:
"this binding site represents a typical protein different from opioid, NMDA, dopaminergic, and other known neurotrans-
mitter or hormone receptor families" (G. Ronsisvalle et al. Pure Appl. Chem. 73, 1499-1509 (2001)). Pharmacological
data based on ligand binding studies, anatomical distribution and biochemical features distinguish at least two subtypes
of ¢ receptors (R. Quiron et al., Trends Pharmacol. Sci. 13, 85-86 (1992); M.L.Leitner, Eur. J. Pharmacol. 259, 65-69
(1994); S.B. Hellewell and W.D. Bowen; Brain Res. 527, 244-253 (1990)) (G. Ronsisvalle et al. Pure Appl. Chem. 73,
1499-1509 (2001)). The protein sequences of the sigma receptors (Sigma 1 (c1) and Sigma 2 (c2)) are known in the
art (e.g. Prasad, P.D. et al., J. Neurochem. 70 (2), 443-451 (1998)). They show a very high affinity to various analgesics
(e.g. pentazocine).

[0055] "Compound/s binding to the sigma receptor” or "sigma ligand" as used in this application is/are defined as a
compound having an IC5q value of < 5000 nM, more preferably < 1000 nM, more preferably < 500 nM on the sigma
receptor. More preferably, the IC5, value is < 250 nM. More preferably, the IC5( value is < 100 nM. Most preferably, the
IC5q value is < 50 nM. The half maximal inhibitory concentration (IC50) is a measure of the effectiveness of a compound
in inhibiting biological or biochemical function. The IC50 is the concentration of competing ligand which displaces 50%
of the specific binding of the radioligand. Additionally, the wording "Compound/s binding to the sigma receptor”, as used
in the present application is defined as having at least >50% displacement using 10 nM radioligand specific for the sigma
receptor (e.g. preferably [3H]-(+) pentazocine) whereby the sigma receptor may be any sigma receptor subtype. Pref-
erably, said compounds bind to the sigma-1 receptor subtype.

[0056] Compounds binding to the sigma receptor, generally also referred to as sigma ligands, are well known in the
art. Many of them are encompassed by the "Compound/s binding to the sigma receptor” definition above. Although there
are many known uses for sigma ligands, such as antipsychotic drugs, anxiolytics, antidepressants, stroke treatment,
antiepileptic drugs and many other indications, including anti-migraine and general pain, there is no mention in the art
of these compounds as useful for the treatment of of pain associated to a bone cancer.

[0057] Table 1 lists some sigma ligands known in the art (i.e. having an IC5, < 5000 nM). Some of these compounds
may bind to the sigma-1 and/or to the sigma-2 receptor. These sigma ligands also include their respective salts, bases,
and acids.
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[0058] Preferably, the table above includes also reduced haloperidol. Reduced haloperidol is an active metabolite of
haloperidol that is produced in humans, shows a high affinity (in the low nanomolar range) for sigma-1 receptors, and
produces an irreversible blockade of sigma-1 receptors both in experimental animals and human cells.

[0059] Examples of well known methods of producing a prodrug of a given acting compound are known to those skilled
in the art (e.g. in Krogsgaard-Larsen et al., Textbook of Drug design and Discovery, Taylor & Francis (April 2002)).
[0060] Ina non-claimed embodiment, the sigma ligand in the context of the present disclosure has the general formula
(l) as depicted above.

[0061] In a non-claimed aspect, R4 in the compounds of formula (1) is selected from H, - CORg, and substituted or
unsubstituted alkyl. More preferably, R, is selected from H, methyl and acetyl. A more preferred embodiment is when
Rqis H.

[0062] Inanother non-claimed aspect, R, in the compounds of formula (1) represents H or alkyl, more preferably methy!.
[0063] Inyetanother non-claimed embodiment of the disclosure, Ry and R, in the compounds of formula (1) are situated
in the meta and para positions of the phenyl group, and preferably, they are selected independently from halogen and
substituted or unsubstituted alkyl.

[0064] In a non-claimed embodiment of the disclosure, in the compounds of formula (I) both R3 and R, together with
the phenyl group form an optionally substituted fused ring system (for example, a substituted or unsubstituted aryl group
or a substituted or unsubsituted, aromatic or non-aromatic heterocyclyl group may be fused), more preferably, a naphthyl
ring system.

[0065] Also in the compounds of formula (), there are non-claimed embodiments where n is selected from 2, 3, 4,
more preferably n is 2.

[0066] Finally, in another non-claimed embodiment it is preferred in the compounds of formula (I) that R5 and Rg are,
each independently, C,_galkyl, or together with the nitrogen atom to which they are attached form a substituted or
unsubstituted heterocyclyl group a, in particular a group chosen among morpholinyl, piperidinyl, and pyrrolidinyl group.
More preferably, Rg and Rg together form a morpholine-4-yl group.

[0067] In preferred non-claimed variants of the disclosure, the sigma ligand of formula (l) is selected from:

[1] 4-{2-(1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl}morpholine

[2] 2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]-N,N-diethylethanamine

[3] 1-(3,4-Dichlorophenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole

[4] 1-(3,4-Dichlorophenyl)-5-methyl-3-[3-(pyrrolidin-1-yl)propoxy]- 1H-pyrazole

[5] 1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}piperidine

[6] 1-{2-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole

[7]1 3-{1-[2-(1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl]piperidin-4-yl}-3H-imidazo[4,5-b]pyridine
[8]1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1 H-pyrazol-3-yloxy]ethyl}-4-methylpiperazine

[9] Ethyl 4-{2-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxylethyl}piperazine carboxylate
[10] 1-(4-(2-(1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl)piperazin-1-yl)ethanone
[11] 4-{2-[1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}morpholine

[12] 1-(4-Methoxyphenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole

[13] 1-(4-Methoxyphenyl)-5-methyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole

[14] 1-[2-(1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxy)ethyl]piperidine

[15] 1-{2-[1-(4-Methoxyphenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole

[16] 4-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}morpholine
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[17] 1-(3,4-Dichlorophenyl)-5-phenyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole
[18] 1-(3,4-Dichlorophenyl)-5-phenyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole
[19] 1-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}piperidine
[20] 1-{2-[1-(3,4-Dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]ethyl}-1H-imidazole
[21]2-{2-[1-(3,4-dichlorophenyl)-5-phenyl-1H-pyrazol-3-yloxy]lethyl}-1,2,3,4-tetrahydroisoquinoline
[22] 4-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}morpholine
[23] 1-(3,4-Dichlorophenyl)-5-methyl-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazole
[24] 1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}piperidine
[25]1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-4-methylpiperazine
[26] 1-{4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}- 1H-imidazole
[27] 4-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine
[28]1-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-4-phenylpiperidine
[29] 1-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-6,7-dihydro-1H-indol-4(5H)-one
[30] 2-{4-[1-(3,4-dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]butyl}-1,2,3 4-tetrahydroisoquinoline
[31] 4-{2-[1-(3,4-dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxylethyl}morpholine
[32]2-[1-(3,4-Dichlorophenyl)-5-isopropyl-1 H-pyrazol-3-yloxy]-N,N-diethylethanamine
[33] 1-(3,4-Dichlorophenyl)-5-isopropyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole
[34] 1-(3,4-Dichlorophenyl)-5-isopropyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole
[35] 1-{2-[1-(3,4-Dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxylethyl}piperidine
[36] 2-{2-[1-(3,4-dichlorophenyl)-5-isopropyl-1H-pyrazol-3-yloxylethyl}-1,2,3,4-tetrahydroisoquinoline
[37] 4-{2-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxylethyl}morpholine
[38] 2-[1-(3,4-dichlorophenyl)-1 H-pyrazol-3-yloxy] N,N-diethylethanamine
[39] 1-(3,4-dichlorophenyl)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole
[40] 1-{2-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxylethyl}piperidine
[41] 1-(3,4-dichlorophenyl)-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole
[42] 1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}piperazine
[43] 1-{2-[1-(3,4-Dichlorophenyl)-5-methyl-1H-pyrazol-3-yloxy]ethyl}pyrrolidin-3-amine
[44]4-{2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxylethyl}morpholine

[46]2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1 H-pyrazol-3-yloxy]-N,N-diethylethanamine
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[47] 1-(3,4-Dichlorophenyl)-4,5-dimethyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole

[48] 1-(3,4-Dichlorophenyl)-4,5-dimethyl-3-[3-(pyrrolidin-1-yl)propoxy]-1H-pyrazole

[49] 1-{2-[1-(3,4-Dichlorophenyl)-4,5-dimethyl-1H-pyrazol-3-yloxyJethyl}piperidine

[50] 4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}morpholine

[511(2S,6R)-4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}-2,6-dimethylmorpholine

[52] 1-{4-[1-(3,4-Dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}piperidine

[53] 1-(3,4-Dichlorophenyl)-3-[4-(pyrrolidin-1-yl)butoxy]-1H-pyrazole

[55] 4-[1-(3,4-dichlorophenyl)-1 H-pyrazol-3-yloxy]-N,N-diethylbutan-1-amine

[56] N-benzyl-4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N-methylbutan-1-amine

[67]4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]-N-(2-methoxyethyl)-N-methylbutan-1-amine

[58] 4-{4-[1-(3,4-dichlorophenyl)-1H-pyrazol-3-yloxy]butyl}thiomorpholine

[59]1-[1-(3,4-Dichlorophenyl)-5-methyl-3-(2-morpholinoethoxy)-1 H-pyrazol-4-yllethanone

[60]1-{1-(3,4-dichlorophenyl)-5-methyl-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazol-4-yl}ethanone

[61] 1-{1-(3,4-dichlorophenyl)-5-methyl-3-[2-(piperidin-1-yl)ethoxy]- 1H-pyrazol-4-yl}ethanone

[62] 1-{1-(3,4-dichlorophenyl)-3-[2-(diethylamino)ethoxy]-5-methyl-1H-pyrazol-4-yl}ethanone

[63] 4-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}morpholine

[64] N,N-Diethyl-2-[5-methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethanamine

[65] 1-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}piperidine

[66] 5-Methyl-1-(naphthalen-2-yl)-3-[2-(pyrrolidin-1-yl)ethoxy]-1H-pyrazole
or their pharmaceutically acceptable salts, isomers, prodrugs or solvates.
[0068] In the invention, the sigma ligand of formula (1) is 4-{2-[5-Methyl-1-(naphthalen-2-yl)-1 H-pyrazol-3-yloxylethyl}
morpholine, or a pharmaceutically acceptable salt or solvate thereof.. This particular compound is designated in the
examples of the present invention as compound n°® 63.
[0069] In a more preferred embodiment, the sigma ligand of formula (1) is the 4-{2-[5-Methyl-1-(naphthalen-2-yl)-1 H-
pyrazol-3-yloxylethyl} morpholine hydrochloride. This particular compound is designated in the examples of the present
invention as example n°® 1.
[0070] Thecompounds offormula (l) and their salts or solvates can be prepared as disclosed in the previous application
W02006/021462.
[0071] Asstated previously, this invention alsorefers to the use of the sigmaligand as defined above for the manufacture
of a medicament for the prevention and/or treatment of pain associated to bone cancer (i.e. bone cancer pain). Preferably,
the pain is selected from acute and/or chronic pain developed as a consequence of bone cancer, preferably neuropathic
pain, neuralgia, allodynia, causalgia, hyperalgesia, hyperesthesia, hyperpathia, neuritis or neuropathy secondary to
surgical procedure.
[0072] It has found also that there is a significant synergistic effect when the sigma ligand defined in the claims and
an opioid or opiate compound are combined: Sub-threshold dose of morphine was given with example 1 treatment and
resulted in an increase in analgesia 30 minutes after administration and the effect lasted at least 24 hours (the positive
control, 5mg/kg of morphine, showed no effect 24 hours after administration). Thus, the invention is also directed to a

combination of at least one sigma ligand as defined in the claims and at least one opioid or opiate compound for
simultaneous, separate or sequential administration, for use in the prevention and/or treatment of pain associated to
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bone cancer. Compounds that bind to the opioid receptor within the scope of the present invention include natural opiates,
such as morphine, codeine and thebaine; semi-synthetic opiates, derived from the natural opioids, such as hydromor-
phone, hydrocodone, oxycodone, oxymorphone, desomorphine, diacetylmorphine, nicomorphine, dipropanoylmorphine,
benzylmorphine and ethylmorphine; fully synthetic opioids, such as fentanyl, pethidine, methadone, tramadol and pro-
poxyphene; and endogenous opioid peptides, produced naturally in the body, such as endorphins, enkephalins, dynor-
phins, and endomorphins and their analogues. Preferably, the combination according to this invention comprises mor-
phine or its analogues.

[0073] The combination of the invention may be formulated for its simultaneous separate or sequential administration,
with at least a pharmaceutically acceptable carrier, additive, adjuvant or vehicle. This has the implication that the com-
bination of the two active compounds may be administered:

a) As a combination that is being part of the same medicament formulation, the two active compounds being then
administered always simultaneously.

b) As a combination of two units, each with one of the active substances giving rise to the possibility of simultaneous,
sequential or separate administration. In a particular embodiment, the sigma ligand is independently administered
from the opioid or opiate (i.e in two units) but at the same time. In another particular embodiment, the sigma ligand
is administered first, and then the opioid or opiate is separately or sequentially administered. In yet another particular
embodiment, the opioid or opiate is administered first, and then the sigma ligand is administered, separately or
sequentially, as defined.

[0074] The auxiliary materials or additives of a pharmaceutical composition according to the present invention (i.e. a
composition comprising at least the sigma ligand or a composition comprising at least the sigma ligand and at least one
opioid or opiate compound, wherein the sigma ligand is 4-{2-[5-methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl}mor-
pholine, or a pharmaceutically acceptable salt or solvate thereof) can be selected among carriers, excipients, support
materials, lubricants, fillers, solvents, diluents, colorants, flavour conditioners such as sugars, antioxidants, binders,
adhesives, disintegrants, anti-adherents, glidants and/or agglutinants. In the case of suppositories, this may imply waxes
or fatty acid esters or preservatives, emulsifiers and/or carriers for parenteral application. The selection of these auxiliary
materials and/or additives and the amounts to be used will depend on the form of application of the pharmaceutical
composition.

[0075] The pharmaceutical composition in accordance with the invention can be adapted to any form of administration,
be it orally or parenterally, for example pulmonar, nasally, rectally and/or intravenously. Therefore, the formulation in
accordance with the invention may be adapted for topical or systemic application, particularly for dermal, transdermal,
subcutaneous, intramuscular, intra-articular, intraperitoneal, intravenous, intra-arterial, intravesical, intraosseous, int-
racavernosal, pulmonary, buccal, sublingual, ocular, intravitreal, intranasal, percutaneous, rectal, vaginal, oral, epidural,
intrathecal, intraventricular, intracerebral, intracerebroventricular, intracisternal, intraspinal, perispinal, intracranial, de-
livery via needles or catheters with or without pump devices, or other application routes.

[0076] Suitable preparations for oral applications aretablets, pills, caplets, gel caps, chewing gums, capsules, granules,
drops or syrups.

[0077] Suitable preparations for parenteral applications are solutions, suspensions, reconstitutable dry preparations,
aerosols or sprays.

[0078] Thecomposition of the invention may be formulated as deposits in dissolved form or in patches, for percutaneous
application.

[0079] Skin applications include ointments, gels, creams, lotions, suspensions or emulsions.

[0080] Suitable form of rectal application is by means of suppositories.

[0081] Moreover, the composition may be presented in a form suitable for once daily, weekly, or monthly administration.
[0082] The invention also disclsoses the use of 4-{2-[5-methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxylethyl} morpho-
line, or a pharmaceutically acceptable salt or solvate thereof in a method of treatment of a patient, notably a human,
suffering from pain associated to bone cancer, or likely to suffer pain as a result of bone cancer, which comprises
administering to the patient in need of such a treatment or prophylaxis a therapeutically effective amount of a sigma
ligand as defined above.

[0083] In one embodiment of the invention it is preferred that the sigma ligand is used in therapeutically effective
amounts. The physician will determine the dosage of the present therapeutic agents which will be most suitable and it
will vary with the form of administration and the particular compound chosen, and furthermore, it will vary with the patient
under treatment, the age of the patient, the type of condition being treated. He will generally wish to initiate treatment
with small dosages substantially less than the optimum dose of the compound and increase the dosage by small incre-
ments until the optimum effect under the circumstances is reached. When the composition is administered orally, larger
quantities of the active agent will be required to produce the same effect as a smaller quantity given parenterally. The
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compounds are useful in the same manner as comparable therapeutic agents and the dosage level is of the same order
of magnitude as is generally employed with these other therapeutic agents.

[0084] For example, the dosage regime that must be administered to the patient will depend on the patient’s weight,
the type of application, the condition and severity ofthe disease. A preferred dosage regime of comprises an administration
of a compound according the present invention within a range of 0.01 to 300 mg/kg, more preferably 0.01 to 100 mg/kg,
and most preferable 0.01 to 50 mg/kg.

[0085] Thefollowing examples are merely illustrative of certain embodiments of the invention and cannot be considered
as restricting it in any way.

Examples

Example 1. Synthesis of 4-{2-[5-Methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl} morpholine (compound
63) and its hydrochloride salt

[0086]

—_— > . HCI

O HCI / EtOH O

Compound 63 Compound 63-HCI

[0087] Compound 63 can be can be prepared as disclosed in the previous application W0O2006/021462. Its hydro-
chloride can be obtained according the following procedure:

Compound 63 (6,39 g) was dissolved in ethanol saturated with HCI, the mixture was stirred then for some minutes
and evaporated to dryness. The residue was crystallized from isopropanol. The mother liquors from the first crys-
tallization afforded a second crystallization by concentrating. Both crystallizations taken together yielded 5.24 g (63
%) of the corresponding hydrochloride salt (m.p. = 197-199 °C).

TH-NMR (DMSO-dg) 8 ppm: 10,85 (bs, 1H), 7,95 (m, 4H), 7,7 (dd, J=2,2, 8,8 Hz, 1H), 7,55 (m, 2H), 5,9 (s, 1H), 4,55
(m, 2H), 3,95 (m, 2H), 3,75 (m, 2H), 3,55-3,4 (m, 4H), 3,2 (m, 2H), 2,35 (s, 3H).

HPLC purity: 99.8%.

Pharmacological data

[0088] Inthis assay, the use ofthe example 1 for treatment of tumor-induced bone pain was evaluated using asyngeneic
rat model of cancer-induced bone pain. The rat mammary gland carcinoma cell line MRMT-1 was injected into the
marrow space of the proximal tibia and the animals were treated on day 18 with vehicle, areference compound (morphine),
or example 1.

[0089] Example 1 efficacy was determined from using the von Frey test for the measurement of tactile allodynia at
baseline, pre and post 18 day dosing for Phase 1 and baseline, pre, post 18 day and post 19 day (24 hour) dosing for
Phase 2.

[0090] This study was conducted in two parts; the first phase determined the optimal dose level for the second phase.
The second phase was to explore the potential synergistic effect of treatment with morphine and example 1.

[0091] In the first phase of the study, various doses of morphine (Figure 1) were given at day 18 and only the dose of
2.5 and 5 mg/kg were able to mitigate allodynia with statistical significance. Based on these results, the sub threshold
dose of 1.25 mg/kg was chosen for phase 2 of the study to look at potential synergy with example 1 treatment. Morphine
at 5 mg/kg was chosen as positive control in the phase 2 study.

[0092] In the second phase of the study, example 1 alone was able to demonstrate statistically significant mitigation
of allodynia 30 minutes after administration at 80 mg/kg (similar to 5mg/kg of morphine) but not at 40mg/kg. Sub-threshold
dose of morphine (1.25 mg/kg) was given with example 1 treatment (80 and 40 mg/kg) and resulted in an increase in
analgesia 30 minutes after administration and the effect lasted at least 24 hours. In contrast, 5 mg/kg of morphine showed
no significant effect 24 hours after administration.

[0093] Insummary, example 1 in combination with morphine produces a synergistic analgesic effect that lasts at least
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24 hours in a bone cancer pain model.

Claims

1. A sigma ligand for use in the prevention and/or treatment of bone cancer pain, wherein the sigma ligand is 4-{2-[5-
methyl-1-(naphthalen-2-yl)-1H-pyrazol-3-yloxy]ethyl} morpholine, or a pharmaceutically acceptable salt or solvate
thereof.

2. Sigma ligand for use according to claim 1, wherein the pain is selected from acute and/or chronic pain developed
as a consequence of bone cancer, preferably neuropathic pain, neuralgia, allodynia, causalgia, hyperalgesia, hy-
peresthesia, hyperpathia, neuritis or neuropathy secondary to surgical procedure.

3. Sigma ligand for use according to claims 1 or 2, wherein the sigma ligand is 4-{2-[5-methyl-1-(naphthalen-2-yl)-1H-
pyrazol-3-yloxylethyl} morpholine hydrochloride.

4. A combination of at least one sigma ligand as defined in any of claims 1 to 3 and at least one opioid or opiate
compound for simultaneous, separate or sequential administration, for use in the prevention and/or treatment of
pain associated to bone cancer.

5. A combination for use according to claim 4, wherein the opioid is morphine.

Patentanspriiche

1. Sigma-Ligand zur Verwendung bei der Pravention und/oder Behandlung von Knochenkrebsschmerz, wobei der
Sigma-Ligand 4-{2-[5-Methyl-1-(naphthalin-2-yl)-1H-pyrazol-3-yloxy]ethyl}morpholin oder ein pharmazeutisch an-
nehmbares Salz oder Solvat davon ist.

2. Sigma-Ligand zur Verwendung gemass Anspruch 1, wobei der Schmerz aus akutem und/oder chronischem
Schmerz, der sich infolge von Knochenkrebs entwickelt, vorzugsweise neuropathischem Schmerz, Neuralgie, Al-
lodynie, Kausalgie, Hyperalgesie, Hyperasthesie, Hyperpathie, Neuritis oder Neuropathie nach einem chirurgischen
Eingriff, ausgewahlt ist.

3. Sigma-Ligand zur Verwendung gemass Anspruch 1 oder 2, wobei der Sigma-Ligand 4-{2-[5-Methy|-1-(naphthalin-
2-yl)-1H-pyrazol-3-yloxylethyl}morpholin-Hydrochlorid ist.

4. Kombination von zumindest einem Sigma-Liganden, wie in einem der Anspriiche 1 bis 3 definiert, und zumindest
einer Opioid- oder Opiatverbindung zur gleichzeitigen, getrennten oder aufeinanderfolgenden Verabreichung zur
Verwendung bei der Pravention und/oder Behandlung von Schmerz in Verbindung mit Knochenkrebs.

5. Kombination zur Verwendung gemass Anspruch 4, wobei das Opioid Morphin ist.

Revendications

1. Un ligand sigma pour une utilisation dans la prévention et/ou le traitement de la douleur liée au cancer des os, ou
le ligand sigma est 4-{2-[5-méthyl-1-(nhaphtaléne-2-yl)-1H-pyrazol-3-yloxy]éthyl} morpholine, ou un sel ou solvate
pharmaceutiquement acceptable de ce dernier.

2. Ligand sigma pour une utilisation selon la revendication 1, ol la douleur est sélectionnée parmi une douleur aigué
et/ou chronique résultant du cancer des os, de préférence une douleur neuropathique, une névralgie, une allodynie,
une causalgie, une hyperalgésie, une hyperesthésie, une hyperpathie, une névrite ou une neuropathie consécutive
a une intervention chirurgicale.

3. Ligand sigma pour une utilisation selon la revendication 1 ou 2, ou le ligand sigma est le chlorhydrate de 4-{2-[5-
méthyl-1-(naphtaléne-2-yl)-1H-pyrazol-3-yloxy]éthyl} morpholine.
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Une combinaison d’au moins un ligand sigma selon 'une quelconque des revendications 1 a 3 et d’au moins un
composé opioide ou opiacé pour 'administration simultanée, séparée ou séquentielle, pour une utilisation dans la

prévention et/ou le traitement de la douleur liée au cancer des os.

Une combinaison pour une utilisation selon la revendication 4, ol I'opioide est de la morphine.
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