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Although providing certain advantages over the use of MTC, the synthesis of LMT.2HCI under
certain conditions may result in CH3Cl being trapped within the crystal. This then needs to be
removed since CH»Cl is toxic and levels need to be kept below safety levels.

Furthermore LMT.2HBr contains bromide ions. This is in principle less desirable since
bromide is toxic either at high levels or with chronic dosing and, at lower levels, can causes
side effects such as confusion in patients.

Therefore it can be seen the provision of further salits of methylthioninium compounds, having
one or more desirable properties over those already known, would be a contribution to the art.

Furthermore the provision of novel formulations of methylithioninium compounds which
enhance stability, absorption, and\or otherwise improve their effectiveness as therapeutics

would be a contribution to the art.

SUMMARY-OETHEINVENTON

The present inventors have now identified a new class of stable phenothiazine diaminium
compounds which have improved properties as compared to previously disclosed
diaminophenothiazine compounds and salts.

In one aspect, there is provided a pharmaceutical composition comprising a compound of the
following formula:

H
N
v L T L
Me)\{ S /N\M
H H e
0. 0 0, 0
/ \07 / \O—

and a pharmaceutically acceptable carrier or diluent, for use in the treatment or prophylaxis of
2 protozoal disease, skin cancer or melanoma; or g viral or bacterial dissass.
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In another aspect, there is provided use of 8 pharmacesutical composition according fo the

present invention in the manufacture of a medicament for use in the treatment or prophvlaxis

of skin cancer or melanoma. In a further aspect, there is provided use of a pharmaceutical

composition according to the present invention in the manufacture of & medicament for use in

the treatment or prophylaxis of a viral, bacterial or protozoal disease condifion.

The properties of the compounds are described hereinafter, whereby it can be seen that in
preferred embodimentsexamples the inventionpresent disclosure can provide one or more of

improved physical, pharmacokinetic, biochemical or other beneficial properties.

In other aspectsexamples the present inventors aiso provide novel formulations of
3,7-diamino-10H-phenothiazinium saits.

In one aspestexample the present inventiondisclosure provides certain compounds,
specifically, certain phenothiazine diaminium compounds, as described herein.

The compound may be selected from compounds of general formula (1):

R® H R' -
N R*sO;
R7NA\ Erl) 3 C'—;)/RBNA -
7NB.~ ~ YN 3NB B
R™, H R R®SO;

0
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wherein:
each of R" and R%is independently selected from: -H, C,_4alkyl, C,_4alkenyl, and

halogenated C,. alkyl;

NA NB
R® R®

each of and
and halogenated C,_jalkyl;

each of R"™ and R™® is independently selected from: -H, C._salkyl, C,..alkenyl,
and halogenated Cq. alkyl;

and wherein:

is independently selected from: -H, C,alkyl, C, salkenyl,

each of R* and R® is independently selected from:
Ci.salkyl, halogenated Cq. alkyl, and Ce.qoaryl;
or
R" and R® are linked to form a group R*®, wherein R"® is selected from:
C14 alkylene and Ce.1p arylene;
and pharmaceutically acceptable salts thereof.

Another aspestexample of the inventiendisclosure pertains to processes for synthesizing
a compound as described above,

Another aspestexample of the inventiondisclosure pertains to a pharmaceutical
composition comprising a compound as described herein and a pharmaceutically
acceptable carrier or diluent.

Another aspestexample of the invertiondisclosure pertains to a method of preparing a
pharmaceutical compaosition comprising admixing a compound as described herein and a
pharmaceutically acceptable carrier or diluent.

Ancther aspestexample of the invertiondisclosure pertains to a pharmaceutical
composition in solid dosage form, comprising a compound as described herein and
further comprising at least one diluent suitable for dry compression, and optionally one or
more other excipients.

Another aspestexample of the invertiendisclosure pertains to a process for the
manufacture of a pharmaceutical composition by a dry compression method, said
composition being a solid dosage form comprising a compound as described herein, at
least one diluent suitable for dry compression, and optionally one or more other
excipients.

Another aspeetexample of the inventiondisclosure pertains to a free-flowing, cohesive
powder, comprising a compound as described herein and at least one diluent suitable for
dry compression, and optionally one or more other excipients, said powder being capable

of being compressed into a solid dosage form.
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Another aspectexample of the present inventiondisclosure pertains to a method of reversing
and/or inhibiting the aggregation of a protein (e.g., a tau protein, a synuclein, etc.), for
example, aggregation of a protein associated with a neurodegenerative disease and/or clinical
dementia, comprising contacting the protein with an effective amount of a compound or
composition as described herein. Such a method may be performed in vitro, or in vivo.

Another aspeciexample of the present inventiondisclosure pertains to a method of treatment
or prophylaxis of a disease condition in a subject comprising administering to said subject a
prophylactically or therapeutically effective amount of a compound as described herein,
preferably in the form of a pharmaceutical composition, preferably a pharmaceutical
composition in solid dosage form, as further described herein.

Another aspectexample of the present inrventiondisclosure pertains to a compound or
composition as described herein for use in a method of treatment or prophylaxis (e.g., of a
disease condition) of the human or animal body by therapy.

I Another aspeciexample of the present inventiendisclosure pertains to use of a compound or

composition as described herein, in the manufacture of a medicament for use in the treatment
or prophylaxis of a disease condition.

In some embedimenisexamples, the disease condition is a disease of protein aggregation.
in some embeodimentsexamples, the disease condition is a tauopathy, e.g., a
neurodegenerative tauopathy, e.g., Alzheimer's disease or other disease described
hereinafter.

In some embedimenisexamples, the disease condition is skin cancer, e.g., melanoma.

In some embodimentsexamples, the disease condition is a viral, bacterial or protozoal
disease condition, e.g., Hepatitis C, HIV, West Nile Virus (WNV), or malaria.

Another aspectexample of the present inventiondisclosure pertains to a method of inactivating
a pathogen in a sample (for example a blood or plasma sample), comprising the steps of
introducing a compound or composition as described herein, into the sample, and then
exposing the sample to light.

Another aspestexample of the present inventiondisclosure pertains to a kit comprising (a) a
compound as described herein, preferably provided as a pharmaceutical composition and in a
suitable container and/or with suitable packaging; and (b) instructions for use, for example,
written instructions on how to administer the compound or composition.

As will be appreciated by one of skili in the art, features and preferred embodiments of one
aspect of the invention will also pertain to other aspects of the invention.



- 167 -

CLAIMS
1. A pharmaceutical composition comprising a compound of the following
formula:
7
N
Me +/©[ j@\”*/l\ﬂe
e s NS
e 4 H Me
0.,0 0.0
\S/ S\ ~
/ \O s (@)

and a pharmaceutically acceptable carrier or diluent,

for use in the treatment or prophylaxis of a protozoal disease, skin cancer or
melanoma; or a viral or bacterial disease.

2. A pharmaceutical composition according to claim 1 which is a solid dosage
form comprising the compound and at least one diluent suitable for dry
compression.

3. A pharmaceutical composition according to claim 2, wherein the solid dosage
form dissolves to an extent of at least 80% within 30 minutes as evaluated by
a standard pharmacopeial method as defined in United States Pharmacopeia
(USP) General Chapter <711>.

4, A pharmaceutical composition according to claim 2 or claim 3, wherein said at
least one diluent is selected from microcrystalline cellulose, mannitol, calcium
salts and sugars.

5. A pharmaceutical composition according to claim 4 wherein the sugar is
selected from: lactose, sucrose, dextrose and maltodextrin.

6. A pharmaceutical composition according to any one of claims 2 to 5, further
comprising at least one disintegrant selected from crosslinked
polyvinylpyrrolidone, sodium starch glycolate, crosslinked sodium
carboxymethyl cellulose, or pregelatinized starch.

7. A pharmaceutical composition according to any one of claims 2 to 6 wherein
the solid dosage form is film-coated.

8. A pharmaceutical composition according to any one of claims 2 to 7 further
comprising an acid having a pK1 of greater than 1.5, optionally wherein the
acid is selected from maleic acid, phosphoric acid, ascorbic acid, sorbic acid,
aspartic acid and sialic acid.
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A pharmaceutical composition according to claim 8, further comprising a
carrier selected from mannitol, a cellulosic material, a starch, or mixtures
thereof.

A pharmaceutical composition according to any one of claims 2 o 9
characterised in that said composition comprises particles of which more than
10% have a size greater than 10 microns.

A pharmaceutical composition according to any one of claims 2t0 9
comprising a carrier having a particle shape which is averse to water.

A pharmaceutical composition according to any one of claims 1 to 11 for use
in the treatment of prophylaxis of a viral disease selected from Hepatitis C,
HIV, and West Nile Virus

A pharmaceutical composition according to any one of claims 1 to 11 for use
in the treatment of prophylaxis of malaria.

Use of a pharmaceutical composition according to any one of claims 1 to 11 in
the manufacture of a medicament for use in the treatment or prophylaxis of
skin cancer or melanoma.

Use of a pharmaceutical composition according to any one of claims 1 to 11 in
the manufacture of a medicament for use in the treatment or prophylaxis of a
viral, bacterial or protozoal disease condition.

Use of a pharmaceutical composition according to claim 15 in the
manufacture of a medicament for use in the treatment or prophylaxis of a viral
disease selected from Hepatitis C, HIV, and West Nile Virus.

Use of a pharmaceutical composition according to claim 15 in the
manufacture of a medicament for use in the treatment or prophylaxis of
malaria.
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CLAIMS

A compound selected from compounds of general formula (I):

R H
~ N 7
RM.® L | ’
R?NB/N\ 8
H
7/

wherein: Ky
each of R' and R® is independently selected from —H Cs.aalkyl, Coqalkenyl,
and halogenated Cy4alkyl; /
each of R®™ and R™®B is independently se!ectgd from: -M, Cyalkyl,
C,.alkenyl, and halogenated Cqalkyl,
each of R™ and R™® is independently seliected fram; -M, Ciqalkyl,
Czsalkenyl, and halogenated Cualkyl,,
and wherein: g
each of R* and R® is independently seiected from:
Ciqalkyl, halogenated CMalkyli,and Ce.qoaryl;
or
R* and R® are linked to forn{ a group selected from:
Ci.s alkylene and Ce.qp a;yfene;
and pharmaceutically aocspt[gbfie salts thereof.
A compound according tpf’éiaim 1 wherein each of R and R® is independently
Ciaalkyl.
A compound accgf&ing to claim 1 wherein each of R* and R® is independently
mathyl. Jj/'{
A compaupéf according to any one of claims 1 to 3 wherein each of R' and R® is
indepengént!y -H.
A compound according to any one of claims 1 to 4 wherein each of R*™ and R™®
anfd is independently C;..alkyl.

A compound according to claim 5 wherein each of R and R™ is independently

methyl.
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A compound according to any one of claims 1 to 6 wherein each of R"™* and

" R™B js independently Cyalkyl.

A compound according to claim 7 wherein each of R™* and R™® is independently
methyl.

A compound according to claim 1 which is of the following formulé:

}F‘ g
N .
Me +/©: D\+/M
M :h{ s /N\Me)’
e ¥ o :}e
O\ /O O\‘ ’?d
°s! S, .
/ \O- / O

or a pharmaceutically acceptable salt, sqhiéte, or hydrate thereof.

A compound according to any one Qt/élaims 1 to 9 in crystalline form.

A compound according to ctaim,g"’in crystalline form, having a crystal structure as
represented by Figures 11-16,

A compound according to/,fé»ny one of claims 1 to 11 in substantially purified form.

A compasition compgising a compound according to any one of claims 1 to 12 and
a pharmaceuticallx;écceptable carrier or diluent.

A process for pr’éparing a pharmaceutical composition comprising admixing a
compound gzbording to any one of claims 1 to 12, and a pharmaceutically
acceptable/ carrier or diluent.

A phgﬂé\aceutical composition as claimed in claim 13 which is a solid dosage form
comﬁrising the compound according to any one of claims 1 to 12 and at least one
dillient suitable for dry compression.

18, // A compaosition according to claim 15 wherein the solid dosage form is produced by

;/i

direct compression.
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A composmon according to claim 15 wherein the solid dosage form is produced by
dry granulation. 7/

/'
4
/

A composition according {0 any one of claims 15 to 17, wherein the solid dqs/age
form dissolves to an extent of at least 80% within 30 minutes as evaluate}zf/by a
standard pharmacopeial method as defined in United States Pharmacgpe:a (USP)
General Chapter <711>. /

/
¢
/
¢
7
/

A composition according to any one of claims 15 to 18, wherein,s%id at least one
£
diluent is selected from microcrystailine cellulose, lactose, mgﬁnitol calcium salts
such as, calcium phosphate dibasic, calcium suiphate, calcwm carbonate, and
sugars such as lactose, sucrose, dextrose and maltodextrin
/
A composition according to any one of claims 15 to )‘5 further comprising at least
one disintegrant.
//
A compasition according to claim 20 wherem the disintegrant is selected from
crosslinked polyvinylpyrrolidone (crospovudxine) sodium starch glycolate,
crosslinked sodium carboxymethyl cellulefse (sodium croscarmeliose), or
pregelatinized starch. /
/
A composition according to any ome of claims 15 to 21 wherein the solid dosage

form is film-coated.
///
A composition according to’any one of claims 15 to 22 further comprising an acid
having a pK1 of greater }lz:n 1.5.
A composition acyéing to claim 23, wherein the acid is selected from maleic
acid, phosphoric Acid, ascorbic acid, sorbic acid, aspartic acid and sialic acid.
£
A compositiy{ according to claim 23 or claim 24, further comprising a carrier
selected fpdm mannitol, a celluiosic material, a starch, or mixtures thereof.
/
A composition according to any one of claims 15 to 25 characterised in that said
compposition comprises particles of which more than 10% have a size greater than

microns.

A composition according to any one of claims 15 to 25 comprising a carrier having
a particle shape which is averse to water, such as Elcema TM , ethylcellulose,
mannitol, or Starch 1500 TM.
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A free-flowing, cohesive powder comprising a compound according to any one of
claims 1 to 12 and at least one diluent suitable for dry compression and optionally
one or more other excipients, said powder being capable of being compressed
into a solid dosage form.

A process as claimed in claim 14 for the manufacture of a pharmaceutical
composition, which process comprises dry compression of an intimate powder
mixture comprising the compound according to any one of claims 1 to 12 with at
least one diluent suitable for dry compression and optionally one or more other
excipients. ‘

A process according to claim 29, wherein the process éomprises a direct
compression process wherein said compound, at leéét one diluent, and optional
excipients are blended together in solid particulate"lform to create said intimate
mixture and then compressed using a tablet machine.

A process according to claim 30, wherein said at least one diluent is selected from
microcrystalline celiulose, lactose, manqi«fbl, calcium salts such as, calcium
phosphate dibasic, calcium sulphate, gélcium carbonate, and sugars such as
lactose, sucrose, dextrose and maltgdextrin.

A process according to claim 3Q,/‘Wherein said at least one diluent is a granulated
product prepared by moist grgr’iulation of one or more excipients.

A process according to claifn 32, comprising a step of wet massing one or more
excipients using a granﬁul'/ating fluid, and drying to form said granulated product.

A process accordirgg’ﬁto claim 29, wherein the process comprises a dry granulation
process whereinﬁ,,sﬁaid compound, at least one diluent, and optional excipients are
formed into a gé"mpressed mass, milled and then compressed using a tablet
machine.

A proce/s(s’faccording to any one of claims 28 to 33 further comprising the step of
applying a film coating to the resultant tablets.

A/,démpound or composition according to any one of claims 1 to 12 or 15 to 27 for

/Jée in a method of treatment or prophylaxis of the human or animal body by
/ therapy.

A compound or composition according to any one of claims 1 t0-12 or 15 to 27 for
use in a method of treatment or prophylaxis of a disease of protein aggregation.
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A compound or composition according to any one of claims 1to 12 or 15 to_:237 for
use in a method of treatment or prophylaxis of a tauopathy. ‘

A compound or composition according to any one of claims 1 to 12 or'15 to 27 for
use in a method of treatment or prophylaxis of Alzheimer's disease(AD), Pick's
disease, progressive supranuclear palsy (PSP), frontotemporal dementia (FTD},
FTD with parkinsonism linked to chromosome 17 (FTDP 17), frontotemporal lobar
degeneration (FTLD) syndromes; disinhibition-dementia-parkinsonism-
amyotrophy complex (DDPAC), pallido-ponto-nigral degeneration (PPND), Guam-
ALS syndrome, paliido nigro luysian degeneration (PNLD), cortico-basal
degeneration (CBD), dementia with argyrophilic grains '(AgD), dementia pugilistica
(DP) or chronic traumatic encephalopathy (CTE), DoWn‘s syndrome (DS),
dementia with Lewy bodies (DLB), subacute scle(oéing panencephalitis (SSPE),
MCI, Niemann-Pick disease, type C (NPC), Sanfilippo syndrome type B (or
mucopolysaccharidosis 1ll B (MPS [li B)), or myotonic dystrophies (DM), DM1 or
DM2.

A compound or composition a‘ccordingﬁ,,t'c‘; any one of claims 1 to 12 or 15 to 27 for
use in a method of treatment or proghylaxis of Alzheimer's disease.
A compound or composition achfding to any one of claims 110 12 or 15 to 27 for
use in a method of treatment pi‘ prophylaxis of Parkinson'’s disease.

A compound or compositi}efﬁ according to any one of claims 1 to 12 or 15 to 27 for
use in a method of trea;rﬁent or prophytaxis of PSP, ALS, or FTLD.

A compound or com‘bosiﬁon according to any one of claims 1to 12 foruse in a
method of treatn;e’ht or prophylaxis of Huntington’s disease or other palyglutamine
disorder, such ja(é spinal bulbar muscular atrophy (Kennedy disease),
dentatorubrqﬁél!idoluysian atrophy or spinocerebellar ataxias.

A compou(;x’& or composition according to any one of claims 1 to 12 or 15 to 27 for
use in ak,,rﬁethod of treatment or prophylaxis of skin cancer or melanoma; or a
viral, tf:;a'NCterial or protozoal disease condition.

Afc;ompound or composition for use according to claim 44 wherein the viral,

;,b”acterial or protozoal disease is selected from Hepatitis C, HIV, West Nile Virus
/" (WNV) and malaria.
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Use of a compound or composition according to any one of claims 1 to 12 or 15}916
27 in the manufacture of a medicament for use in the treatment or prophylaxi‘s‘j of
a disease of protein aggregation. /

Use of a compound or composition according to any one of claims 1 to 32 or15to
27 in the manufacture of a medicament for use in the treatment or prdphylams of
a tauopathy.

Use of a compound or composition according to any one of clair"ﬁs 1to12o0r15t0
27 in the manufacture of a medicament for use in the treatment or prophylaxis of
Alzheimer's disease (AD), Pick's disease, progressive supranuclear paisy (PSP),
frontotemporal dementia (FTD), FTD with parklnsomsm linked to chromosome 17
(FTDP 17), frontotemporal lobar degeneration (FTLD) yndromes disinhibition-
dementia-parkinsonism-amyotrophy complex (DDPQ(C), pallido-ponto-nigral
degeneration (PPND), Guam-ALS syndrome, palliéo nigro luysian degeneration
(PNLD), cortico-basal degeneration (C8D), deméntia with argyrophilic grains
{AgD), dementia pugilistica (DP) or chronic tr;{umatlc encephalopathy (CTE),
Down's syndrome (DS), dementia with Levng bodies (DLB), subacute sclerosing
panencephalitis (SSPE), MCI, Niemann- P‘lck disease, type C (NPC), Sanfilippo
syndrome type B (or mucopolysacchandosus 1li B), or myotonic dystrophies (DM),
DM1 or DM2. S/

Use of a compound or compositidyn according to any one of claims 110 12 or 1510
27 in the manufacture of a meﬂlcament for use in the treatment or prophylaxis of
Alzheimer's disease.

Use of a compound or g;émposition according to any one of claims 1to 12 or 15to
27 in the manufacturg/of a medicament for use in the treatment or prophylaxis of
Parkinson’s diseas/g’."/

Useofa compdﬁnd or composition according to any one of claims 1 to 12 or 15to
27 in the mapufacture of a medicament for use in the treatment or prophylaxis of
PSP, ALS gr FTLD.

Use o;/é compound or composition according to any one of claims 110 12 or 15 fo
27 ipf;che manufacture of a medicament for use in the treatment or prophylaxis of
Huﬁtington’s disease or other polyglutamine disorder, such as spinal bulbar
nfvuscular atrophy (Kennedy disease), dentatorubropallidoluysian atrophy or

/ spmocerebellar ataxias.
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Use of a compound or compaosition according to any one of claims 1 to 12 or 15to
7

27 in the manufacture of a medicament for use in the treatment or prophylaxis of

skin cancer or melanoma, or a viral, bacterial or protozoal disease conditiog.

Use according to claim 53, wherein the viral, bacterial or protozoal disease is
selected from Hepatitis C, HiV, West Nile Virus (WNV) and malaria. /

/
A method of treatment or prophylaxis of a disease of protein aggfégation ina
subject comprising administering to said subject a prophylactigally or
therapeutically effective amount of a compound or composiﬂén according to any
one of claims 1 to 12 or 15to 27. /

A method of treatment or prophylaxis of a tauopathy iff a subject comprising
administering to said subject a prophylactically or thérapeutically effective amount
of a compound or composition according to any gne of claims 1 to 12 or 15 to 27,

A method of treatment or prophylaxis of Alzhp’fr/ner’s disease in a subject
comprising administering to said subject a 'rophylactically or therapeutically
effective amount of a compound or compgsition according to any one of claims 1
to 12 or 15 to 27. '

A method of treatment or prophyi ‘fs of Parkinson’s disease in a subject
comprising administering to saig/subject a prophylactically or therapeutically
effective amount of a compoupd or composition according to any one of claims 1
to 12 or 15 to0 27.

A method of treatment 5;( prophylaxis of PSP, ALS or FTLD in a subject
comprising administiz)’(ﬁg to said subject a prophylactically or therapeutically
effective amount of & compound or composition according to any one of claims 1
to 12 or 15 to 27.

A method of featment or prophylaxis of Huntington's disease or other

ine disorder, such as spinal bulbar muscular atrophy (Kennedy
disease),/dentatorubropallidoluysian atrophy or spinocerebellar ataxias in a
subject comprising administering to said subject a prophylactically or
therapeutically effective amount of a compound according to any one of claims 1
t</3/12 or 15 to 27.

61. ,/A method of treatment or prophylaxis of skin cancer or melanoma; or a viral,

y,
/

bacterial or protozoal disease in a subject, comprising administering to said
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subject a prophylactically or therapeutically effective amount of a compound or
composition according to any one of claims 110 12 or 15 t0 27. /

£

£
f;&

A method according to claim 81, wherein the viral, bacterial or protozoal digéase
is selected from Hepatitis C, HIV, West Nile Virus (WNV) and malaria. '

;;'
A method of reversing and/or inhibiting the aggregation of a protein cﬁmprising
contacting the protein with an effective amount of & compound or cémpasut:on

according to any one of claims 1to 12 or 1510 27.

A method of reversing and/or inhibiting the aggregation of a ﬁf’otein in the brain of
a mammal, which aggregation is associated with a diseasg"gtate, the treatment
comprising the step of administering to said mammal in yféed of said treatment, 3
prophylactically or therapeutically effective amount offai 'compound or composition
according to any one of claims 110 12 or 15 t0 27. "

i

/

Vi

A method of inactivating a pathogenin a samplygﬁicamprising the steps of
introducing a compound according to any ongf’bf claims 1 to 12 into the sample,
and then exposing the sample to light. {f’

i
r
£

A process for the preparation of a compéund according to any one of claims 1 to
12 from a N-protscted 3,7-diamin .o-i(}H phenothiazine, comprising the steps of:
ring amino deprctectlon (DP) and
salt formation (SF). /

/
/

A process according to c!ain}féﬁ, wherein the N-protected 3,7-diamino-10H-
phenothiazine is a compoo,;ﬁd of formuta ()
.

7/ g RP(O! 1
|
,," ~ i N l 3
,RTNA e P /R3NA
; R NS/’N 8 N R"NB

()
wherein Rp"’"ls an amine protecting group and R, R®, R™A R™8 R™A RTNE RA
and R® arf; as previously defined.
iy
jf
A progéss according to claim 67, wherein R™ is acy!.

Aﬁé}ocess according to any one of claims 66 {o 68, wherein ring amino

ﬁaprotesﬁion (DP) and salt formation (8F) are performed simultaneously.
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A process according to claim 68, wherein ring amino deprotection (DP) and salg,:"'
formation (SF) comprise treatment of the N-protected 3,7-diamino-10H-
phenothiazine with at least one sulfonic acid. /”{

s
A process according to claim 70, ‘wherein ring amino deprotection (DP)fénd salt
formation (SF) comprise treatment of the N-protected 3,7- dlammo-‘igH
phenothiazine with methanesulfonic acid and water, in an orgamc solvent, to
produce the bis(methanesulfonate) salt.




