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DESCRIPTION

Field of Invention

[0001] The present invention relates to iImmediate release (IR) pharmaceutical compositions
comprising 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-piperazinyl)methyl]-1H-
Indole or a pharmaceutically acceptable salt (s) thereof as an active ingredient and one or
more pharmaceutically acceptable excipients and to methods of preparation of said
compositions.

Background of Invention

[0002] Alzheimer's disease (AD) i1s the most common cause of dementia worldwide. The
exponential rise in the number of cases of AD In the past and the future projection over the
next few decades Is anticipated to result in great pressure on the social and health-care
systems of developed and developing economies alkke. AD also imposes tremendous
emotional and financial burden to the patient's family and community.

[0003] The compound of the present invention I1s a pure 5-hydroxytryptamine 6 receptor (5-
HTgR) antagonist with high affinity and very high selectivity over closely related serotonin

receptor subtypes and improves learning and memory in animals. The 5-HTgR antagonist, 1-
[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-piperazinyl)methyl]-1H-indole or a
pharmaceutically acceptable salt (s) thereof is described In US7875605 which Is incorporated
by reference.

[0004] 1-[(2-Bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-piperazinyl)methyl]-1H-indole
dimesylate monohydrate (herein after referred to as Compound 1), which has chemical
structure,

N N—CHs

IS a promising pharmaceutical active agent Iintended for the symptomatic treatment of
Alzheimer's disease and other disorders of memory and cognition like Attention deficient
hyperactivity, Parkinson's disease, schizophrenia, lewy body dementia, vascular dementia or

frontotemporal dementia. The process for preparing compound 1 on a larger scale iIs
described in WO2015083179A1.

[0005] There Is a need to develop a suitable dosage form of the compound 1 to treat the
patients with AD and other disorders of memory and cognition like Attention deficient
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hyperactivity, Parkinson's disease, schizophrenia, lewy body dementia, vascular dementia or
frontotemporal dementia. In our present Invention, we developed IR pharmaceutical
compositions of compound 1 having (1) excellent properties of tablet formation, (2) excellent
wetting, disintegration, rapid and complete drug release properties, (3) good purity profile and
(4) stable formulation for the treatment of AD and other disorders of memory and cognition like
Attention deficient hyperactivity, Parkinson's disease, schizophrenia, lewy body dementia,
vascular dementia or frontotemporal dementia.

Summary of Invention

[0006] In one aspect, the present invention relates to immediate release pharmaceutical
composition that on a total of 100% by weight comprises:

1.a) from 2 % to 60 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole or a pharmaceutically acceptable salt thereof;

2. b) from 36 % to 97 % diluent or total of two diluents; wherein the diluent is selected from
the group consisting of microcrystalline cellulose, lactose monohydrate, dibasic calcium
phosphate, lactose, lactose hydrate, lactose anhydrate, mannitol, starch and isomalt;

3. ¢) from 0.5 % to 2 % lubricant; wherein the lubricant is magnesium stearate;

4. d) from 0.5 % to 1 % glidant; wherein the glidant is colloidal silicon dioxide;

5.¢e) 0 % to 10 % binder; wherein the binder is selected from group consisting of povidone
or hydroxypropyl methylcellulose;

6.f) 0 % to 5 % disintegrant; wherein the disintegrant is selected from crospovidone,
sodium starch glycolate and croscarmellose sodium; and

7.9) 0 % to 2 % acidifying agent; wherein the acidifying agent is citric acid.

[0007] In another aspect, the present invention relates to iImmediate release pharmaceutical
composition as defined above comprising 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate.

[0008] In another aspect, the present invention relates to the above Immediate release
pharmaceutical composition comprising 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole  dimesylate monohydrate, wherein the pharmaceutical
composition comprises binder, diluent, lubricant, glidant, disintegrant and acidifying agent.

[0009] In yet another aspect, the present invention relates to the above immediate release
pharmaceutical composition of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl) methyl]-1H-indole dimesylate monohydrate, wherein said composition comprises
on a total of 100 % by weight:

1.(a) from 2 % to about 3 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole dimesylate monohydrate;
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2. (b) about 95 % to 97 % diluent;
3. (c) about 1 % lubricant; and
4. (d) 0.5 % glidant.

[0010] In yet another aspect, the present invention relates to the above immediate release
pharmaceutical composition of  1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-

piperazinyl)methyl]-1H-indole dimesylate monohydrate, wherein said composition comprises
on a total of 100 % by weight:

1. (a) from about 11 % to about 38 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate;

2. (b) from about 61 % to about 87 % of one diluent or total of two diluents;

3. (c) about 1 % lubricant;

4. (d) 0.5 % glidant;

5. (e) about 2 % disintegrant; and

6. (f) about 1 % acidifying agent.

[0011] In yet another aspect, the present invention relates to the above immediate release
pharmaceutical composition of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-

piperazinyl)methyl]-1H-indole dimesylate monohydrate, wherein said composition comprises
on a total of 100 % by weight:

1. (a) from about 24 % to about 38 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate;

2. (b) from about 61 % to about 72 % one diluent or total of two diluents;

3. (c) from about 1 % to about 1.25 % lubricant;

4. (d) 0.5 % glidant; and

5. (e) about 2 % disintegrant.

[0012] In yet another aspect, the present invention relates to the above immediate release
pharmaceutical composition of  1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-

piperazinyl)methyl]-1H-indole dimesylate monohydrate, wherein said composition comprises
on a total of 100 % by weight:

1. (a) from about 37 % to about 51 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate;

2. (b) from about 45 % to about 60 % diluent;

3. (c) about 1 % lubricant;

4. (d) 0.5 % glidant;

5. (e) about 2 % of disintegrant; and
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6. (f) about 1 % acidifying agent.

[0013] In yet another aspect, the present invention relates to the above immediate release
pharmaceutical composition of  1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole dimesylate monohydrate, wherein said composition comprises
on a total of 100 % by weight:

1. (a) from about 36 % to about 60 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl) methyl]-1H-indole dimesylate monohydrate;

2. (b) from about 36 % to about 62 % diluent;

3. (c) from 0.5 % to about 1 % lubricant;

4. (d) 0.5 % glidant; and

5. (e) about 2 % disintegrant.

[0014] In yet another aspect, the present invention relates to the above immediate release
pharmaceutical composition of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole dimesylate monohydrate, wherein said composition comprises
on a total of 100 % by weight:

1. (a) from about 11 % to about 38 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate;

2. (b) from about 61 % to about 72 % diluent;

3. (c) about 1 % lubricant;

4. (d) from about 2 % to 10 % binder;

5. (e) 0.5 % glidant; and

6. (f) from about 2 % to 5 % disintegrant.

[0015] The present disclosure also relates to methods of preparation of immediate release
pharmaceutical compositions.

[0016] In yet another aspect the present invention relates to an immediate release tablet,
wherein said tablet comprises on a total of 100 % by weight:

1. (a) from 2 % to 60 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-piperazinyl)
methyl]-1H-Iindole dimesylate monohydrate;

2. (b) 36 % 97 % of one diluent or total of two diluents as defined above;
3. (c) 0 % to 10 % binder as defined above;

4. (d) from 0.5 % to 2 % lubricant as defined above;
5. (e) from 0.5 % to 1 % glidant as defined above,;
6. (f) 0 % to 5 % disintegrant as defined above; and
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7.(g9) 0 % 2 % acidifying agent as defined above.

[0017] In yet another aspect, the present invention relates to the above immediate release
tablet, wherein said tablet comprises on a total of 100 % by weight:

1.(a) from 2 % to about 3 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole dimesylate monohydrate;
2. (b) about 95 % to 97 % diluent;

3. (c) about 1 % lubricant; and
4. (d) 0.5 % glidant.

[0018] In yet another aspect, the present invention relates to the above immediate release
tablet, wherein the said tablet comprises on a total of 100 % by weight:

1. (a) from about 11 % to about 38 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate;

2. (b) from about 61 % to about 87 % of one diluent or total of two diluents;

3. (c) about 1 % lubricant;

4. (d) 0.5 % glidant;

5. (e) about 2 % disintegrant; and

6. (f) about 1 % acidifying agent.

[0019] In yet another aspect, the present invention relates to the above immediate release
tablet, wherein said tablet comprises on a total of 100 % by weight:

1. (a) from about 24 % to about 38 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate;

2. (b) from about 61 % to about 72 % one diluent or total of two diluents;

3. (c) from about 1 % to about 1.25 % lubricant;

4. (d) 0.5 % glidant; and

5. (e) about 2 % disintegrant.

[0020] In yet another aspect, the present invention relates to the above immediate release
tablet,

wherein said tablet comprises on a total of 100 % by weight:

1. (a) from about 37 % to about 51 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate;
2. (b) from about 45 % to about 60 % diluent;
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3. (c) about 1 % lubricant;

4. (d) 0.5 % glidant;

5. (e) about 2 % of disintegrant; and
6. (f) about 1 % acidifying agent.

[0021] In yet another aspect, the present invention relates to the above immediate release
tablet,
wherein said tablet comprises on a total of 100 % by weight:

1. (a) from about 36 % to about 60 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate;

2. (b) from 36 % to about 62 % diluent;

3. (c) from 0.5 % to about 1 % lubricant;

4. (d) 0.5 % glidant; and

5. (e) about 2 % disintegrant.

[0022] In yet another aspect, the present invention relates to the above immediate release
tablet,

wherein said tablet comprises on a total of 100 % by weight:

1. (a) from about 11 % to about 38 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate;

2. (b) from about 61 % to about 72 % diluent;

3. (c) about 1 % lubricant;

4. (d) from about 2 % to 10 % binder;

5. (e) 0.5 % glidant; and

6. (f) from about 2 % to 5 % disintegrant.

[0023] In yet another aspect, the present Iinvention relates to the Immediate release
pharmaceutical composition of dose ranges from about 5 mg to about 200 mg.

[0024] In yet another aspect, the present Invention relates to the Immediate release

pharmaceutical composition, wherein the total weight of the immediate release tablet is from
about 100 mg to about 600 mg.

[0025] In yet another aspect, the present Iinvention relates to the immediate release
pharmaceutical composition, wherein the Immediate release pharmaceutical composition
comprises,

1.1) less than 0.5 % of chloro impurity;
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2. 1) less than 0.5 % of unknown impurity;
3. 11l) less than 1 % of total impurity.

[0026] In yet another aspect, the present Iinvention relates to the Immediate release
pharmaceutical composition, wherein the purity of the 1-[(2-bromophenyl)sulfonyl]-5-methoxy-
3-[(4-methyl-1-piperazinyl) methyl]-1H-indole dimesylate monohydrate is about 99.3 %.

[0027] In yet another aspect, the present Invention relates to the Immediate release
pharmaceutical composition, wherein the 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-
1-piperazinyl)methyl]-1H-indole dimesylate monohydrate i1s released about 85 % to about 100
% within 30 minutes.

Detailed description of Invention

[0028] Unless otherwise stated, the following terms used in the specification and claims have
the meanings given below:

The term, "pharmaceutically acceptable excipients” as used herein refers to diluents,
disintegrants, binders, lubricants, glidants, polymers, coating agents, solvents, co-solvents,
preservatives, wetting agents, thickening agents, antifoaming agents, sweetening agents,
flavouring agents, antioxidants, colorants, solubulizers, plasticizer or dispersing agents and the
ike. The pharmaceutical compositions of the present invention may be formulated In a
conventional manner using one or more pharmaceutically acceptable excipients.

[0029] The "binder” employed in a composition of the present invention Is capable for holding
the Ingredients together and forming the granules with required mechanical strength. Example
of binders includes without limitation, polyvinylpyrrolidone (povidone (PVPK30)), polyethlylene
glycol (PEG), saccharides, gelatins, pregelatinized starches, hydroxypropylcellulose,
hydroxypropyl methylcellulose (HPMC) and cellulose ethers. In the composition of the invention
the binder Is selected from povidone or hydroxypropyl methylcellulose.

[0030] The "diluent” employed In a composition of the present invention 1s capable for
providing bulkiness to obtain a desired immediate release pharmaceutical composition.
Preferred diluents are dibasic calcium phosphate, lactose, lactose hydrate, lactose
monohydrate, lactose anhydrate, mannitol microcrystalline cellulose; Avicel, Avicel PH 101,
Avicel PH 102 or Avicel PH 103, maize starch, Starcap-1500, Starlac and isomalt.

[0031] The "disintegrant” employed In a composition of the present invention I1s capable of
facilitating the breakup of an immediate release pharmaceutical composition prepared from the
composition when placed In contact with an agqueous medium. Preferred disintegrants are
crospovidone (cross-linked homopolymer of N-vinyl-2-pyrrolidinone, I.e., cross-linked 1-
ethenyl-2-pyrrolidinone); and sodium starch glycolate.
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[0032] The "lubricant” employed In a composition of the present invention Is capable of
preventing the ingredients from clumping together and from sticking to the apparatus on which
it Is formed, for example, preventing adherence to the face of the upper punch (picking) or
lower punch (sticking) of a compression machine. The lubricant is magnesium stearate.

[0033] The "glidant” employed in a composition of the present invention Is capable for increase
In flow, and is colloidal silicon dioxide (Aerosil).

[0034] The "acidifying agent” employed in a composition of the present invention is capable to
Increase the acidity, and is citric acid.

[0035] The "coloring agent” (or "colorant”) employed in a composition of the present invention
may be one or more compounds which impart a desired color to the composition. Addition of a
coloring agent may be used, for example, so that tablets of different potencies may be easily
distinguished. Example of coloring agent includes but not limited to beta-carotene, Indigo
carmine, sunset yellow FCF, tartrazine, brilliant blue FCF, titanium dioxide, quinoline yellow,
allura red AC, quinizarine green SS and iron oxides, which are accepted universally.

[0036] The "active iIngredient” defined In this Iinvention i1s 1-[(2-bromophenyl)sulfonyl]-5-
methoxy-3-[(4-methyl-1-piperazinyl)methyl]-1H-indole dimesylate monohydrate.

[0037] The term "about” as used herein refers to a defined range of the value by £ 10 %. For
example, about 2 % means 1.8 % to 2.2 %, about 5 % means 4.5 % to 5.5 %, about 10 %
means 9 % to 11 % and about 40 % means 36 % to 44 %.

[0038] The term, "pharmaceutically acceptable salt” as used herein refers to salts of the active
Ingredient and are prepared by reaction with the appropriate acid or acid derivative, depending
on the particular substituents found on the compounds described herein. The pharmaceutically
acceptable salt includes but not limited to dimesylate monohydrate salt, dihydrochloride salt,
oxalate salt, tartrate salt and the like. Preferably, the pharmaceutically acceptable salt Is
dimesylate monohydrate salt and dihydrochloride salt. More preferably, the pharmaceutically
acceptable salt is dimesylate monohydrate salt.

[0039] The term, "patient” as used herein refers to an animal. Preferably the term "patient”
refers to mammal. The term mammal includes animals such as mice, rats, dogs, rabbits, pigs,
monkeys, horses and human. More preferably the patient is human.

[0040] The term, "Immediate release composition” refers to a composition of an active
Ingredient which disintegrates rapidly and releases greater than 85 % at 30 minutes.

[0041] The immediate release pharmaceutical compositions of the present invention can be
used for treatment or prevention of Alzheimer's disease and other disorders of memory and
cognition like Attention deficient hyperactivity, Parkinson's disease, schizophrenia, lewy body
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dementia, vascular dementia or frontotemporal dementia. The Immediate release
pharmaceutical composition of the instant invention can be administered orally, in an effective

amount, to a mammalian (especially human) subject to treat or prevent the aforementioned
disorders.

[0042] The effective dosage of the immediate release pharmaceutical composition comprising
1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-piperazinyl)methyl]-1H-indole

dimesylate monohydrate I1s about 5 mg to about 200 mg. The Immediate release
pharmaceutical composition can be administered 1 to 3 times per day, based on condition of
the patients. The total weight of iIimmediate release pharmaceutical composition of the present
iInvention is from about 100 mg to 600 mg.

[0043] The compound 1 belongs to class | as per BCS classification based on our
experimental results and hence particle size of the compound 1 does not effect in the
treatment of the patient.

[0044] In one embodiment the present Invention relates to the Immediate release
pharmaceutical composition comprising:

ooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo
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[0045] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises 2 % to about 3 % by weight of 1-[(2-
bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-piperazinyl)methyl]-1H-indole dimesylate
monohydrate.

[0046] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises about 10 % to about 40 % by weight of 1-[(2-
bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-piperazinyl)methyl]-1H-indole dimesylate
monohydrate.

[0047] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises about 20 % to about 40 % by weight of 1-[(2-
bromophenyl)sulfonyl] -5 -methoxy-3 - [(4-methyl-1 -piperazinyl) methyl]-1H-Indole dimesylate
monohydrate.
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[0048] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises about 30 % to about 50 % by weight of 1-[(2-
bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-piperazinyl)methyl]-1H-indole dimesylate
monohydrate.

[0049] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises about 30 % to about 60 % by weight of 1-[(2-
bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-piperazinyl)methyl]-1H-indole dimesylate
monohydrate.

[0050] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprising; about 40 % to about 80 % by weight of diluent

[0051] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprising about 70 % to about 90 % by weight of diluent.

[0052] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprising about 20 % to about 40 % by weight of diluent.

[0053] In yet another embodiment, the present Invention relates to iImmediate release
pharmaceutical composition in the form of tablet or capsule.

[0054] In yet another embodiment, the present invention relates to an immediate release
tablet, wherein the tablet comprises,

1.(a) from 2 % to 60 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole dimesylate monohydrate;

2. (b) from 36 % to 97 % of microcrystalline cellulose;

3. (c) from 0.5 % to 2 % magnesium stearate;

4. (d) from 0.5 % to 1 % colloidal silicon dioxide;

5.(e) 0 % to 5 % crospovidone; and

6. (f) 0 % to 2 % citric acid.

[0055] In yet another embodiment, the present invention relates to an immediate release
tablet, wherein the tablet comprises,

1.(a) from 2 % to 60 % 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole dimesylate monohydrate;

2. (b) from 36 % to 97 % of microcrystalline cellulose;

3. (c) from 0.5 % to 2 % magnesium stearate;

4. (d) from 0.5 % to 1 % colloidal silicon dioxide;

5.(e) 0 % to 10 % povidone,
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6. (f) 0 % to 5 % crospovidone; and
7.(g) 0 % to 2 % citric acid.

[0056] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises about 40 % to about 80 % by weight of microcrystalline
cellulose.

[0057] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises about 70 % to about 90 % by weight of microcrystalline
cellulose.

[0058] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises about 20 % to about 40 % by weight of microcrystalline
cellulose.

[0059] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises about 2 % by weight of crospovidonc.

[0060] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises about 1 % by weight of citric acid.

[0061] In yet another embodiment, the present invention relates to the immediate release
pharmaceutical composition comprises about 4 % by weight of povidone.

[0062] In other aspect, the present invention relates to the immediate release pharmaceutical
composition comprising 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-piperazinyl)
methyl]-1H-Iindole or a pharmaceutically acceptable salt thereof for use In the treatment of
Alzheimer's disease, memory and cognition disorders selected from Attention deficient
hyperactivity disorder, Parkinson's disease, schizophrenia, lewy body dementia, vascular

dementia or frontotemporal dementia.

Methods of preparation of immediate release pharmaceutical composition

[0063] Also disclosed i1s the process for the preparation of the Immediate release
pharmaceutical composition comprising 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole or a pharmaceutically acceptable salt thereof.

[0064] The preparation of the iImmediate release pharmaceutical composition includes two
methods, a) direct compression method and b) wet granulation method.

[0065] In one process, the preparation of iImmediate release pharmaceutical composition using
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direct compression method comprises the following steps:

1. a) weighing the active ingredient and one or two diluent (s) and sieving through sieve
number 40;

2. b) mixing the sieved active ingredient and one or two diluent (s);

3. ¢) weighing the lubricant, glidant, disintegrant and acidifying agent and sieving through
sieve number 40;

4. d) adding the mixture obtained in step (c) into step (b) and blending the mixture for 5-20
minutes to form homogenous mixture; and

5. e) compressing the lubricated blend to obtain the required dosage form.

[0066] The above obtained dosage forms can be optionally coated with polymers, solvents and
coloring agents by methods known in the art.

[0067] In another process, the preparation of iImmediate release pharmaceutical composition
using wet granulation method comprises the following steps:

1. a) weighing the active ingredient, diluents and super disintegrant;

2. b) sieving the weighed materials through sieve number 40;

3. ¢) blending the sieved active ingredient, diluents and super disintegrant for 10 minutes In
an octagonal blender;

. d) weighing the binder and dissolve in required quantity of purified water;

. ) transferring the active ingredient, diluents and super disintegrant into RMG;

. ) adding binder solution dropwise to RMG to form cohesive mass;

. @) drying the blend In a tray drier at 50 °C;

. h) passing the blend through # 18 mesh to form granules;
9. 1) weighing the lubricant and glidant and pass through sieve number 40;

10. ) adding the mixture obtained Iin step (h) to step (i) and blend for 10 minutes In an

octagonal blender; and
11. k) compressing the lubricated blend to obtain the required dosage form.

0o ~N 6O O A~

[0068] The above obtained dosage forms can be optionally coated with polymers, solvents and
coloring agents by methods known In the art.

Abbreviations:

[0069]

AUC
- Area under the curve
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Cmax

- Maximum plasma concentration
HDPE

- High density polyethylene
HPMC

. Hydroxypropyl methylcellulose

HPLC
. High performance liquid chromatography
kg
. Kilogram
LC-MS/MS
. Liquid chromatography/ Tandem mass spectrometry
mg
. Milligram
mL
. Milliliter
ng
- Nanogram
N
. Normality
rom
. Rotation per minute
RMG
. Rapid mixer granulator
Tmax
- Time of maximum plasma concentration
T
. Half-life
°C

: Degree Celsius
% WIW

. Percent weight/weight
UV

- Ultra violet

Examples

[0070] The following Examples are provided to illustrate preferred embodiments of the
Invention and are not intended to limit the scope of the present invention.

Example 1: Pharmaceutical composition of Compound 1 IR tablets.
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[0071] By using range of ingredients (% w/w) In below mentioned table and procedures
explained In above mentioned preparation methods, the [IR tablets of 1-[(2-
bromophenyl)sulfonyl]-5 -methoxy-3 - [(4-methyl-1 -piperazinyl)methyl] -1H-Indole dimesylate
monohydrate are prepared.

ooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo \
|}
000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000 \xc0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0Ac0«00000«00«00000«00«000.
|}
.
L]
n n
.
A
-
n
qqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqq \
|}
n
| | n |}

Example 2:

Preparation of IR tablet using direct compression method.:

Composition of S mg dose IR tablet:

[0072]

Ingredient mg/tablet
Compound

0CCOCCOCCOCCOCCOCCOCCOCCHCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOC.0CCOCCOCCOCCOCCOCCOCCOCCOCCHC.CC.CC.CC.CC.CC.CC.CC.\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

Mlcrocrystalhne cellulose (Avicel PH 102) {96.03 288 09

qqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqq \\ I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I { I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I

......................................................................................................................................................................................................................................................................................................................................................................................................

equuvalent to 5 mg of 1-[(2- bromophenyl)sulfonyl] -5-methoxy-3-[(4-methyl- 1-
piperazinyl) methyl]-1H-indole (free base compound).

Method of preparing IR tablet:
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[0073] All the Ingredients were accurately weighed (Compound 1 of 2.47 %, Avicel PH 102 of
96.03 %) and sieved using sieve number 40. The sieved compound 1 and Avicel PH 102 were
blended for 10 minutes In an octagonal blender. The mixture obtained was added to
magnesium stearate (1%) and aerosil (0.5 %) and blended for 10 minutes in an octagonal
blender. The lubricated blend was compressed using 9 mm round concave punches and dies
on rotary compression machine to obtain 300 mg tablet.

[0074] The examples 3 to 52 are prepared by following the method of preparation of example
2 by using appropriate amount of active ingredient, diluent(s), disintegrant, lubricant and
with/without acidifying agent.

Examples 3 to 16:

Compositions of 25 mg dose IR tablets:

[0075]

Ingredient (% wiw) mg/tablet mg/tablet

Compound 1 12.34 37 0o# 14 81 37 0o#
Mlcrocrystalhne cellulose (Avicel 86 16 258 48 83 69 209.23
PH 102)

Magnesmm stearate

I R R R R R R N R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R CQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQ‘CQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQ.CQCCQCCQCCQCCQCCQC00000000000000\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

equwalent to 25 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl) methyl]-1H-indole (free base compound)

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\:

Ingredient mg/tablet mg/tablet

QQOQQOQQOQQOQQOQQQQQ“Q“QO‘Q“Q“QOQQOQQOQQOQQOQQOQQOQQQQQ“Q“QO‘Q“Q“QOQQOQQOQQO0‘00‘00‘00\00Q“Q“QO‘Q“Q“Q00‘00‘00‘00‘00‘& QQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ

Compound 1 37 03 37 03% 12 42 37 26#
I\/Ilcrocrystalhne cellulose (Avicel 61 4/ 61 4/ 84 08 252.24
PH 102)

0§§0§§0‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50\50§§0§§0§§0§§0§§0§50‘50‘50‘50‘50‘\ §§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§

(Aerosil®)

T —C— C——
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# equivalent to 25 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole (free base compound

-
o R o e o o o R o o e o o o o o o o o o e o o e o o o o e e e e e R R e e o o e o o o o L L L L L L L L L L L L L L L L L L L L L L L A S L A A A A S A LSS AN

Example 7 Example 8

Ingredient (% wiw mg/tablet L (% wiw
Compound 1 16.93 37 25# 16.93

06006006006006@006006006006006006006006006006006006QCQ00600600600600600600600600600600600600\\06006006006006006006006006006000006QCQ0060060060060CW

Microcrystalline cellulose (Avicel {79.57 175.05 81.57

PH 102 |

mg/tablet

37 .25¥%
179.45

*
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L g
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L4
L g
L4
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L g
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L4
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L g
L4
L4
L g
L4
L4
L g
L4
L4
L g
+
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L g
L4
L4
L g
L4
L4
L g
L4
L4
L g
L4
L4
L g
L4
L4
L g
L4
L4
L g
L4
L4
L g
L4
L4
L g
L4
L4
L g
L4
L4
L g
L4
L4
L g

.

A
N

Magnesium stearate

Colloidal silicon dioxide |
Aerosil®

NN B 0, 3 0 3 A A 3 3 A A A A A A A A A 3 A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A A AR AR A R AR R Y,

equivalent to 25 mg of 1-(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl}-1H-indole (free base compound

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\}\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

Example 9 Example 10
% wiw mg/tablet % wiw mg/tablet

R R R R R R R R R R R )
3 ; l25

A
A

ll

Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
Z
P 4
P 4
P 4
P 4
P 4
P 4
P 4
P 4
P 4
P 4
P 4
P 4
P 4
P 4
7

Ingredient

L T e )

ompound 1 16.93

icrocrystalline cellulose (Avicel {40./8 89.72

H 102
w7 Jeors

actose Monohydrate

L T T e T T T e )

Dibasic calcium phosphate -- 81.57 179.45

dihydrate

l
l

»
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
-~
L4
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»
¥
L
*»

Magnesium stearate

Colloidal silicon dioxide | 1 1 0. 11 ’
Aerosil®

006QCQ006006006006006006006006006006006006QCQQi‘@06006006006006006006006QCQ0060060060\2006006006006006006006006QCQ00600\“006006006006006006006006006006QCQ00600600600600600600@6006000QCQ00600600600600600600600600600600.

‘.‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.é".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“:.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\“.t.\“.‘.‘

# equivalent to 25 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl}-1H-indole (free base compound

.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".‘.\“.‘.“‘.t.\“.t.\ ‘.t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\“.t.\“.‘.“‘ +*

Ingredient mg/tablet mg/tablet

Compound 1 116.93 ‘ 37 5% 116.93 37 O6# ’

L DR DE DE DE DE DE BE B BE BE BE BE DE BE BE BE BE BE BE BE BE BE DE BE BE BE BDE BE BE BE BE BE DE DE BE BE BE BE DE D BE L BE B BE B BE BE BE B B BE B BE BE B B BE BE B BE B BE B BE B B B BE D BE BE BE B BE B BE BE B BE BE B B BE B B BE B B B B B L DE DB B B R R B R B B R D B B R B B B B B B B B B B B B B B B B ML DE D B B B B BE BE BE BE BE BE DE BE DE BE DE BE BE BE DE BE BE BE BE BE BE BE BE BE BE DE BE BE BE AL DE DE BE BE B BE DE BE B BE B B BE BE B BE B B BE BE RE BE BE B BE DL B DE RE B BE B BE BE BE B BE BE B DL BE B B BE BE B BE B B R B BE BE B B B B BE B BE BE B B B B B B B

Microcrystalline cellulose (Avicel {40./8 89.72 40./8 89.72
PH 102

EECIE s I (N X N S S

AR I I D D D D D D R D D D O D D D D D D D D D D D B B B I D D D D D D D B D D D D D B D D D I D D D D D D D D D D D D D D D D D D D D D D D B R I R D D D D D D D D D D B B B R D D B D D D D D B D B R B I D D D D D D D I D D D D D D D D D D D D I T D D D B D D D D D D D D D D D D D D D D D D D B D D D D D D D D I D I D D D D D D D D D D D D D D D D D D D D D D D D D D D D D D D O A A A A AN NN Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Yy

Colloidal silicon dioxide 0.5 1.1 . 1.1
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Ingredient (% wiw) mg/tablet mg/tablet

(Aerosil®)

-

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

equwalent to 25 mg of 1 [(2 bromophenyl)sulfonyl] 5 methoxy 3 [(4 methyl 1
plperazmyl)methyl] 1H |ndo|e (free base compound)

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

Ingredient % w/w) mg/tablet mg/tablet

Compound 1 16.93 37 .25% 16 93 37 o6#
Microcrystalline cellulose (Avicel {40.78 89.72 81.57 179 45
PH 102)

Seiom _— fon e |

Magneswm stearate

Colloidal silicon dioxide O 5 1 1 1 1
(Aerosil®)

L4
L4
*»
L4
L4
*»
L4
*»
L4
L4
*»
A

equwalent to 25 mg of 1-[(2-bromophenyl)sulfonyl]-5- methoxy 3- [(4 methyl-1-
piperazinyl)methyl]-1H-indole free base compound)

0CCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCHCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCO.COCCOCCOCCOCCOCCOCCOCCOCCOCCOCCO.COCCOCCOCCOCCOCCOCCOCCOCCOCCOCCHCO.COCCOCCOCC.CC.CC.CC.CC.CC.CC.CC.\. CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

I\/Ilcrocrystalhne cellulose (chel
PH 102)

I R R R R R R N R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R CQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQ‘CQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQ.CQCCQCCQCCQCCQCCQC00000000000000\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

EEEE e N A XN SR B
-‘

Colloidal silicon dioxide

(Aer08|l®)

qqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqqq

ER CER
S ) - SO - LN -

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

equwalent to 25 mg of 1 [2 bromophenyl)sulfonyl] -5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole (free base compound)

A

Examples 17 to 38:

Compositions of 50 mg dose IR tablets:
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[0076]

Ingredient mg/tablet mg/tablet

Compound 1 29 62 74 O5%# 29 62 74 05#
Microcrystalline cellulose (Avicel 66 63 166 o8
PH 102)

Isomalt

§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§

0§§0§§0‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50\50§§0§§0§§0§§0§§0§50‘50‘50‘50‘50‘\ §§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§

equwalent to 50 mg of 1-[(2- bromophenyl sulfonyl]-5- methoxy -3-[(4-methyl- 1-
piperazinyl)methyl]-1H-indole (free base compound)

tttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttttt
cccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccccc

Example 19 Example 20

Ingredient mg/tablet mg/tablet
Compound 1 74 O5% 28 8 -

......................................................................................................................................................................................................................................

Starch (Starlac) 68 88

Mlcrocrystalhne cellulose (Avicel 69 45 173 63
PH 113)

QCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQNCQCCQCCQCCQCCQCCQCCﬁliﬁliﬁliﬁliﬁlm CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

(Aerosil®)

I ] (R N I FE

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

equwalent to 50 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl}-1H-indole (free base compound)

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\ AR AL AL AL AL AL AL AL AR A LA LA RA LA LA AL AL AL AL AL AL A LA LA LA LA LA LA AL AL AL AL AL AR AR A LA LA LA LA LA AL AL AL AL AR AR AR AR AR A LA AR AL AL AL AR R AR AR R AR RN RNV

Ingredient mg/tablct mg/tablct

0Q“QO‘Q“Q“QOQQOQQOQQOQQOQHQQ“Q“QO‘Q“Q“QOQQOQQOQQOQQOQQOQQOQQQQQ“Q“QO‘Q“Q“Q00.0QQOQQOQQOQQOQQOQQQQQ“Q“QO‘Q““‘QOQQOQQOQQOQQOQQOQQOQQQQQ“Q“HOQQ00‘00‘00‘00‘00‘00‘00‘00\ QQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQQ

Compound ! 29 2 |raos¥
I\/Ilcrocrystalhne cellulose (Avicel 69 45 173 63
PH 102)

Lactose Monohydrate

I I R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R §0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50.50§§0§§0§§0§§0§§0§50‘50‘50‘50‘50\ 0000000000000000000000000000000000000

Colloidal silicon dioxide 0.5 1.25 0.5 'I 25
(Aerosil®)
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# equivalent to 50 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole (free base compound)

-
..................................................................................................................................................................................................................................................................................................................................................................................................................................................................................

Ingredlent mg/tablet mg/tablet

06006006006006006006006006006006QCQ006006006006006006006006006006006006Qi‘ﬁi‘ﬁi‘ﬁi‘ﬁi‘ﬁi‘ﬁi‘ﬁi\ 000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000

e T T R S—

Mlcrocrystalhne cellulose chel 69.45 17/3.63
PH 101)

Magnesmm stearate 1 25 3 12 1 25 3 12

Q06006006006006006006QCQQCQQHQ06006006006006006006006QCQ00600600600600600600600600600Qﬁl6006QCQ0060060060060060060060060{6006006006QCQ0060060060060060CQQCHC600Qﬁi‘ﬁi‘ﬁi‘ﬁi‘ﬁi‘ﬁi‘ﬁi‘ﬁ\ 0000000000000000000000000000000000000

Colloidal silicon dioxide 0.5 1.25 0.5 1.25
(Aerosil®)

I N T O =

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

equwalent to 50 mg of 1- [2 bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl}-1H-indole (free base compound)

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\\\%\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\k\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\:

Ingredient mg/tablet mg/tablet

0‘50‘50‘50§§0§§0§§0§§0§§0§§0§QCHO§§0‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50050§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50\50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§Cw§§0§§0§§0§§0§§0§50‘50‘50‘50‘5\ §§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§

Compound 1 29 62 74 O5# 29 62 74 O5%
Dextrose Monohydrate 68.88 172.2 --

0CCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCHCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCQOCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCO\.COCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCC’CCOCCOCCOCCOCC.CC.CC.CC.CC.CC.CC.CC\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

CoIIO|daI silicon dioxide 1.25 O 5 1 25
(Aerosil®)

“““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““““

equwalent to 50 mg of 1- [(2 bromophenyl sulfonyl] -5-methoxy-3-| (4 -methyl-1-
piperazinyl)methyl}-1H-indole free pbase compound)

QCCQCCQCCQCCQCCQCCQCCQCCQCCQCMCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCﬁlCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQ‘CQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCHCCQCCQCCQCCQCCQCCQCCQCCQCCQN CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

Ingredient mg/tablet mg/tablet
Compound 1 37 03 74, 06 29 62 74 05%

Microcrystalline cellulose (Avicel 61.47 122 94
PH 102)
68.63 171 58

Dicalcium phosphate dihydrate -'
Colloidal silicon dioxide 0.5 1.25
(Aerosil®)

......................................................................................................................................................................................................................................................................................................................................................................................................

equwalent to 50 mg of 1- [2 bromophenyl sulfonyl]-5- methoxy -3-[(4-methyl- 1-
piperazinyl)methyl}-1H-indole (free base compound)

'
O
-
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Ingredient % wiw mg/tablet mg/tablet

£ T T T o e e T e e e e e e e e e e e T e e e e e T T e T e e e e e e e e e i e e o i e e e e e e e T T e e e e e e e e e e e e e ) R T e T e e T i T T e e e e T e e e T e e e T e e e e e e e T e e e e e e e e e e e e e R T o e e o e T e o e e e e e B ) R T T e T e e e e e e )
|

Compound 1 29.62
Microcrystalline cellulose (Avicel {68.63 171.58 |
PH 101

| actose Monohydrate - {66.63 166.58

L T T T T T T T T T T T T T T T T T T T T T T T T T T T e T T e e e e B T T T T T T T T T T T T T T T T T T T N T T T T e T T T e e e )

R )

Aerosil®

I R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R B R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R D R R R R R R R R R R R R R R R R R R R R R R R R R R R R ) I R R R R ) B T T s T T T T T T T T e e e B

‘.‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.é".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\".t.\".‘.“:.‘.\".t.\".‘.“‘.t.\".t.\".‘.\".t.\".‘.“‘.‘.\“.t.\“.‘.‘

equivalent to 50 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-] 4-methy|-1-
piperazinyl)methyl}-1H-indole (free base compound

\.\.\‘\.\.\".\.\".\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\".\.\".\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\".\.\".\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\".\.\“.\.\‘\.\.\‘\.\.\‘\.\ \‘\.\.\".\.\".\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\".\.\".\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\".\.\".\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\“.\.\“.\.\‘\.\ \‘\.\.\‘\.\.\‘\.\.\‘\.\.\".\.\".\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\".\.\".\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\".\.\".\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\‘\.\.\

Example 31 Example 32 ’

Ingredient mg/tablet mg/tablet
Compound 1 29.62 74 05% 29.62 74 05%

AR R R R R R R R R R I R R I R R R R R R R R R R R R R R R R R R R R R R R R R I R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R R T R R R R R R R R B T T T T T EEEEEEEEEEEEE E EE E E E E E E E E E E E E E E E E E E I ]

Starch (Starcap 1500 166.58

Dicalcium phosphate 66.63 |
dihydrate

Colloidal silicon dioxide
Aerosil®

T A N A R

# equivalent to 50 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole (free base compound

Ingredient mg/tablet mg/tablet

0CCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCE‘0CCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCC\‘COCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCC.CCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCC.CCOCCOCCOCCOCC@0CCOCCOCCOCCOCCOCQOCCOCCOCCOCCQCCQCCQCCQCCQCCQCCQCCQCQ

Compound 1 29.62 74 05% 29.62 74 05%
Lactose Monohydrate 66.63 166.58 -'

Microcrystalline cellulose 166.63 ‘
Avicel 101

‘ L .|®
HCQCCQCCQCCQCCQCCQCCQCCQCCQ.CQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQ\‘.QCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCC‘CCQCCQCCQCCQCCQCCQCCQCCQCCQH

B e T T T T e e T e T e e T e e T T T T e e T e e e e e e e e T e e e e e e e T T e T e e e T T T T T e e e T T e e e e e e e e e e T e T e e e B )
C n I —E
. “

\d
.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\E\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.7.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘.\.\.‘{
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# equivalent to 50 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
plperazmyl methyl]-1H-indole (free base compound)

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

Ingredient mg/tablet (% w/w) mg/tablet

‘COCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCQCCQCCQCCQCCQCCQCCQCCQC\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

Microcrystalline cellulose (Avicel {71.67 215 62.64 137.8
PH 102)

0COCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCQCCQCCQCCQCCQCCQCCQCCQC\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

# equivalent to 50 mg of 1-[(2- bromophenyl)sulfonyl] S-methoxy-3- [(4 methyl- 1-
piperazinyl)methyl}-1H-indole (free base compound)

QCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQNCQCCQCCQCCQCCQCCQCCﬁliﬁliﬁliﬁliﬁlm CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

Ingredient mg/tablet mg/tablet
Compound 1 12 35 49 67 {7451

Microcrystalline cellulose (Avicel {84.15 504.9 49,83 70 24
PH 102)

QCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQN.QCCQCCQCCQCCQCCQCCﬁliﬁliﬁliﬁliﬁlm CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

Magnesium stearate N

Colloidal silicon dioxide O 75
Aer03|l®

.........................................................................................................................................................................................................................................

......................................................................................................................................................................................................................................................................................................................................................................................................

equwalent to 50 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3- [(4 methyl- 1-
piperazinyl)methyl}-1H-indole (free base compound)

Example 39 to 43:

Composition of 75 mg dose IR tablets:

[0077]

Example 40

Ingred|ent % w/w) mg/tablet % w/w) mg/tablet

Compound 1 37.25 111 7 5# 50 79 111 74#



DK/EP 3518905 T3

Ingredient mg/tablet (% wiw) mg/tablet

Microcrystalline cellulose (Avicel 59 29 177.75 45.71 100.56
PH 102)

C II -d | .|- d. -d
‘COCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCQCCQCCQCCQCCQCCQCCQCCQC\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

(Aerosil®)

...................................................................................................................................................................................................................................................................................................................................................................................................................................................................................

equwalent to 75 mg of 1 [2 bromophenyl)sulfonyl] -O- methoxy 3-[(4-methyl- 1-
plperazmyl)methyl] 1H mdole (free base compound)

Ingredient (% wiw) § mg/tablet §{ (% w/w) § mg/tablet

Microcrystalline cellulose (Avicel {46.7 102 /4 47 14 104 94
PH 102)

Magnesium stearate

050§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50QQCQQCQQCQQCQQC\ §§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§

Colloidal silicon dioxide
(Aerosil®)

SN N c S S

equivalent to 75 mg of 1-[(2-bromophenyl)sulfonyl]-5- methoxy -3- [ (4-methyl- -
piperazinyl)methyl}-1H-indole (free base compound)

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\‘o.\\‘o.\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\:

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

..........................................................................................................................................................................................................................................

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

equwalent to 75 mg of 1-[(2- bromophenyl sulfonyl]-5- methoxy 3-[(4-methyl-1-
piperazinyl)methyl}-1H-indole (free base compound)

Examples 44 to 50:

Composition of 100 mg dose IR tablets:
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[0078]

Mlcrocrystalhne cellulose (chel
PH 102)

Colloidal silicon dioxide

(Aerosil®)

equwalent to 100 mg of 1-[( 2 bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
plperazmyl methyl]-1H-indole (free base compound)

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

050‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50‘50‘50‘50‘\ §§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§

Microcrystalline cellulose (Avicel
PH 102)

----

equwalent to 100 mg of 1-[(2- bromophenyl sulfonyl]-5-methoxy-3-[(4-methyl- 1-
piperazinyl)methyl}-1H-indole (free base compound)

Example 48 ‘ Example 49

.......................................................................................................................................................................................................................................

Ingredlent % w/w) mg/tablet mg/tablet
Compound 1 49 67 149 01# 59 6 149#

Microcrystalline cellulose (Avicel {47.33 141.99 92 25
PH 102)

.........................................................................................................................................................................................................................................

-

QCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQN.QCCQCCQCCQCCQCCQCCﬁliﬁliﬁliﬁliﬁlm CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

Colloidal silicon dioxide
(Aerosil®)

‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘

equivalent to 100 mg of 1-( 2 bromophenyl sulfonyl]-5- methoxy 3-| 4 methyl-1-
piperazinyl)methyl}-1H-indole (free base compound)
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Example 50

Ingredient

‘CQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCC\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

Compound 1

050§§0‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50QQCQQCQQCQQCQQCQQCQQCQQ\ §§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§

Colloidal silicon dioxide (Aerosil®)

Crospovidone

# equivalent to 100 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl}-1H-indole (free base compound)

Examples 51-52:

Composition of 150 mg and 200 mg dose IR tablets:

[0079]

Ingredient mg/tablet mg/tablet

Compound 1 49 67 223 92" 49 67 298 02#

Mlcrocrystalhne cellulose (Avicel 46 83 21 0.7/3 46 83 280.98
PH 102)

0CC.CCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCO\.COCCOCCOCCQCCQCCQCCQCCQCCQH CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

Colloidal silicon dioxide 2.25 0.5 3
(Aerosil®)
Copoitore  p o ]2

equivalent to 150 mg of 1-[(2- bromophenyl sulfonyl]-5- methoxy 3-| 4 methyl-1-
piperazinyl)methyl]-1H-indole (free base compound)

# equivalent to 200 mg of 1-{(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indole (free base compound)

Example $3:

Preparation of IR tablet using wet granulation method
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Composition of 50 mg IR tablet:

[0080]

Ingredient % WIW mg/tablet

Microcrystalline cellulose (Avicel PH 102) 66 83 200 S

Povudone

nnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnn

equwalent to 50 mg of 1-[(2- bromophenyl sulfonyl]-5- methoxy 3-[(4-methyl-1-
piperazinyl)methyl}-1H-indole (free base compound)

Method of preparing IR tablet:

[0081] All the Ingredients were accurately weighed (Compound 1 of 24.67%, Avicel PH 102 of
66.83% and crospovidone of 3%) and sieved using sieve number 40. The sieved compound 1,
Avicel PH 102 and crospovidone were blended for 10 minutes in an octagonal blender. The
mixture obtained was transferred into RMG and added povidone binder solution (povidone (4
%) was dissolved In purified water) dropwise to RMG to form cohesive mass. The blend
obtained was dried in a tray drier at 50 “C. Dried blend was passed through # 18 mesh to form
granules. The granules obtained were mixed with magnesium stearate and aerosil and the
mixture was blended for 10 minutes In an octagonal blender. The lubricated blend was
compressed using 9 mm round concave punches and dies on rotary compression machine to

obtain 300 mg tablet.

Examples $54-55:

[0082] The following examples are prepared by following the method of preparation of
example 53.

Composition of 50 mg IR tablets:
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[0083]

Ingredient (% wiw) mg/tablet mg/tablet

Compound 1 24 .67 24.67
Microcrystalline cellulose (Avicel
PH 102) 1975 64.83 194 .5

Example 95

Povidone (PVP K30)

050‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50§§0§§0§§0§§0§§0§§0§§0§§0‘50‘50‘50‘50‘50‘50‘50‘\

o)
On
00
o)

0000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000

I R
o0

\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\

equlvalent to 50 mg of 1-[(2-bromophenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl}-1H-indole (free Base compound)

000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000000

Example 56:

Dissolution studies of IR tablets

[0084] The dissolution studies were conducted for the immediate release tablets of the instant
Invention to demonstrate the % release of active ingredient at different time intervals. Protocol:

Dissolution was carried out In accordance with the United States pharmacopeia general
procedures using dissolution apparatus |l (paddle method). The IR tablet was placed in 900
mL of simulated gastric fluid (pH 1.2), 0.1N hydrochloric acid or water at 37 "C with a paddle
speed of 50 rom/ 100 rpm and measuring the amount of active ingredient dissolved (especially,
using UV at 255 nm or using HPLC, wavelength 220 nm) at 15 and 30 minutes. Results:

The dissolution studies data of the IR tablets are tabulated below.

0Q.0Q.0Q.0Q.\Q.0Q.0Q.0Q.0Q.0Q.0Q.0Q.0Q.0Q.0\..0Q.00.00.00.00.00.00.00.00. Q.0Q.0Q.0Q.0Q.0Q.0Q.0Q.0Q.0Q.0Q.00.00.00.00\.00.00.00.00. Q.0Q.0Q.00.00.00.00.00.00.00.0\ .......................................................................

% of Active % of Active
iIngredient Ingredient
release release

Time
(Minutes)

Time
(minutes)

Nb Examples

Example

4 4 4 444 I R R R R R R R R R R R R R R R R T R R R R R R R R R R R R R R R R R R R R I R R ) 50‘50‘50QQCQQCQQCQQCQQCQQCQQ\ §§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§§

I I e
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% of Active
Ingredient
release

S. Time % OF Active S. Time

NG Examples (minutes) Ingredient NG Examples (minutes)
release

Example - Example

A I I

Examp.e o |Bxample| 10 L 104

/ 32

3COCCOCCOCCO\‘0CCOHOCCOCCOCCOCCOCCOCCOCCOCx.CCOCCOCCOCCOCCOCCOCCOCCOCCOCQOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCOCCm‘COCCOCCOCCOCQOCCOCCQHQCCQCCQCCQCCQC\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

H Example - Example |
2 [T

33
Example
13

Example
37

Example
38
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Example 57:

Stability study of IR tablets

[0085] The stability study was conducted to assess the stability of the immediate release
tablets and the impurity profile of the instant invention under different storage conditions.

[0086] The stability studies were carried out at ambient temperature, 40 "C / 75 % RH and 60
"C oven for 6 months.

Protocol:

[0087] The immediate release tablets are packed in HDPE bottles with polyethylene liners with
desiccant for a period of 6 months at different storage conditions. The samples were analyzed
for purity using HPLC.

Results:

Dissolution:

[0088] The dissolution data of examples for different time points at accelerated storage
conditions are tabulated below.
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Conclusion:

[0089] Ve observed no significant variation in dissolution of the IR tablets after storing for 6

months at accelerated storage conditions (i.e, temperature 40 £ 2 °C at 75 £ 5 % relative
humidity (RH)).

Purity:

[0090] The purity of IR tablet on day 1 is tabulated below.

R R R R R . AR R R R R R R I I R R R R R R R R R R R R R R R R R R N I R I R R R R R I R R R R R R R R R I N R R R R R I R I I R R I R R R R R R CCOCCOCCOCCOCCOCCOCCOCCO\.COCCOCCOCCOCCOCCOCCQCCQCCQCCQCCQCCQCCQCCQCx CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

Example
number

Dose { Purity of { Chloro § Maximum Other Total

(MQ) active {impurityi unknown unknown §{ impurities
ingredienty (%) impurity (%) §impurities (%)
(70) (70)

T [ 75 e [om | 0% | i | 0%
22 [ 75 [ eee [0t | oo | om | s

QCCQCCQCCQCO\0CQCCQCCQCCQCCQCCQCHCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQ.CQCCQCCQCCQCCQCCQCCQCCQCCQCCQ\\QCCQCCQCCQCCQCCQCCQCCQCC-‘CCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCCHCQCCQCCQCCQCCQCCQCCQCCQCCQCCQC\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

No

[0091] The purity of IR tablets under different storage conditions at the end of 6 months iIs
tabulated below.

Maximum

S. {Example{ Dose | Storage {Purity _Chlor_o unknown | . Othgr . Totz_al_
" 5 Impurity § . . Impurities jimpurities
No { number { (mg) jconditionsy (%) (%) Impurity (%) o
0 (% 0 0

4 4 4 434 CCQCCQCCQCCQCCQCCQCCQCCQC00\\QCCQCCQCCQCCQCCQCC\CCQCCQCCQCCQCCQCCQCCQCCQCCQCCQCGQCCQCCQCCQCCQCCQCC‘CCQCCQCCQCCQCCQCCQCCQCCQ \QCCQCCQCCQCCQCCQCCQCCQCCQCCQCCQC\ CCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCC

(%)
Oven

Y Y
. 19
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Maximum
unknown
Impurity

Chloro
Impurity
(%)

Other Total
Impurities jimpurities
(%)

S. {Example{ Dose § Storage {Purity
conditions

’ 40 °C | 75 ’ ' '

Conclusion:

[0092] We observed no significant variation in purity of the active ingredient under different
storage conditions. As evident from the above stability data the active ingredient in immediate

release tablets of instant invention 1s stable at least six months under accelerated storage
condition.

Example $8:

In-vivo pharmacokinetic study of IR tablets

[0093] The dog pharmacokinetic study is conducted to confirm the dissolution data of
Compound 1.

Experimental procedure of dog pharmacokinetic study

[0094] Male beagle dogs (10 £ 2 kg) were used as experimental animals. Each dog was
housed In Individual cages. Animals were fasted over night before oral dosing (p.o) and food
pellets were allowed 2 hours post dosing. Two beagle dogs (~11 mg/kg) were dosed orally with
IR tablets prepared by pharmaceutical compositions disclosed in Example 48.

[0095] At each time point, blood (0.5 mL) was collected through cephalic vein. Collected blood
was transferred into a labeled eppendroff tube containing 10 uL of heparin as anticoagulant.

Typically blood samples were collected at following time points: Pre dose, 0.25, 0.5, 1, 1.5, 2,
3,9, 7,12, 24, 30 and 48 hours post dose (n=2). Blood was centrifuged at 4000 rpm for 10
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minutes. Plasma was separated and stored at -20 "C until analysis. The concentrations of

active ingredient were quantified in plasma by validated LC-MS/MS method using suitable

extraction technique. The active ingredient was quantified in the calibration range around 0.2-
200 ng/mL.

[0096] Pharmacokinetic parameters Crax, Tmax, AUCqo.t+ and T4, were calculated by using

standard non-compartmental model Phoenix WinNonlin 6.2 version Software package.

[0097] The results of this study are tabulated below.

Strain/ Dose Dosage C max T max AUC k T2
Gender | (mg/kg) form (ng/mL) §{ (hours) §{ (ng.hour/mL) { (hours)

B‘;ﬁg'e 11 Tablet | 60+ 16 {1.2520.35] 251427 15.97+0.40
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PATENTKRAYV

1. Farmaceutisk sammensatning med gjeblikkelig frigivelse, der af et total pa 100 % efter
vaegt omfatter:

a) fra 2 % ul 60 % 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl|-1H-1ndol eller et farmaceutisk acceptabelt salt deratf;

b) fra 36 % til 97 % {fortyndingsmiddel eller total af to fortyndingsmidler; hvor
fortyndingsmidlet er valgt fra gruppen bestaende af mikrokrystallinsk cellulose,
lactosemonohydrat, dibasisk calctumphosphat, lactose, lactosehydrat, lactoseanhydrat, mannitol,
stivelse og 1somalt;

¢) fra 0.5 % til 2 % smgremiddel; hvor smgremidlet er magnesiumstearat;

d) fra 0,5 % til 1 % glidemiddel; hvor glidemidlet er kolloidt silictumdioxid;

e) 0 % til 10 % bindemiddel; hvor bindemidlet er valgt fra gruppen bestaende af povidon
eller hydroxypropylmethylcellulose;

) O % tul 5 % sprengmiddel; hvor spre&ngmidlet er valgt fra crospovidon,
natriumstivelsesglycolat og croscarmellosenatrium; og

g) 0 % t1l 2 % forsuringsmiddel; hvor forsuringsmidlet er citronsyre.

2. Farmaceutisk sammensatning med ¢jeblikkelig {rigivelse 1ifglge krav 1, hvor
sammensa&tningen af et total pa 100 % efter vegt omfatter:

(a) fra 2 % tul 60 % 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl|-1H-1indoldimesylatmonohydrat;

(b) fra 36 % t1l 97 % at ét fortyndingsmiddel eller total af to fortyndingsmidler; hvor
fortyndingsmidlet er valgt fra gruppen bestaende af mikrokrystallinsk cellulose,
lactosemonohydrat, dibasisk calctumphosphat, lactose, lactosehydrat, lactoseanhydrat, mannitol,
stivelse og 1somalt;

(¢) fra 0,5 % t1l 2 % smgremiddel; hvor smgremidlet er magnesiumstearat;

(d) fra 0,5 % til 1 % glidemiddel; hvor glidemidlet er kolloidt siliciumdioxid;

(e) 0 % til 10 % bindemiddel; hvor bindemidlet er valgt fra gruppen bestaende af povidon
eller hydroxypropylmethylcellulose;

) 0 % ul 5 % sprengmiddel; hvor sprengmidlet er valgt fra crospovidon,
natriumstivelsesglycolat og croscarmellosenatrium og

(g) 0 % t1l 2 % torsuringsmiddel; hvor forsuringsmidlet er citronsyre.

3. Farmaceutiske sammensatninger med gjeblikkelig frigivelse 1fglge krav 1 eller krav 2,
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hvor sammens&tningen af et total pa 100 % efter vaegt er valgt fra gruppen bestaende af:

1) (a) fra 2 % ul 3 % 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indoldimesylatmonohydrat, (b) {fra 95 % til 97 % fortyndingsmiddel, (c)
1 % smgremiddel og (d) 0,5 % glidemiddel;

2) (a) fra 11 % ul 38 % 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indoldimesylatmonohydrat, (b) fra 61 % ul 87 % af é&t
fortyndingsmiddel eller total af to fortyndingsmudler, (¢) 1 % smgremiddel, (d) 0.5 %
glidemiddel, (e) 2 % spre&ngmiddel og () 1 % forsuringsmiddel;

3) (a) fra 24 % ul 38 % 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl|-1H-indoldimesylatmonohydrat (b) fra 61 % til 72 % ét fortyndingsmiddel
eller total af to fortyndingsmidler, (¢) fra 1 % til 1,25 % smgremiddel, (d) 0.5 % glidemiddel og
(e) 2 % sprengmiddel;

4) (a) fra 37 % tul 51 % 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indoldimesylatmonohydrat, (b) {fra 45 % til 60 % fortyndingsmiddel, (c)
1 % smgremiddel, (d) 0,5 % glhidemiddel, (e) 2 % sprengmiddel og (I) 1 % forsuringsmiddel;

5) (a) fra 36 % ul 60 % 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indoldimesylatmonohydrat, (b) fra 36 % til 62 % fortyndingsmiddel, (c)
fra 0,5 % t1l 1 % smgremiddel, (d) 0,5 % glidemiddel og (¢) 2 % sprengmiddel; og

6) (a) fra 11 % tul 38 % 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-1indoldimesylatmonohydrat; (b) fra 61 % t1l 72 % fortyndingsmiddel; (¢)
fra 2 % t1l 5 % bindemiddel; (d) 1 % smgremiddel; (e) 0.5 % glidemiddel og (f) fra2 % til 4 %

sprengmiddel.

4. Farmaceutisk sammensatning med gjeblikkelig frigivelse ifglge et hvilket som helst af
kravene 1 til 3, hvor doseringen af 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-1ndol eller et farmaceutisk acceptabelt salt deraf er fra 5 mg t1l 200 mg.

J. Farmaceutisk sammensatning med gjeblikkelig frigivelse ifglge et hvilket som helst af

kravene 1 til 4, hvor sammensatningen er 1 form af tablet eller kapsel.

6. Farmaceutisk sammensatning med gjeblikkelig frigivelse ifglge et hvilket som helst aft
kravene 1 t1l 3, hvor sammensatningen har:
1) mindre end 0,5 % chlor-urenhed;

11) mindre end 0,5 % ukendt urenhed:;
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111) mindre end 1 % total urenhed.

7. Farmaceutisk sammensatning med gjeblikkelig frigivelse ifglge et hvilket som helst at
kravene 1 t1l 3, hvor renheden af 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indoldimesylatmonohydrat er 99,3 %.

3. Farmaceutisk sammensatning med gjeblikkelig frigivelse ifglge et hvilket som helst at
kravene 1 t1l 3, hvor sammensatningen har:

1) 99,3 % renhed af 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-1ndoldimesylatmonohydrat;

11) mindre end 0,5 % chlor-urenhed;

111) mindre end 0,5 % ukendt urenhed;

1v) mindre end 1 % total urenhed.

9. Farmaceutisk sammensatning med gjeblikkelig frigivelse ifglge et hvilket som helst af
kravene 1 till 3,  hvor 1-[(2-bromphenyl)sultonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]-1H-indoldimesylatmonohydratet frigives fra 85 % til 100 % inden 30
minutter ved test med roterende skovl ved 100 o/m med 900 mL oplgsningsmedium, O1N saltsyre

eller vand ved 37 °C.

10. Farmaceutisk sammensatning med ¢jeblikkelig {rigivelse 1ifglge krav 5, hvor
sammensa&tningen af et total pa 100 % efter vegt omfatter:

(@) fra 2 % ul 60 % 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl|-1H-1indoldimesylatmonohydrat;

(b) fra 36 % t1l 97 % at ét fortyndingsmiddel eller total af to fortyndingsmidler; hvor
fortyndingsmidlet er valgt fra gruppen bestaiende af mikrokrystallinsk cellulose,
lactosemonohydrat, dibasisk calciumphosphat, lactose, lactosehydrat, lactoseanhydrat, mannitol,
stivelse og 1somalt;

(¢) fra 0,5 % t1l 2 % smgremiddel; hvor smgremidlet er magnesiumstearat;

(d) fra 0,5 % til 1 % glidemiddel; hvor glidemidlet er kolloidt siliciumdioxid;

(e) 0 % til 10 % bindemiddel; hvor bindemidlet er valgt fra gruppen bestaende af povidon
eller hydroxypropylmethylcellulose;

) 0 % ul 5 % sprengmiddel; hvor sprengmidlet er valgt fra crospovidon,

natriumstivelsesglycolat og croscarmellosenatrium; og
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(g) 0 % tl 2 % torsuringsmiddel; hvor forsuringsmidlet er citronsyre.

11. Farmaceutisk sammensatning med ¢jeblikkelig frigivelse 1ifglge krav 10, hvor
sammens&tningen af et total pa 100 % efter vaegt omfatter:
D (@) fra 2 % tul 60 % 1-[(2-bromphenyl)sulfonyl]-5-methoxy-3-[(4-methyl-1-
piperazinyl)methyl]|-1H-1indoldimesylatmonohydrat;
(b) fra 36 % til 97 % mikrokrystallinsk cellulose;
(¢) fra 0,5 % ul 2 % magnesiumstearat;
(d) fra 0,5 % t1l 1 % kolloidt siliciumdioxid;
10 (€) 0 % t1l 5 % povidon;
() O % t1l 4 9% crospovidon og
(g) 0 % t1l 2 % citronsyre.

12. Farmaceutisk sammens@tning med gjeblikkelig frigivelse 1fglge krav 10 eller krav 11,
15  hvor totalvaegten af sammensatningen med gjeblikkelig frigivelse er fra 100 mg til 600 mg.
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