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Moreover, the provided HPIs according to general Formula (I) and their pharmaceutically 

active equivalents exhibit longer half-life as compared to ACV and therefore a lower risk of 

drug troughs (see Birkmann et al, Safety and human pharmacokinetics of AIC316, a potent 

helicase-primase inhibitor of herpes simplex virus (HSV), presented at 24th International 

Conference on antiviral research, Sofia, Bulgaria — Abstracts/ Antiviral Research 90 (2011) 

A21-A78). 

The person skilled in the art can derive additional objects and advantages of the present 

invention from the following more detailed description. 

Brief description of the invention 

in an aspect, there is provided the use of helicase-primase inhibitor according to Formula (I) 

NHR2 
Formula fll. 

or pharmaceutically acceptable derivatives thereof, or a stereoisomer thereof, or 

pharmaceutically acceptable salts, solvates or hydrates thereof in the manufacture of a 

medicament for treating AD. 

whereby 

-R1 is selected from hydrogen, C1.-C4 alkvl, or cycloalkvl. and / or 

-R2 is selected from hvdrosen, C1-C4 alkvl, or cycloalkvl. and / or 

-R3 is selected from hydrogen, alkyl, cycloalkvl. heierocycioalkyl. 

haloalkyl, liydroxvalkvt or alkoxyalkvl and / or. 

-R4 is selected from substituted or unsubstituted heteroarvl, or aryl; 

wherein 
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a cycloalkvl group denotes a non-aromatic ring system containing three to 

eight carbon, atoms, wherein one or more of the carbon atoms in the ring 

can be substituted by a group being O, S. SO, SO?, N or NR': 

-R' is independently H, haloalkyl, hydroxvalkvl. alkvl. cycloalkvl, aryl, or 

heteroarvl; 

an arvl group denotes an aromatic group having five to ten carbon, atoms, 

which can optionally be substituted by one or more substituents ft"; 

-R" is independently H. -TOR', -CONHR\ -CO-alkvl. -CN. alkvl. alkoxv. 

-OH, -SH, cycloalkvl, heterocvcloalkyl. halogen, haloalkyl, 

haloal.ky.toxy, hydroxy alky 1, heteroarvl. or arvl 

a heteroarvl group denotes a five- or six-membered heterocyclic group which contains a.t least 

one heteroatom selected from Q. N, and S and, may be fused to another aromatic ring. 

In another aspect, there is provided a 'pharmaceutical composition comprising crystalline N~ 

r5~faroinosulfonyl)~4~methvl~l,3~thiazol~2~yl1-N~methyi~2~f4~f2-pyridinvl)phenyr[acetamide 

mono meth.anesulfo.nic acid monohydrate particles as disclosed herein and at least one 

pharmaceutically acceptable carrier, excipient solvent and/or diluent. 

In another aspect, there is provided the use of the pharmaceutical composition as disclosed 

herein, in the manufacture of a medicament for treating AD in a subject that is having HSV-1 

infection and is having AD or is having HSV-1 infection and is suspected of having AD, 

characterized by an absolute bioavailability of 70% ± 30% of the tree base of N-F5-

(aminosulfonyl')-4-methvl-i.3-thiazol-2-yl1-N-methyl-2-r4-('2-T)vridinyl)-phenvllacetamide. 

when said composition containing at least 25 mg as free base equivalent of the crystalline N-

r5-(anrinosulfonyl)-4-methyl-l,3-thiazol-2-yl1-N-methvI-2-r4-f2-pyridinyl)-phenyllacetamide 

mono methanesulfonic acid monohydrate is to be administered to said subject. 

The present -disclosure relates to the HPIs according to general Formula (I) or 

pharmaceutically acceptable derivatives thereof, or a stereoisomer thereof for use in a method 

of treating AD: 



lib 

R3 | II, 
R1 

R4 

NHR2 
Formula (I), 

wherein 

5 -R1 

-R2 

-R3 

-R4 

10 

whereby 

is selected from hydrogen, C1-C4 alkyl, or cycloalkyl, 

is selected from hydrogen, C1-C4 alkyl, or cycloalkyl, 

is selected from hydrogen, alkyl, cycloalkyl, heterocycloalkyl, 

haloalkyl, hydroxyalkyl, or alkoxyalkyl 

is selected from substituted or unsubstituted heteroaryl, or aryl; 
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a cycloalkyl group denotes a non-aromatic ring system containing three to 

eight carbon atoms, wherein one or more of the carbon atoms in the ring 

can be substituted by a group being O, S, SO, SO2, N or NR'; 

-R' is independently H, haloalkyl, hydroxyalkyl, alkyl, cycloalkyl, aryl, or 

heteroaryl; 

an aryl group denotes an aromatic group having five to ten carbon atoms, 

which can optionally be substituted by one or more substituents R"; 

-R" is independently H, -C02R\ -CONHR', -CO-alkyl, -CN, alkyl, alkoxy, 

-OH, -SH, cycloalkyl, heterocycloalkyl, halogen, haloalkyl, 

haloalkyloxy, hydroxyalkyl, heteroaryl, or aryl 

a heteroaryl group denotes a five- or six-membered heterocyclic group which 

contains at least one heteroatom selected from O, N, and S and may be 

fused to another aromatic ring. 

Further the present invention -disclosure relates to the pharmaceutically acceptable salts, 

solvates, and hydrates of the HPIs according to general Formula (I) for use in a method of 

treating AD. 

In another embodiment, the present "tO V " -disclosure relates to the HPIs according to 

general Formula (I) or pharmaceutically acceptable derivatives thereof, or a stereoisomer 

thereof or pharmaceutically acceptable salts, solvates, and hydrates thereof for use in a 

method of treating AD in a subject that is having HSV-1 infection and is having AD or is 

having HSV-1 infection and is suspected of having AD. 

It has been found by the inventors that the HPIs according to the general Formula (I) or 

pharmaceutically acceptable derivatives thereof, or a stereoisomer thereof as well as 

pharmaceutically acceptable salts, solvates and hydrates thereof are effective inhibitors of 

HSV-1 infections, and concomitant, surprisingly and unexpectedly, exhibit superior inhibitory 

efficacy for the accumulating key AD proteins Ap and P-tau that occur during HSV-1 

infection. 

Thus, the present «w€fi#ea--disclosure provides for a novel antiviral approach for a method of 

treating the neurodegenerative processes of AD. In particular, the present invention disclosure 

provides for a novel approach for a method of treating AD in a subject that is having HSV-1 

infection and is having AD or is having HSV-1 infection and is suspected of having AD. 
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It is another objective of the present invention disclosure to also provide for a specific form of 

a salt of the HPI compound N-[5-(aminosulfonyl)-4-mcthyl-l,3-thiazol-2-yl]-N-methyl-2-[4-

(2-pyridinyl)phenyl]acetamide which exhibits improved properties in regard to stability and 

bioavailability, and thus makes this specific form of the salt preferable for the manufacturing 

5 of pharmaceutical compositions and to provide pharmaceutical compositions containing such 

a specific salt so that these pharmaceutical compositions exhibit improved properties in regard 

to stability and bioavailability of the contained specific form of a salt of the compound N-[5-

(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl~2-[4-(2-pyridinyl)phenyl]acetamide. 

Hereby, it should be noted that specifically in regard of the crystalline mono mesylate 

10 monohydrate salt of N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-

pyridinyl)phenyl]-acetamide, only the free base form of N-^^aminosulfonyl^-methyl-ljS-

thiazol^-ylJ-N-methyl^-l^-^-pyridinytyphenyll-acetamide exhibits bioavailability in a 

subject since the administered crystalline mono mesylate monohydrate salt of N-[5-

(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)phenyl]-acetamide 

15 turns in vivo into the corresponding free base form. 

Accordingly, another aspeet-embodiment of the present iHvefttien-disclosure is directed to the 

PK profiles resulting from administration of the crystalline mono mesylate monohydrate salt 

of N-[5-(aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)phenyl]-

20 acetamide in vivo, when administered in a pharmaceutical composition of the instant 

iaveHtieft-disclosure to a subject that is having HSV-1 infection and is having AD or is having 

HSV-1 infection and is suspected of having AD. The PK in vivo profiles of the free base of 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2~pyridinyl)phenyl]-

acetamide enable sufficient absolute bioavailability of 70% ± 30% thereof. 

25 
The objectives of the present isclosure are solved by the teaching of the 

independent claims. Further advantageous features, aspeefeembodiments. and details of the 

myefttiea-present disclosure are evident from the dependent claims, the description, the 

drawings (Figs.), and the examples of the present application. 

30 

Detailed Description of the invention 

The subject matter of the present invention relates to the novel use of HPIs in a method of 

treating AD. In particular, the present invention relates to the novel use of HPIs in a method 

35 of treating AD in a subject that is having HSV-1 infection and is having AD or said subject is 
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/ 

/ 

Helicase-primase inhibitor according to Formula (I) 

Formula (I), 

or pharmaceutically acceptable derivatives thereof, or a stereoisomer thereof, or 
pharmaceutically acceptable salts, solvates or hydrates thereof for use in a method of 
treating AD, / 

/ 

/ 
whereby / 

-R1 is selected from hydrogen, C1-C4 alkyl, or cycloalkyl, and / or 
-R2 is selected from#Jiydrogen, C1-C4 alkyl, or cycloalkyl, and / or 
-R3 is selected from hydrogen, alkyl, cycloalkyl, heterocycloalkyl, 

haloalkyl, J^droxyalkyl, or alkoxyalkyl and / or, 
-R4 is select|fi from substituted or unsubstituted heteroaryl, or aryl; 

!$' 

wherein / 

a cycloalkyl group denotes a non-aromatic ring system containing three to 
/ eight carbon atoms, wherein one or more of the carbon atoms in the ring 

/ can be substituted by a group being O, S, SO, SO2, N or NR'; 
/ 

/ -R' is independently H, haloalkyl, hydroxyalkyl, alkyl, cycloalkyl, aryl, or 
# 
/ heteroaryl; 

•if 
f an aryl group denotes an aromatic group having five to ten carbon atoms, 

/ / which can optionally be substituted by one or more substituents R"; 
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CN, alkyl, alkow, 

contains at least one heteroatom selected from O, N, and S and may be 
fused to another aromatic ring. / 

/ / 
/ 2) Helicase-primase inhibitor according to claim 1, for use in a method of treating AD in 

/ a subject that is having HSV-1 infection and is having ADror is having HSV-1 
10 infection and is suspected of having AD. / 

/' 
/ 

3) Helicase-primase inhibitor according to claim 2, wherei^r said subject is having HSV-1 
/ 

infection and is suspected of having AD, when said subject shows at least the below 

manifested symptoms of mild cognitive impairment during clinical examination, i.e. 

/ 
/ • a change in cognition / 

• impairment in one or more cognitive domains 

® preservation of independence in fupfctional abilities 

• not demented, / 
/ 

20 / 
/ and wherein said subject is positive for HSV-1 infection when clinically examined by »#' 

HSV-test. / 

4) Helicase-primase inhibitor according to any of the claims 2 to 3, characterized in that 
25 said subject is positiv/for HSV-1 infection in an ex vivo HSV-test and possesses a 

/ 
specific genetic factor type 4 allele of the apolipoprotein E gene, i.e. APOE4 when 
said subject is positive for APOE4 in an ex vivo venous blood sample examined by 

/ APOE genotyping test. 

30 5) Helicase-primase inhibitor according to any of the claims 2 to 3, characterized in that 
/ said sijoject is positive for HSV-1 infection in an ex vivo HSV-test and said subject is 

/ posjflve for PSEN1 in an ex vivo PSEN1 test. 

.# 
/ 
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Helicase-primase inhibitor according to any of the claims 2 to 3, characterized in'that 
/ 

said subject is positive for HSV-1 infection in an ex vivo HSV-test and said subject is 
/ positive for the presence of AP42 and P-tau in an ex vivo Tau/A(542 test. / 

/ / 
f f Helicase-primase inhibitor according to any of the claims 2 to 6, for use A a method of 

/ 
treating AD in a subject that is having HSV-1 infection and is havingpiD or is having 

/ HSV-1 infection and is suspected of having AD, / 

whereby 
& 
i 

-R1 is selected from hydrogen, or C1-C4 alkyl, / 
/ 

-R2 is selected from hydrogen, or C1-C4 alk|l^ 
-R3 is selected from hydrogen, alkyl, cycloalkyl, or heterocycloalkyl, 

/ -R4 is selected from substituted or unsubstituted heteroaryl, or aryl. 

Helicase-primase inhibitor according to any ofthe claims 2 to 7, for use in a method of 
/ treating AD in a subject that is having HS\^1 infection and is having AD or is having 

HSV-1 infection and is suspected of havi|(| AD, 
/ 
/ 

whereby f 
i 

/ 

-R1 is selected from 
/ 
i -R2 is selected fropf hydrogen, 

-R3 is selected fj/m hydrogen, alkyl, or cycloalkyl, 
-R4 is selecte^/lrom substituted or unsubstituted heteroaryl. 

/ 
Helicase-primase ^ inhibitor N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-
methyl-2-[4-(2-pyfidinyl)phenyl]acetamid 

/ 

/ 
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according to any of the claims 2 to 8, for use in a method of treating AD in a subject 
that is having HSV-1 infection and is having AD or is having HfV-1 infection and is 
suspected of having AD. / 

10 

10) A pharmaceutical composition comprising at least on# helicase-primase inhibitor 
according to any of the claims 2 to 9 and at least one pharmaceutically acceptable 
carrier, excipient, solvent and/or diluent for use in a method of treating AD in a 

subject that is having HSV-1 infection and is having AD or is having HSV-1 infection 
and is suspected of having AD. / 

11) Helicase-primase inhibitor according to any of the claims 1 to 9, or a composition 
according to claim 10 for oral administration. 

15 12) 

20 

Helicase-primase inhibitor according'to any of the claims 2 to 8, for use in a method of $ 
treating AD in a subject that is lifting HSV-1 infection and is having AD or is having 
HSV-1 infection and is susp|tted of having AD, whereby said helicase-primase 
inhibitor is selected from cryitalline N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-
N-methyl-2-[4-(2-pyridmyl)-phenyl]acetamide mono methanesulfonic acid 
monohydrate particles the following formula 

Crf"^NH2 

H3C-SO3 * H20 
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wherein said particles have a particle size range from 1 to 500 urn. a particle size 
distribution which is defined by d(0,l) from 2 to 100 um, d(0.5) from 30 to 210 |im 
and d(0.9) from 70 to 400 ixm and a specific surface area of less than 1.0 p42/g. 

i 
/ 

/" 13) Helicase-primase inhibitor according to any of the claims 2 to 8 and 12, for use in a 
/ method of treating AD m a subject that is having HSV-1 infection and is having AD or 

is having HSV-1 infection and is suspected of having A$f, wherein the N-[5-
(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2/pyridinyl)-
phenyljacetamide mono methanesulfonic a< 
a particle size range from 2 fim to 400 |j.m. 

10 phenyl]acetamide mono methanesulfonic acid monohydrate particles of claim 12 have 
i" 

i 
/ 

14) Helicase-primase inhibitor according to any of the Aims 2 to 8 and 12 to 13, for use 
in a method of treating AD in a subject that is hgtving HSV-1 infection and is having 

15 AD or is having HSV-1 infection and is suspend of having AD, wherein the particles 
of any of the claims 12 to 13 have a partible size distribution which is defined by 
d(0.1) from 10 to 75 (im, d(0.5) from 100 to 175 prn, d(0.9) from 200 to 350 am. 

15) Helicase-primase inhibitor according to any of the claims 2 to 8 and 12 to 14, for use 
20 in a method of treating AD in a s\j$ject that is having HSV-1 infection and is having 

AD or is having HSV-1 infectionand is suspected of having AD, wherein the particles 
of any of the claims 12 to 14 have a specific surface area of less than 0.3 m2/g. 

16) A pharmaceutical composition comprising crystalline N-[5-(aminosulfonyl)-4-methyl-
25 l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide mono methanesulfonic 

acid monohydrate pjtfticles as defined in any of the claims 12 to 15 and at least one 
pharmaceutically ffceptable carrier, excipient, solvent and/or diluent. 

# 
0 

17) The pharmaceutical composition according to claim 16, wherein the crystalline N-[5-
30 (aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl]acetamidc mono methanesulfonic acid monohydrate particles have a particle 
size ra|!ge as defined in claim 13. 

/ 
$ /' 

18) The pharmaceutical composition according to claim 16 or 17, wherein the crystalline 
35 [5-(amino sulfonyl)-4-methyl-1,3 -thiazo l-2-yl]-N-methyl-2- [4-(2-pyridinyl)-
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/ phenyljacetamide mono methanesulfonic acid monohydrate particles have a p,Article 
./ 

size distribution as defined in claim 14. / 
/ 

19) The pharmaceutical composition according to any one of the claims 16 to 18, wherein 
5 the crystalline N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-

pyridinyl)-phenyl]acetamide mono methanesulfonic acid monohydrate particles have a 
specific surface area as defined in claim 15. / 

20) The pharmaceutical composition according to any of the claiins 16 to 19, for use in a 
10 method of treating AD in a subject that is having HSV-1 infection and is having AD or 

is having HSV-1 infection and is suspected of having Ap', characterized by an absolute 
bioavailability of 70% ± 30% of the free base of N-[5-(aminosulfonyl)-4-methyl-1,3-
thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide, when administered in 
said composition containing at least 25 mg as frepfbase equivalent of the crystalline N-

/' 
15 [5-(aminosulfonyl)-4-methyl-l ,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyljacetamide mono methanesulfonic §eid monohydrate to said subject that is 
having HSV-1 infection and is having AD or is having HSV-1 infection and is 
suspected of having AD. / 

/ 

20 21) The pharmaceutical composition according to any of the claims 16 to 20, for use in a 
method of treating AD in a subject that is having HSV-1 infection and is having AD or 

is having HSV-1 infection and is suspected of having AD, characterized by a mean 
maximum blood plasma concentration (mean Cmax) of the free base of N-[5-
(aminosulfonyl)-4-meth^l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

-f' 
25 phenyljacetamide in sajid subject of at least one of 

h) 608 ± 184 ng/ml for a 40 mg dosage as free base equivalent of crystalline N-[5-
(aminosulf0nyl)-4-methyl-l ,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyl]aeetaniide mono methanesulfonic acid monohydrate, said dosage being a 

30 single oral dose administered; 

i) 13u6 ± 125 ng/ml for a 80 mg dosage as free base equivalent of crystalline N-[5-
/faminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2~pyridinyl)-
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phenyl]acetamide mono methanesulfonic acid monohydrate, said dosage being a 
single oral dose administered; j 

j) 2613 ± 1341 ng/ml for a 160 mg dosage as free base equivalent of crystalline N-# 
/ [5-(ammosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyljacetamide mono methanesulfonic acid monohydrate, sajd dosage being a 
jf 

single oral dose administered; / 
/ 

k) 3600 ± 752 ng/ml for a 240 mg dosage as free base equivalent of crystalline N-[5-
(aminosulfonyl)-4-niethyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyxidinyl)-
phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being a 

/ 
single oral dose administered; 

/ 

1) 4648 ± 1813 ng/ml for a 320 mg dosage as jfee base equivalent of crystalline N-
[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being a 
single oral dose administered; / 

/ 
m) 6926 ± 1656 ng/ml for a 400 dosage as free base equivalent of crystalline N-

[5-(aminosulfonyl)-4-methyl-|',3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
•0 phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being a 

j# 

single oral dose administered; 

n) 6921 ± 2190 ng/ml##fcr a 480 mg dosage as free base equivalent of crystalline N-
[5-(aminosulfony])-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyl]acetan^Se mono methanesulfonic acid monohydrate, said dosage being a 
single oral dose administered, 

/ 
$ 

in said composition to said subject that is having HSV-1 infection and is having AD or 
is havin|^HSV-l infection and is suspected of having AD. 

/ i 
22) TheJSharmaceutical composition according to any of the claims 16 to 21, for use in a 

9 method of treating AD in a subject that is having HSV-1 infection and is having AD or 
# 

having HSV-1 infection and is suspected of having AD, characterized by a mean 
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maximum blood plasma concentration (mean Cmax) of the free base of 
(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyl]acetamide in a subject of at least one of 

h) 608 ±184 ng/ml for a 40 mg dosage as free base equivalent of crystalline N-[5-
/ (aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pypidinyl)-

phenyl]acetamide mono methanesulfonic acid monohydrate and/or characterized 
by an AUC0-24h of 10090 ± 3114 ng-h/ml in a subject for a 40 mg dosage as free 
base equivalent of crystalline N-[5-(aminosulfonyl)-4-meJhyl-l,3-thiazol-2-yl]-N-

/ 
10 methyl-2-[4-(2-pyridinyl)-phenyljacetamide mono / methanesulfonic acid 

monohydrate, and wherein ti/2Z is 72 ± 3 h on average; said dosage being a single 
oral dose administered; / 

/ / 

i) 1306 ± 125 ng/ml for a 80 mg dosage as fre^/base equivalent of crystalline N-[5~ 
/ 

15 (aminosulfonyl)-4-methyl-l,3-thiazol-2-yl];-N-methyl-2-[4-(2-pyridinyl)-
phenyljacetamide mono methanesulfoni/acid monohydrate and/or characterized 

i 
by an AUCo-24h of 21940 ± 2057 ng-h/ml in a subject for a 80 mg dosage as free 
base equivalent of crystalline N- [5 -(amino sulfony 1)-4-methy 1-1,3-thiazo 1-2-yl] -N-

/ 
methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono methanesulfonic acid 

20 monohydrate, and wherein XmJ& 74 ± 5 h on average; said dosage being a single 
oral dose administered; / 

/ 
/ 

j) 2613 ± 1341 ng/ml for^ 160 mg dosage as free base equivalent of crystalline N-
[5-(aminosulfonyl)-^4iethyl-1,3-thiazo 1-2-yl] -N-methyl-2-[4-(2-pyridinyl)-

25 phenyl] acetamide mono methanesulfonic acid monohydrate and/or characterized 
i by an AUCo-24hpf 40470 ± 16700 ng-h/ml in a subject for a 160 mg dosage as free 

base equivalent of crystalline N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-
methyl-2-[4^(2-pyridinyl)-phenyl]acetamide mono methanesulfonic acid 

a • 

monohydrate, and wherein tu2zis 63 ± 6 h on average; said dosage being a single 
30 oral d^se administered; 

/ 
¥ 

if 
/ 

k) 3600 ± 752 ng/ml for a 240 mg dosage as free base equivalent of crystalline N-[5~ / 
/(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyl]acetamide mono methanesulfonic acid monohydrate and/or characterized 
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by an AUCo-24hof 59610 ± 12770 ng-h/ml in a subject for a 240 mg dosage asnree 
/ base equivalent of crystalline N-[5-(aminosulfonyl)-4-methyl-1,3-thiazo l-2*yl]-N-

/ methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono methanesulfonic acid 
/ monohydrate, and wherein ti/2Zis 64 ± 5 h on average; said dosage being a single 

/ oral dose administered; / 
/ / 

1) 4648 ±1813 ng/ml for a 320 mg dosage as free base equivalent of crystalline N-
[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[#-(2-pyridinyl)-
phenyl]acetamide mono methanesulfonic acid monohydrate and/or characteiized 

by an AUCo-24hof 76250 ± 27630 ng-h/ml in a subject for a 320 mg dosage as free 
base equivalent of crystalline N-[5-(ammosulfonyl)-4-methyl-l,3-thiazol-2-yl]--N-
methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mpho methanesulfonic acid 
monohydrate, and wherein ti/2Zis 57 ± 3 h on average; said dosage being a single 
oral dose administered; / 

/ 

m) 6926 ± 1656 ng/ml for a 400 mg dosagf 'as free base equivalent of crystalline N-
[5-(aminosulfonyl)-4-methyl-l,3-thiazpl-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyl]acetamide mono methanesulfonic acid monohydrate and/or characterized 
by an AUCo-24hof 104800 ± 25|rf0 ng-h/ml in a subject for a 400 mg dosage as 
free base equivalent of crystalline N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-
yl]-N-methyl-2-[4-(2-pyridin5'l)-phenyl]acetamide mono methanesulfonic acid 

/ monohydrate, and wheretf ti/2zis 57 ± 4 h on average; said dosage being a single 
oral dose administered;/ 

/ 
/ s 

n) 6921 ± 2190 ng/ml for a 480 mg dosage as free base equivalent of crystalline N-
,/ 

[5~(aminosulfonyl)"4'-methyI-l,3-thiazol-2-yr]-N-methyl-2-[4-(2-pyridmyl)-

phenyl]acetamide mono methanesulfonic acid monohydrate and/or characterized 
by an AUCo-24h of 112800 ± 34260 ng-h/ml in a subject for a 480 mg dosage as 

/ free base equivalent of crystalline N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol~2-
yl]-N-toethyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono methanesulfonic acid 
monohydrate, and wherein ti/2Z is 53 ± 4 h on average; said dosage being a single 
oik dose administered, £ 
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in said composition to said subject that is having HSV-1 infection and is having 
is having HSV-1 infection and is suspected of having AD. 

The pharmaceutical composition according to any of the claims 16 to 2^/for use in a 
method of treating AD in a subject that is having HSV-1 infection and having AD or 

/ is having HSV-1 infection and is suspected of having AD, characterized by a mean 
maximum blood plasma concentration at steady state (mean Cinax.ss) of the free base 
of N-[5-(aminosulfonyl)-4-methyl-l,3~thiazol-2-yl]-N-memyl-2-[4-(2-pyridinyl)-

/ phenyljacetamide in a subject of at least one of / 
/ 

/ 
d) 1358 ± 167 ng/ml for a 25 mg dosage as free base Equivalent of crystalline N-[5-

(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-m|thyl-2-[4-(2-pyridinyl)-
phenyl]acetamide mono methanesulfonic acid inonohydrate, said dosage being a 

/ steady state dose after once daily single dos|i administered for 21 days; 
/ 

/' 
/ e) 6358 ± 1701 ng/ml for a 100 mg dosajgfe as free base equivalent of crystalline N-

/' [5-(aminosulfonyl)-4-methyl-l,3-thi§iol-2-yl]-N-methyl-2-[4-(2~pyridinyl)-
f 

phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being a 
f 

steady state dose after once daily single doses administered for 21 days; 

/ 
f) 9987 ± 2608 ng/ml for a ^|f0 mg dosage as free base equivalent of crystalline N-

/ 
[5-(aminosulfonyl)-4-mgmyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

0 phenyljacetamide moffe methanesulfonic acid monohydrate, said dosage being a 
$ 

steady state dose after once daily single doses administered for 21 days, 

•¥ in said compositioffto said subject that is having HSV-1 infection and is having AD or 
is having HSV-Lfinfection and is suspected of having AD. 

6) The pharmaceutical composition according to any of the claims 16 to 20 and 23, for 
/ use in a/method of treating AD in a subject that is having HSV-1 infection and is 

# 
havingAD or is having HSV-1 infection and is suspected of having AD, characterized 

li 
by 4§fmean maximum blood plasma concentration at steady state (mean Cmax,Ss) of the 
l^e base of N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-ylj-N-methyl-2-[4-(2-

/pyridinyl)-phenyl] acetamide in a subject of at least one of 
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/ 
/ 
/ 

c) 1358 ±167 ng/ml for a 25 mg dosage as free base equivalent of crystallin/N-[5-
i (aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-/ 

£' phenyljacetamide mono methanesulfonic acid monohydrate and/or characterized 
./ 

by an AUCI;SS of 23430 ± 3020 ng-h/ml in a subject for a 25 mg ^osage as free 
JF base equivalent of crystalline N-[5-(aminosulfonyl)-4-methyl-l,|lthiazol-2-ylj-N-

methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono methanesulfonic acid 
monohydrate, and wherein ty2zis 69 ± 6 h on average, said dosage being a steady 
state dose after once daily single doses administered for 2Jfdays; 

d) 6358 ± 1701 ng/ml for a 100 mg dosage as free base equivalent of crystalline N-
[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-ylj-N-ytethyl-2-[4-(2-pyridinyl)-
phenyljacetamide mono methanesulfonic acid monohydrate and/or characterized 
by an AUCT,ssof 108800 ± 28610 ng-h/ml in/ subject for a 100 mg dosage as free 

/ 
base equivalent of crystalline N-[5-(amino(lulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-•$' methyl-2-[4-(2-pyridinyl)-phenyljacetairfide mono methanesulfonic acid 

/ 
monohydrate, and wherem ti/2zis 60 f 4 h on average, said dosage being a steady 

i" 
state dose after once daily single doses administered for 21 days, 

/ 
/ 

in said composition to said subject/that is having HSV-1 infection and is having AD or 
i is having HSV-1 infection and is suspected of having AD. 

25) The pharmaceutical composition of claim 20, wherein said absolute bioavailability is 
achieved in a human. / 

/ 
/ 

/ 26) The pharmaceutical' composition of the claims 16 to 24, wherein said mean Cmax and 
Cmax,ss is achieve/ in a human. 

/ 
/ / 

if 27) The pharmaceutical composition of the claims 22 and 24, wherein said AUC0-24h and 
ti/2z is achieved in a human. 

28) The/pharmaceutical composition of the claim 24, wherein said AUCX(SS and tmz is 
asnieved in a human. 
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AMENDED CLAIMS / 
received by the International Bureau on 30 October 2014 (30.10.2^14) 

1) Helicase-primase inhibitor according to Formula (I) 

JCOC R1 

R4 R3 XX 
O / 

NHR2 

or pharmaceutically acceptable derivatives thereof; or a stereoisomer thereof, or 
pharmaceutically acceptable salts, solvates or hydrates thereof for use in a method of 

/ treating AD, / 

whereby / 
$ 

/ 

-R1 is selected from hj^fogen, C1-C4 alkyl, or cycloalkyl, and / or 
-R2 is selected from j^drogen, C1-C4 alkyl, or cycloalkyl, and / or 
-R3 is selected jftom hydrogen, alkyl, cycloalkyl, heterocycloalkyl, 

haloalkyl, hydroxyalkyl, or alkoxyalkyl and / or, 
-R4 is select^ from substituted or unsubstituted heteroaryl, or aryl; 

wherein / 
if 

§ 
P a cycloalkyl group denotes a non-aromatic ring system containing three to 

/ eight carbon atoms, wherein one or more of the carbon atoms in the ring 
/ •£ can be substituted by a group being O, S, SO, SOj, N or NR'; 

/-R' is independently H, haloalkyl, hydroxyalkyl, alkyl, cycloalkyl, aryl, or 
/ heteroaryl; 

/ 
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an aryl group denotes an aromatic group having five to ten carbon atoms, / 
which can optionally be substituted by one or more substituents R'!; / 

•J? 
-R." is independently R, -CO2R', -CONHR', -CO-alkyl, -CN, alkyl, alfcfiy, 

/ 
-OH, -SH, cycloalkyl, hetero cycloalkyl, halogen, halp^Bcyl, 
haloalkyloxy, hydroxyalkyl, heteroaryl, or aryl / 

/ a heteroaryl group denotes a five- or six-membered heterocyclic group which 
contains at least one heteroatom selected from O, N, and..S and may be 
fused to another aromatic ring. / 

2) Helicase-primase inhibitor according to claim 1, for use in a method of treating AD in 
f a subject that is having HSV-1 infection and is having AD or is having HSV-1 

infection and is suspected of having AD. / 

/ 3) Helicase-primase inhibitor for use according to claim wherein said subject is having 
HSV-1 infection, and is suspected of having AD, whin said subject shows at least the 
below manifested symptoms of mild cognitive impairment during clinical 

. . . ' / examination, i,e. / 

a change in cognition / # 

* impairment in one or more cognitive domains 
• preservation of independence in functional abilities 
® not demented, J' 

J? 
# 

and wherein said subject is positive for HSV-1 infection when clinically examined by 
HSV-test. 

/ 

4) Helicase-primase inhibitor for use according to any of the claims 2 to 3, characterized 
in that said subject is positive for HSV-1 infection in an ex vivo HSV-test and 
possesses a specific genetic factor type 4 allele of the apolipoprotein E gene, i.e. 
APOE4 when said subject is positive for APQE4 in an ex vivo venous blood sample 
examined bv APOE genotyping test. 
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5) Helicase-primase inhibitor for use according to any of the claims 2 to 3, characterize^ 
in that said subject is positive for HSV-1 infection in an ax vivo HSV-test and §fid 
subject is positive for PSEN1 in an ex vivo PSENI test. ^ 

/ 
/ 

6) Helicase-primase inhibitor for use according to any of the claiins 2 to 3, characterized 
in that said subject is positive for HSV-1 infection in an cc vivo HSV-test and said 
subject is positive for the presence of A{342 and P-tau in an ex VJ'VO Tau/AfW2 test. 

P '$• f 
/f 7) Helicase-primase inhibitor according to any of the claims 2 to 6, fo/u$e in a method of 

treating AD in a subject that is having HSV-1 infection and is having AD or is having 
/ HSV-1 infection and is suspected of having AD, / 

4 
/ 

whereby / 
/ & 

t 15 -R1 is selected from hydrogen, or C1-C4 alkyl, 
/ -R2 is selected from hydrogen, or Cl-C4 alkyl 

-R3 is selected from hydrogen, alkyl, cycloalkyl, or heterocycloalkyl, 
£• 

-R4 is selected from substituted or ̂ substituted heteroaryl, or aryl. 

20 8) Helicase-primase inhibitor according to any of the claims 2 to 7, for use in a method of 
treating AD in a subject that is having, &SV-1 infection and is having AD or is having 
HSV-1 infection and is suspected oOiaving AD, 

whereby / 

-R1 is selected from hydrogen, 
-R2 is selected from hydrogen, 
-R3 is selectjid from hydrogen, alkyl, or cycloalkyl, 

/ -R4 is selected from substituted or unsubstituted heteroaryl. 

/ 
9) Hclicase-primaise inhibitor N- [5-(aminosulfonyl)-4-methyl-1,3 -thiazol-2-yl] -N-

methyl-2-[4-(2-pyridinyl)phenyl)acetamid 

/ 
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according £0 any of the claims 2 to 8, for use in a method of treating AD in a subject 
that is having HSV-1 infection and is having AD or is having HSV-1 infection and is 
suspected of having AD. / 

10) A pharmaceutical composition comprising at least one helicase-primase inhibitor 
according to any of the claims 2 to 9 and at least one pharmaceutically acceptable 
carrier, excipient, solvent and/or diluent for use in a method of treating AD in a 

/ 
subject that is having HSV-1 infection and is having AD or is having HSV-1 infection 

10 and is suspected of having AD. / 

It) Helicase-primase inhibitor for use according to any of the claims 1 to 9, or a 
composition according to claim 10 for oral administration. 

IS 12) Helicase-primase inhibitor according to any of the claims 2 to 8, for use in a method of 
treating AD in a subject that is having HSV-1 infection and is having AD or is having 
HSV-1 infection and is suspected of having AD, whereby said helicase-primase 
inhibitor is selected from crystalline >H5-(arainosulfonyl)-4-methyl-l ,3-thiazol-2-yl]-
N-roethyl-2-[4-(2-pyridinyI)-phenyl]i&cetamide mono methanesulfonic acid 

20 monohydrate particles of the following formula 
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wherein said particles have a particle size range from 2 to 500 ^m, a particle g: 
distribution which is defined by d(0.1) from 2 to 100 jun, d(0.5) from 30 to 20 jim 

£ 
and d(0.9) from 70 to 400 jam and a specific surface area of less than 1.0 nr/g 7 

S3) Helicase-primase inhibitor according to any of the claims 2 to 8 and 12/fbr use in a 
f 

method of treating AD in a subject that is having HSV-1 infection and ̂ having AD or 
is having HSV-1 infection and is suspected of having AD, wherein the N-[5-
(aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridmyl)-
phenyl]acetamide mono methanesulfonic acid monohydrate particles of claim 12 have 
a particle size range from 2 nmto 400 fim. / 

/« 14) Helicase-primase inhibitor according to any of the claims 2 to 8 and 12 to 13, for use 
in a method of treating AD in a subject that is havinyHSV-l infection and is having 
AD or is having HSV-1 infection and is suspected o|4aving AD, wherein the particles 
of any of the claims 12 to 13 have a particle s||e distribution which is defined by 
d(0.1) from 10 to 75 nm, d(0.5) from 100 to 17/fim, d(0.9) from 200 to 350 pm. 

/ 
/ 
/ 15) Helicase-primase inhibitor according to aijy of the claims 2 to 8 and 12 to 14, for use 

in a method of treating AD in a subjecymat is having HSV-1 infection and is having 
AD or is having HSV-1 infection and^ll suspected of having AD, wherein the particles 
of any of the claims 12 to 14 have a/fpecific surface area of less than 0.3 m2/g. 

/ 
/ t / 

16) A pharmaceutical compositioiy^onjprising crystalline N-[5-(aminosulfonyl)-4-methyl-
1,3-thiazol-2-yl]-N-methyl-^|4-(2-pyridinyl)phenyl]acetamide mono methanesulfonic 
acid monohydrate particljl as defined in any of the claims 12 to IS and at least one 
pharmaceutically acceptable carrier, excipient, solvent and/or diluent. 

# 
$ 17) The pharmaceutical composition according to claim 16, wherein the crystalline N-[5-

(aminosulfonyi)^f-methyH,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyl]acetan^e mono methanesulfonic acid monohydrate particles have a particle 

/ size range as defined in claim 13. 

18) The pharmaceutical composition according to claim 16 or 17, wherein the crystalline 
/ N-[5/faminosulfonyl)-4-methyH,3-thiazol-2-ylJ-N-metliyl-2-[4-(2-pyridinyI)-

/ ¥ 
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phenyljacetamide mono methanesulfonic acid monohydrate particles have a particle 
/ size distribution as defined in claim 14, / / / 

/ 
19) The pharmaceutical composition according to any one of the claims 16 to 18/wherein 

the crystalline N-[5-(aminosulfonyl)-4-methyl-l,3-thia2ol-2-yl]-N-methyl-2-[4-(2-
/ 

pyridinyl)-phenyl]acetamide mono methanesulfonic acid monohydrate pplticles have a 
ii 

specific surface area as defined in claim 15. / 

20) The pharmaceutical composition according to any of the claims lj§ to 19, for use in a 
method of treating AD in a subject that is having HSV-1 infectiql and is having AD or 
is having HSV-1 infection and is suspected of having AD, characterized by an absolute 
bioavailability of 70% ± 30% of the free base of N-[5-(an^inosulfonyl)-4-methyl-1.3-
thw%>l'2-y)]-N-metbyl-2-[4-(2-pyridmyl)-phcnyl]acetami4e, when administered in 
said composition containing at least 25 mg as free baseiquivalent of the crystalline N-

/ [5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-m^hyl'2-[4-(2-pyridinyl)-
phenyl]acetamide mono methanesulfonic acid njonohydxate to said subject that is 
having HSV-1 infection and is having AD o/ is having HSV-1 infection and is 
suspected of having AD. / 

rf 

/ 
21) The pharmaceutical composition according to any of the claims 16 to 20, for use in a 

method of treating AD in a subject that is having HSV-1 infection and is having AD or 
./ is having HSV-] infection and is subjected of having AD, characterized by a mean 

maximum blood plasma concentration (mean Cm**) of the free base of N-[5-
(aroinosu)fonyl)-4-methyl-l,3-thjazoI-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyljacetamjde in said subject of at least one of 

0 f 
a) 608 ± 184 ng/ml fql a 40 mg dosage as free base equivalent of crystalline N-[5-

(aminosulfonyl)-4-methyl-l>3-thiazoI-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
/ phenyl]acetamfae mono methanesulfonic acid monohydrate, said dosage being 

./ 
a single oral dose administered; 

b) 1306 ±125 ng/ml for a 80 mg dosage as free base equivalent of crystalline N-
i [5-(arfinosulfonyl)-4-methyl-l,3-thiazol-2-y1]-N-methyl-2-[4-(2-pyridinyl)-
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phenyljacetamide mono methanesulfonic acid monohydrate, said dosage b|iog 
/f' a single oral dose administered; / 

/ 
/ c) 2613 ± 3341 ng/ml for a 160 mg dosage as free base equivalent ofiaystalline 

N-[5-(aminosulfonyI)-4-methyl-l,3-thiazol-2-yl]-N-methyI-2-[4-(^pyridmyl)-
/f 

phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being 
/ a single oral dose administered; / 

/ 

d) 3600 ± 752 ng/ml for a 240 mg dosage as free base equiySlent of crystalline N-
/ (5-(aminosulfonyl)-4-methyl-1,3-thia2ol-2-yl]-N-me%i-2-[4-(2-pyridmyl)-

phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being 
/" a single oral dose administered; / 

e) 4648 ± 1813 ng/ml for a 320 mg dosage as free base equivalent of crystalline 
N-[5-(arainosulfonyl)-4-methyl-l,3-thiazoJ.7-yl]-N-methyl-2-[4-(2-pyridmyl)-

J- t phenyljacetamide mono methanesulfoni/ acid monohydrate, said dosage being 
J' a single oral dose administered; 

/ 

/ f) 6926 ± 1656 ng/ml for a 400 m^'dosage as free base equivalent of crystalline 
N-[5-(aminosulfonyl)-4-methyl?!1,3-thiazol-2-yiJ-N-methyl-2-[4-(2-pyridinyl)-

f phenyljacetamide mono metffanesulfonic acid monohydrate, said dosage being 
a single oral dose adminisj&ed; •/ ' 

/ g) 6921 ±2190 ng/ml fff a 480 mg dosage as free base equivalent of crystalline 
N-[5-(aminosulfonyt)-4-methyl-l,3-thia2»l-2-ylJ-N-methyl-2-[4-(2-pyridinyl)-

J' 
phenyl]acetamid|^mono methanesulfonic acid monohydrate, said dosage being 
a single oral d^le administered, 

# 

in said composition to said subject that is having HSV-1 infection and is having AD or 
is having HSV^/ infection and is suspected of having AD. 

/ 
i 

22) The pharmaceutical composition according to any of the claims 16 to 21, for use in a 
method/f treating AD in a subject that is having HSV-1 infection and is having AD or 
is. having HSV-1 infection and is suspected of having AD, characterized by a mean 

i $ 
f 

$ 
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maximum blood plasma concentration (mean Cmx) of the free base of 1^5-
(aminosulfonyl)-4-methyJ-1,3-thiazol-2-ylJ-N-methyl-2-[4-(2-pyridinyl)- / 
phenyljacetamide in a subject of at least one of f 

/ / 
/ a) 608 ±184 ng/ml for a 40 mg dosage as free base equivalent of cr^talline N-[5-

(aminosulfonyl)-4-methyl-1,34hiazo]r2-yI]-N-methyl-2-[4-(2-p^idiByl)-
pheny!]acetamide mono methanesulfonic acid monohydrate and/or 
characterized by an AUCo-m of 10090 ± 3114 ng-h/ml in amibject for a 40 mg 
dosage as free base equivalent of crystalline N-[5-(ammosulfonyl)~4-methyl-

/ 1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyljacetamide mono 
methanesulfonic acid monohydrate, and wherein is 72 = 3 h on average; 
said dosage being a single oral dose administered:/ 

/ j 
b) 1306 ±125 ng/ml for a 80 mg dosage as fre/base equivalent of crystalline N-

[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2^yl]-N-methyl'2-[4-(2-pyridinyl)-
phenyljacetamide mono methanesulfonic acid monohydrate and/or 
characterized by an AUCo^h of2194|f± 2057 ng-h/ml in a subject for a 80 mg 
dosage as free base equivalent of^ystalline N-[5-(aminosulfonyl)-4-methyl-
1,3-thiazoI-2-yI]-N-methyl-2-[4-|;i-pyridiny{)-phenyl]acetamide mono 
methanesulfonic acid monohyffrate, and wherein tia% is 74 ± 5 b on average; 
said dosage being a single ojfi dose administered; 

/ 
/ 
f c) 2613 ± 134] ng/ml for^i 160 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl],A-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-
phenyljacetamide /mono methanesulfonic acid monohydrate and/or 
characterized by$n AUCo.j4hOf 40470 ± 16700 ng-h/ml in a subject for a 160 

i mg dosage a/ free base equivalent of crystalline N-[5-(aminosulfonyl)-4-
¥ methyl-1,3-jhiazol-2-yI]-N-methyl-2-[4-(2-pyridinyI)-phenyl]acetamide mono 

/ methanesulfonic acid monohydrate, and wherein ti^ is 63 ± 6 h on average; 
jf' 

said dostige being a single oral dose administered; 

/ 
d) 3600 ± 752 ng/ml for a 240 rag dosage as free base equivalent of crystalline N-

/' |>(aminosulfonyl)-4-methyl-l,3-th»zo^2-yi]-N-methyl-2-[4-(2-pyridinyl)-
/ phenyljacetamide mono methanesulfonic acid monohydrate and/or 
/ 

/ 

/ 
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characterized by an AUC0,24b of 59610 ± 12770 ng-h/ml in a subject for a 24(/ 
mg dosage as free base equivalent of crystalline N-[5-(ammosulfoKylM-

/' 
methyM,3-thiazoi-2-yl]-N-methyl-2'[4-(2-pyridinyl)-phenyl]acetainide afono 

/ 
methanesulfonic acid monohydrate, and wherein tiaz is 64 ± 5 h on ^/erage; 
said dosage being a single oral dose administered; 

e) 4648 ±3813 ng/ml for a 320 mg dosage as free base equivalenjffef crystalline 
/ 

N-[5-(aminosulfonyI)*4-methyl-l,3-thiazol-2-yl]-N-methyl-2-r4-(2-pyridinyI)-
/ phenyljacetamide mono methanesulfonic acid monohydrate and/or 

characterized by an AUQ^h of 76250 ± 27630 ng-h/ml in a subject for a 320 
mg dosage as free base equivalent of crystalline $-[5-(amim>sulfonyl)-4-
methyl-l,3-thiazol-2-yl]-N-methyl-2-[4f(2-pyridinylM'henyl)acetamide mono 
methanesulfonic acid monohydrate, and wherein j|fiz is 57 ± 3 h on average; 
said dosage being a single oral dose administered/ 

f) 6926 ± 1656 ng/ml for a 400 mg dosage a^free base equivalent of crystalline 
N-[5-(aminosulfonyl)-4-methyl-l,3-thdaz^-2-yl]-N-methyl-2-[4~(2~pyridinyl)-
phenyl]acetamide. mono methanes^fonic acid monohydrate and/or 
characterized by an AUCo-24h of 104|60 ± 25740 ng-h/ml in a subject for a 400 
mg dosage as free base equivalent of crystalline N-[5-(aminosulfonyl)-4-
methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 

/' 
methanesulfonic acid monohydrate, and wherein hm is 57 ± 4 h on average; 

/' said dosage being a single oral dose administered; 
/ 
/ 

g) 6921 ± 2190 ng/ml for/a 480 mg dosage as free base equivalent of crystalline 
N-[5-(aminosulfonyl)f-4-methyl-1,3 -thiazol-2-yl] -N-methyl-2- [4-(2-pyridinyl)-
phenyljacetamide mono methanesulfonic acid monohydrate and/or 
characterized by an AUCo-24h of 112800 ± 34260 ng-h/ml in a subject for a 480 
mg dosage §i free base equivalent of crystalline N-[5-(ammosulfonyl)~4-

J? 
methyl-1 »3-thiazol-2-yl)-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 
methanesulfonic acid monohydrate, and wherein Ua?. is 53 ± 4 h on average; 

0 said dosage being a single oral dose administered, 

/ 

/ 4 

# 
# 
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in said composition to said subject that is having HSV-1 infection and is having AD o; 
is having HSV-1 infection and is suspected of having AD. 

23) The pharmaceutical composition according to any of the claims 16 to 20, for/se in a 
method of treating AD ina subject that is having HSV-1 infection and is bavjng AD or 
is having HSV-1 infection and is suspected of having AD, characterized by a mean 
maximum blood plasma concentration at steady state (mean Cmax,ss) 9/the free base 
of N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-ylJ-N-methyl-2*{4-(2-pyridinyl)-

/ 
phenyljacetamide in a subject of at least one of / 

a) 1358 4 167 ng/ml for a 25 mg dosage as free base equivalent of crystalline N-
[5-(aminosulfonyl)-4-methyl-1,3-thiazol-2-yI]-N -me$yl-2-[4-(2-pyridinyl)-

f phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being 
Jf' 

a steady state dose after once daily single doses ffilministered for 21 days; 

b) 6358 * 1701 ng/ml for a 100 mg dosage a/free base equivalent of crystalline 
N-[5-(aminosulfonyl)-4-metbyl-l,3-thiaz0l-2-yl)-N-methyi-2-(4-(2-pyridinyl)-

/ phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being 
a steady state dose after once daily sjfigle doses administered for 21 days; 

/ 
c) 9987 ± 2608 ng/ml for a 200 igg dosage as free base equivalent of crystalline 

/ 
N-[5-(amifiosulfonyI)-4-metht^l-l,3-thiazol-2-yl]-N-methyl-2'[4-(2-pyridinyI)-
phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being 

i 
a steady state dose after once daily single doses administered for 21 days, 

/ 
/ 

in said composition to said /ubject that is having HSV-1 infection and is having AD or 
is having HSV-l infectio^and is suspected of having AD. 

f 
i 

24) The pharmaceutical imposition according to any of the claims 16 to 20 and 23, for 
use in a method ^ treating AD in a subject that is having HSV-1 infection and is 
having AD or is having HSV-1 infection and is suspected of having AD, characterized 
fey a mean maximum blood plasma concentration at steady state (mean Cmy,) of the 
tee base/ of N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-
pyridinyjfphenyljacetamidc in a subject of at least one of 

/ 
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a) 1358 ± 167 ng/ml for a 25 mg dosage as free base equivalent of crystalline 
[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yll->^metbyl-2-[4-(2-pyridinyl)-/ 

/ phenyljacetamide mono methanesulfonic acid monohydrate ^fad/or 
characterized by an AUCT,S8 of 23430 ± 3020 ng-h/ml in a subject for i 25 mg 
dosage as free base equivalent of crystalline N-[5-(amkosulfonyI)#4-methyl-
1 >3-thiazol-2-yl]-N-mcthyl-2-[4-(2-pyridinyl)-phenyl]acetamide / mono 
methanesulfonic acid monohydrate, and wherein tiCz is 69 ±@' h on average, 
said dosage being a steady state dose after once daily single ^6scs administered 
for 21 days; / 

is-

/ 
/ b) 6358 ± 1701 ng/ml for a 100 mg dosage as free base; equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-1.3-tbiazol-2-yl]-N?iiethyl-2-[4-(2-pyridinyl)-
phenyl]acetamide mono methanesulfonic ^cid monohydrate and/or 
characterized by an AUC,,M of 108800 ± 2861,0 ng-h/ml in a subject for a 100 

15 mg dosage as free base equivalent of crystalline N-[5-(ammosulfonyl)-4-
methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(^ipyridinyl)-phenyl]acetamide mono 
methanesulfonic acid monohydrate, arid wherein ti^ is 60 ± 4 h on average, 

$ 
said dosage being a steady state dose,4fter once daily single doses administered 
for 21 days, jf 

20 / J in said composition to said subject that is having HSV-1 infection and is having AD or 
is having HSV-1 infection and is suspected of having AD. 

25) The pharmaceutical composition for use of claim 20, wherein said absolute 
25 bioavailability is achieved a human, 

26) The pharmaceutical composition for use of the claims 16 to 24, wherein said mean 
f Cm«and CMWas is achieved in a human. 

/ / 
/ 

30 27) The pharmaceutical composition for use of the claims 22 and 24, wherein said AUCo. 
/ 24b and X\az isJchieved m a human. 

/ 
£ 

/ 28) The phaptnaceutica} composition for use of the claim 24, wherein said AUCTiM, and tia* 
is achieved in a human. 

AMENDED SHEET (ARTICLE 19) 
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Claims 

Use of helicase-primase inhibitor according to Formula (I) 

/NVV 
R3 | 

R1 

R4 
0=f 
NHR2 

Formula (I), 

or pharmaceutically acceptable derivatives thereof, or a stereoisomer thereof, or 

pharmaceutically acceptable salts, solvates or hydrates thereof in the manufacture of a 

medicament for treating AD, 

-R1 is selected from hydrogen, C1-C4 alkyl, or cycloalkyl, and / or 

-R2 is selected from hydrogen, C1-C4 alkyl, or cycloalkyl, and / or 

-R3 is selected from hydrogen, alkyl, cycloalkyl, heterocycloalkyl, 

haloalkyl, hydroxyalkyl, or alkoxyalkyl and / or, 

-R4 is selected from substituted or unsubstituted heteroaryl, or aryl; 

a cycloalkyl group denotes a non-aromatic ring system containing three to 

eight carbon atoms, wherein one or more of the carbon atoms in the ring 

can be substituted by a group being O, S, SO, SO2, N or NR'; 

-R' is independently H, haloalkyl, hydroxyalkyl, alkyl, cycloalkyl, aryl, or 

heteroaryl; 

an aryl group denotes an aromatic group having five to ten carbon atoms, 

which can optionally be substituted by one or more substituents R"; 

whereby 

wherein 
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-R" is independently H, -C02R\ -CONHR', -CO-alkyl, -CN, alkyl, alkoxy, 

-OH, -SH, cycloalkyl, heterocycloalkyl, halogen, haloalkyl, 

haloalkyloxy, hydroxyalkyl, heteroaryl, or aryl 

a heteroaryl group denotes a five- or six-membered heterocyclic group which 

contains at least one heteroatom selected from O, N, and S and may be 

fused to another aromatic ring. 

Use of helicase-primase inhibitor according to claim 1, wherein the treatment of AD is 

in a subject that is having HSV-1 infection and is having AD or is having HSV-1 

infection and is suspected of having AD. 

Use of helicase-primase inhibitor according to claim 2, wherein said subject is having 

HSV-1 infection and is suspected of having AD, when said subject shows at least the 

below manifested symptoms of mild cognitive impairment during clinical 

examination, i.e. 

• a change in cognition 

• impairment in one or more cognitive domains 

• preservation of independence in functional abilities 

• not demented, 

and wherein said subject is positive for HSV-1 infection when clinically examined by 

HSV-test. 

Use of helicase-primase inhibitor according to any of the claims 2 to 3, characterized 

in that said subject is positive for HSV-1 infection in an ex vivo HSV-test and 

possesses a specific genetic factor type 4 allele of the apolipoprotein E gene, i.e. 

APOE4 when said subject is positive for APOE4 in an ex vivo venous blood sample 

examined by APOE genotyping test. 

Use of helicase-primase inhibitor according to any of the claims 2 to 3, characterized 

in that said subject is positive for HSV-1 infection in an ex vivo HSV-test and said 

subject is positive for PSEN1 in an ex vivo PSEN1 test. 
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Use of helicase-primase inhibitor according to any of the claims 2 to 3, characterized 

in that said subject is positive for HSV-1 infection in an ex vivo HSV-test and said 

subject is positive for the presence of Ap42 and P-tau in an ex vivo Tau/Ap42 test. 

Use of helicase-primase inhibitor according to any of the claims 2 to 6, 

whereby 

-R1 is selected from hydrogen, or C1-C4 alkyl, 

-R2 is selected from hydrogen, or C1-C4 alkyl, 

-R3 is selected from hydrogen, alkyl, cycloalkyl, or heterocycloalkyl, 

-R4 is selected from substituted or unsubstituted heteroaryl, or aryl. 

Use of helicase-primase inhibitor according to any of the claims 2 to 7, 

whereby 

-R1 is selected from hydrogen, 

-R2 is selected from hydrogen, 

-R3 is selected from hydrogen, alkyl, or cycloalkyl, 

-R4 is selected from substituted or unsubstituted heteroaryl. 

Use according to any of the claims 2 to 8, wherein the helicase-primase inhibitor is N-

[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-

pyridinyl)phenyl] acetamid 

Use of a pharmaceutical composition comprising at least one helicase-primase 

inhibitor according to any of the claims 2 to 9 and at least one pharmaceutically 

acceptable carrier, excipient, solvent and/or diluent in the manufacture of a 

medicament for treating AD in a subject that is having HSV-1 infection and is having 

AD or is having HSV-1 infection and is suspected of having AD. 

N 
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Use of helicase-primase inhibitor according to any of the claims 1 to 10, wherein the 

medicament is formulated for oral administration. 

Use of helicase-primase inhibitor according to any of the claims 2 to 8, whereby said 

helicase-primase inhibitor is selected from crystalline N-[5-(aminosulfonyl)-4-methyl-

l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 

methanesulfonic acid monohydrate particles of the following formula 

H3C-SO3 * H20 
? 

wherein said particles have a particle size range from 1 to 500 |xm, a particle size 

distribution which is defined by d(0.1) from 2 to 100 pm, d(0.5) from 30 to 210 |im 

and d(0.9) from 70 to 400 um and a specific surface area of less than 1.0 m2/g. 

Use of helicase-primase inhibitor according to any of the claims 2 to 8 and 12, 

wherein the N-[5-(aminosulfonyl)-4-methyl-l ,3-thiazol-2-yl]-N-methyl-2-[4-(2-

pyridinyl)-phenyl]acetamide mono methanesulfonic acid monohydrate particles of 

claim 12 have a particle size range from 2 um to 400 urn. 

Use of helicase-primase inhibitor according to any of the claims 2 to 8 and 12 to 13, 

wherein the particles of any of the claims 12 to 13 have a particle size distribution 

which is defined by d(0.1) from 10 to 75 jim, d(0.5) from 100 to 175 jim, d(0.9) from 

200 to 350 fxm. 

Use of helicase-primase inhibitor according to any of the claims 2 to 8 and 12 to 14, 

wherein the particles of any of the claims 12 to 14 have a specific surface area of less 

than 0.3 m2/g. 

A pharmaceutical composition comprising crystalline N-[5-(amin0sulfonyl)-4-methyl-

1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)phenyl]acetamide mono methanesulfonic 
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acid monohydrate particles as defined in any of the claims 12 to 15 and at least one 

pharmaceutically acceptable carrier, excipient, solvent and/or diluent. 

17) The pharmaceutical composition according to claim 16, wherein the crystalline N-[5-

5 (aminosulfonyl)-4~methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyljacetamide mono methanesulfonic acid monohydrate particles have a particle 

size range as defined in claim 13. 

18) The pharmaceutical composition according to claim 16 or 17, wherein the crystalline 

10 N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyljacetamide mono methanesulfonic acid monohydrate particles have a particle 

size distribution as defined in claim 14. 

19) The pharmaceutical composition according to any one of the claims 16 to 18, wherein 

15 the crystalline N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-

pyridinyl)-phenyl]acetamide mono methanesulfonic acid monohydrate particles have a 

specific surface area as defined in claim 15. 

20) Use of the pharmaceutical composition according to any of the claims 16 to 19, in the 

20 manufacture of a medicament for treating AD in a subject that is having HSV-1 

infection and is having AD or is having HSV-1 infection and is suspected of having 

AD, characterized by an absolute bioavailability of 70% ± 30% of the free base of N-

[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyljacetamide, when said composition containing at least 25 mg as free base 

25 equivalent of the crystalline N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N~ 

methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono methanesulfonic acid monohydrate 

is to be administered to said subject. 

21) Use of the pharmaceutical composition according to any of the claims 16 to 20, in the 

30 manufacture of a medicament for treating AD in a subject that is having HSV-1 

infection and is having AD or is having HSV-1 infection and is suspected of having 

AD, characterized by a mean maximum blood plasma concentration (mean Cmax) of 

the free base of N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-

pyridinyl)-phenyl]acetamide in said subject of at least one of 
35 



86 

a) 608 ± 184 ng/ml for a 40 mg dosage as free base equivalent of crystalline N-[5-

(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl] acetamide mono methanesulfonic acid monohydrate, said dosage being 

a single oral dose to be administered; 

b) 1306 ± 125 ng/ml for a 80 mg dosage as free base equivalent of crystalline N-

[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl] acetamide mono methanesulfonic acid monohydrate, said dosage being 

a single oral dose to be administered; 

c) 2613 ± 1341 ng/ml for a 160 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl]acetamide mono methanesulfonic acid monohydrate, said dosage being 

a single oral dose to be administered; 

d) 3600 ± 752 ng/ml for a 240 mg dosage as free base equivalent of crystalline N-

[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl]acetamide mono methanesulfonic acid monohydrate, said dosage being 

a single oral dose to be administered; 

e) 4648 ±1813 ng/ml for a 320 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl] acetamide mono methanesulfonic acid monohydrate, said dosage being 

a single oral dose to be administered; 

f) 6926 ± 1656 ng/ml for a 400 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being 

a single oral dose to be administered; 

g) 6921 ±2190 ng/ml for a 480 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyljacetamide mono methanesulfonic acid monohydrate, said dosage being 

a single oral dose to be administered, 

said composition to said subject. 



Use of the pharmaceutical composition according to any of the claims 16 to 21, in the 

manufacture of a medicament for treating AD in a subject that is having HSV-1 

infection and is having AD or is having HSV-1 infection and is suspected of having 

AD, characterized by a mean maximum blood plasma concentration (mean Cmax) of 

the free base of N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-

pyridinyl)-phenyl]acetamide in a subject of at least one of 

a) 608 ±184 ng/ml for a 40 mg dosage as free base equivalent of crystalline N-[5-

(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl] acetamide mono methanesulfonic acid monohydrate and/or 

characterized by an AUCo-24h of 10090 ±3114 ng-h/ml in a subject for a 40 mg 

dosage as free base equivalent of crystalline N-[5-(aminosulfonyl)-4-methyl-

l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 

methanesulfonic acid monohydrate, and wherein tim is 72 ± 3 h on average; 

said dosage being a single oral dose to be administered; 

b) 1306 ± 125 ng/ml for a 80 mg dosage as free base equivalent of crystalline N-

[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl] acetamide mono methanesulfonic acid monohydrate and/or 

characterized by an AUCo-24h of 21940 ± 2057 ng-h/ml in a subject for a 80 mg 

dosage as free base equivalent of crystalline N-[5-(aminosulfonyl)-4-methyl-

l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 

methanesulfonic acid monohydrate, and wherein tj/2Z is 74 ± 5 h on average; 

said dosage being a single oral dose to be administered; 

c) 2613 ± 1341 ng/ml for a 160 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl] acetamide mono methanesulfonic acid monohydrate and/or 

characterized by an AUCo-24hof 40470 ± 16700 ng-h/ml in a subject for a 160 

mg dosage as free base equivalent of crystalline N-[5-(aminosulfonyl)-4-

methyl-1,3 -thiazol-2-yl] -N-methyl-2- [4-(2-pyridinyl)-phenyl] acetamide mono 

methanesulfonic acid monohydrate, and wherein ti/2Z is 63 ± 6 h on average; 

said dosage being a single oral dose to be administered; 



d) 3600 ±752 ng/ml for a 240 mg dosage as free base equivalent of crystalline N-

[5-(aminosulfonyl)-4-methyl-l,3-thiazol~2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl] acetamide mono methanesulfonic acid monohydrate and/or 

characterized by an AUCo-24hof 59610 ± 12770 ng-h/ml in a subject for a 240 

mg dosage as free base equivalent of crystalline N-[5-(aminosulfonyl)-4-

methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 

methanesulfonic acid monohydrate, and wherein ti/2Z is 64 ± 5 h on average; 

said dosage being a single oral dose to be administered; 

e) 4648 ±1813 ng/ml for a 320 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyljacetamide mono methanesulfonic acid monohydrate and/or 

characterized by an AUCo-24hof 76250 ± 27630 ng-h/ml in a subject for a 320 

mg dosage as free base equivalent of crystalline N-[5-(aminosulfonyl)-4-

methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 

methanesulfonic acid monohydrate, and wherein ti/2Z is 57 ± 3 h on average; 

said dosage being a single oral dose to be administered; 

f) 6926 ± 1656 ng/ml for a 400 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl] acetamide mono methanesulfonic acid monohydrate and/or 

characterized by an AUCo-24hof 104800 ± 25740 ng-h/ml in a subject for a 400 

mg dosage as free base equivalent of crystalline N-[5-(aminosulfonyl)-4-

methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 

methanesulfonic acid monohydrate, and wherein ti/2Z is 57 ± 4 h on average; 

said dosage being a single oral dose to be administered; 

g) 6921 ±2190 ng/ml for a 480 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyljacetamide mono methanesulfonic acid monohydrate and/or 

characterized by an AUCo-24h of 112800 ± 34260 ng-h/ml in a subject for a 480 

mg dosage as free base equivalent of crystalline N-[5-(aminosulfonyl)-4-

methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 



methanesulfonic acid monohydrate, and wherein ti/2z is 53 ± 4 h on average; 

said dosage being a single oral dose to be administered, 

in said composition to said subject. 

Use of the pharmaceutical composition according to any of the claims 16 to 20, in the 

manufacture of a medicament for treating AD in a subject that is having HSV-1 

infection and is having AD or is having HSV-1 infection and is suspected of having 

AD, characterized by a mean maximum blood plasma concentration at steady state 

(mean Cmax,ss) of the free base of N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-

N-methyl-2-[4-(2-pyridinyl)~phenyl]acetamide in a subject of at least one of 

a) 1358 ± 167 ng/ml for a 25 mg dosage as free base equivalent of crystalline N-

[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl]acetamide mono methanesulfonic acid monohydrate, said dosage being 

a steady state dose after once daily single doses to be administered for 21 days; 

b) 6358 ± 1701 ng/ml for a 100 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl]acetamide mono methanesulfonic acid monohydrate, said dosage being 

a steady state dose after once daily single doses to be administered for 21 days; 

c) 9987 ± 2608 ng/ml for a 200 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl] acetamide mono methanesulfonic acid monohydrate, said dosage being 

a steady state dose after once daily single doses to be administered for 21 days, 

in said composition to said subject. 

Use of the pharmaceutical composition according to any of the claims 16 to 20 and 23, 

in the manufacture of a medicament for treating AD in a subject that is having HSV-1 

infection and is having AD or is having HSV-1 infection and is suspected of having 

AD, characterized by a mean maximum blood plasma concentration at steady state 

(mean CmaX;SS) of the free base of N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-

methyl-2-[4-(2-pyridinyl)-phenyl]acetamide in a subject of at least one of 
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a) 1358 ± 167 ng/ml for a 25 mg dosage as free base equivalent of crystalline N-

[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyl] acetamide mono methanesulfonic acid monohydrate and/or 

characterized by an AUCT;SSof 23430 ± 3020 ng-h/ml in a subject for a 25 mg 

dosage as free base equivalent of crystalline N-[5-(aminosulfonyl)-4-methyl-

l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 

methanesulfonic acid monohydrate, and wherein ti/2Z is 69 ± 6 h on average, 

said dosage being a steady state dose after once daily single doses to be 

administered for 21 days; 

b) 6358 ± 1701 ng/ml for a 100 mg dosage as free base equivalent of crystalline 

N-[5-(aminosulfonyl)-4-methyl-l,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-

phenyljacetamide mono methanesulfonic acid monohydrate and/or 

characterized by an AUCT.SS of 108800 ± 28610 ng-h/ml in a subject for a 100 

mg dosage as free base equivalent of crystalline N- [ 5-(am inosulfonyl )-4-

methyl-1,3-thiazol-2-yl]-N-methyl-2-[4-(2-pyridinyl)-phenyl]acetamide mono 

methanesulfonic acid monohydrate, and wherein ti/2Z is 60 ± 4 h on average, 

said dosage being a steady state dose after once daily single doses to be 

administered for 21 days, 

in said composition to said subject. 

Use of the pharmaceutical composition of claim 20, wherein said absolute 

bioavailability is achieved in a human. 

Use of the pharmaceutical composition of the claims 16 to 24, wherein said mean Cmax 

and CmaX;SS is achieved in a human. 

Use of the pharmaceutical composition of the claims 22 and 24, wherein said AUCo-24h 

and t\/2z is achieved in a human. 

Use of the pharmaceutical composition of the claim 24, wherein said AUCX;SS and ti/2z 

is achieved in a human. 


