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(11) 8816

(97) EP3032975 / 29/05/2019

(96) 14836345.0/14/08/2014

(22) 19/06/2019

(21) AL/P/2019/442

(54) APARATURA DHE METODA PER KONTROLLIMIN E VAPORIZUESIT ELEKTRIK
21/01/2020

(30) FIA 20135829 14/08/2013 FI

(71) Pixan OY

Tiluskuja 4, 90460 Oulunsalo, FI

(72) KANANEN, Mika (c/o Pixan OyTiluskuja 4, FI-90460 Oulunsalo)

(74) Ardit Lologci

Rr.Fortuzi, nr. 137, Tirané

(57)

1. Njé kontrollues (200) i njé vaporizues elektronik (100), ku vaporizues elektronik (100) pérmban njé
njésia nxehtésie (104), ku njésia nxehtésisé (104), pérmban njé element nxehtésie (106) dhe léng pér t’u

nxehur, té karakterizuar né até gé kontrolluesi (200) éshté i konfiguruar tek:

magazinimi (302) i njé tabele gé& pérmban vlera rezistuese dhe njé vleré té energjisé té
parazgjedhur pér secilén vleré té rezistencés; dhe ku njésia nxetésisé (104) i vaporizuesit elektronik
éshté ndryshuar tek njé njésia e re nxehtésie (104), kontrolluesi (200) éshté konfiguruar tek matja
(306) e rezistencén te njésisé sé re (104) té vaporizuesit elektrik (100);

pércaktimi (308) i vlerés sé energjisé sé parazgjedhur pér rezistencén e matur né bazat e tabelés sé
magazinuar pér njésiné e re té nxehtésisé (104); dhe

kontrolluesi (310) i burimit té energjisé (206) pér té ushqyer njésiné e re té nxehtésisé (104) me
energjiné e parazgjedhur té pércaktuar.

2. Kontrolli (200) i pretendimit 1, té karakterizuar né até gé kontrolli (200) éshté i konfiguruar mé tej
pér té pércatuar rezistencén e njésisé sé nxehtésisé (104) né intervalet e kohés té dhéné dhe rregullojé
energjiné e ushqyer tek njésia e nxehtésisé (104) nése rezistenca ndryshon.

3. Kontrolli (200) i pretendimit 1 ose 2, té karakterizuar né até gé kontrolli (200) éshté mé tej i
konfiguruar pér té ndaluar suhgimin e njésisé sé nxehtésisé (104) me energji nése rezistenca e matur éshté
jashté njé shkalle té dnhéné.

4. Kontrolli (200) i ndonjé nga pretendimet paraprijése, té karakterizuar né até gé kontrolli (200) éshté
mé tej i konfiguruar pér té zbuluar (304) te dhenat e njé pérdoruesi dhe matja (306) resistencén e njésisé sé
nxehtésisé (104) pas zbulimit.

5. Kontrolli (200) e ndonjé nga pretendimet paraprijése, karakterizuar né até qé kontrolli (200) éshté mé
tej 1 konfiguruar pér matja (312) energjiné e ushqyer tek njésia nxehtésisé (104), krahasuesin (314)
energjiné e matur tek energjia e paracaktuar, dhe kontrolli (316) burimi i energjisé (206) né bazén e
krahasuar.
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6. Kontrolli (200) i ndonjé pretendimi paraprijés, i karakterizuar né até gé kontrolli (200) éshté mé tej i
konfiguruar tek kontrolli (402) burimi i energjisé (206) tek ulja ose rritja e energjisé sé ushqyer tek njésia
e nxehtésisé (104) né bazén e té dhénés (400) nga pérdoruesi.

7. Kontrolli (200) i ndonjé nga pretendimet paraprijése, karakterizuar né até gé energjia e ushqyer tek
njésia e nxehtésisé (104) éshté e kufizuar pér té géné mé poshté se njé energjie né maksimum dhe mé sipér
se njé energji t& dhéné né minimum.

8. Njé vaporizues elektronik (100), i karakterizuar né até qé vaporizuesi elektronik (100) pérmban
kontrolluesin (200) e njé pretendimi paraprijés 1-7.

9. Njé metodé pér kontrollimin e njé vaporizuesi elektronik (100), ku vaporizuesi elektronik (100)
pérmban njé njési nxehtésie (104), ku njésia nxehtésisé (104) pérmba njé element nxehtésie (106) dhe njé
1&ng pér t’u nxehur, té karakterizuar né até qé metoda pérmban hapat si:

magazinimi (302) i njé tabele gé pérmban vlera rezistuese dhe njé vlere energjie té paracaktuar
pér secilén vleré rezistuese; dhe ku njésia e nxehtésisé (104) té vaporizuesit elektronik gé ka
géné ndryshuar tek njé njési nxehtésie e re (104),

matési (306) i rezistencés té njésié sé nxehtésisé sé re (104) té vaporizuesit elektronik (100);
pércaktimi (308) i njé velre energjie té paracaktuar pér matjen e rezistencés né bazat e tabelés sé
magazinuar pér njésiné e re té nxehtésisé (104); dhe

kontrolli (310) i njé burim energjie (206) pér té ushqyer njésiné e re té nxehtésisé (104) me
energjiné e paracaktuar pércaktuese.

10. Metoda e pretendimit 9, karakterizuar né até gé ajo pérmban mé tej: pércaktimin e rezistencés té
njésisé sé nxehtésisé (104) tek intervalet e kohés sé dhéné dhe rregulliin e energjisé tek njésia e nxehtésisé
(104) nése rezistenca ndryshon.

11. Metoda e pretendimit 9, té karakterizuar né até gé ajo pérmban mé tej: ndalimin e ushgimit té
njésisé sé nxehtésisé (104) me energji nése rezistenca e matur éshté jashté njé vlere té dhéné.

12. Metoda e ndonjé nga pretendimet paraprijése 9 deri 11, té karakterizuar né até gé ajo pérmban mé
tej: zbulimin (304) e té dhénés té njé pérdoruesi dhe matja (306) e rezistencés té njésisé sé nxehtésisé
(104) pas zbulimit.

13. Metoda e ndonjé nga pretendimet paraprijése 9 deri 11, té karakterizuar né até gé ajo pérmban mé
tej: matjen (312) té energjisé té ushyer tek njésia e nxehtésisé (104), krahasuar (314) me energjiné e matur
tek energjia e pércaktuar, dhe kontrollimi (316) i burimit té energjisé (206) né bazat e krahasimit.

(11) 8817

(97) EP3307267 / 10/04/2019
(96) 17735004.8 / 09/06/2017
(22) 19/06/2019

10
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(21) AL/P/2019/443

(54) TRAJTIMI | SKLEROZES SE SHUMEFISHTE

21/01/2020

(30) PCT/EP2016/063368 10/06/2016 WO

(71) Oryzon Genomics, S.A.

Carrera de San Jérénimo 15 2nd floor, 28014 Madrid, ES

(72) MAES, Tamara (Oryzon Genomics S.A.Sant Ferran 74, 08940 Cornella De Llobregat); MASCARO
CRUSAT, Cristina (Oryzon Genomics S.A.Sant Ferran 74, 08940 Cornella De Llobregat) ;ROTLLANT
POZO, David (Oryzon Genomics S.A.Sant Ferran 74, 08940 Cornella De Llobregat)

(74) Ardit Lologci

Rr.Fortuzi, nr. 137, Tirané

(57)

1. Njé pérbérés i cili éshté (-) 5-((((trans)-2-(4-(benziloksi)fenil)ciklopropil)amino)metil)-1,3,4-oxadiazol-
2-amine ose njé kripé ose tretés i pranueshém farmaceutike i tyre pér pérdorim né trajtimin e sklerozés sé
shuméfishté.

2. Pérbérési pér pérdorim sipas pretendimit 1, ku skleroza e shuméfishté éshté sklerozé e shuméfishté
progresive kronike.

3. Pérbérési pér pérdorim sipas pretendimit 1, ku pérbérési é&shté (-) 5-((((trans)-2-(4-
(benziloksi)fenil)ciklopropil)amino)metil)-1,3,4-oxadiazol-2-amine.

4. Pérbérési pér pérdorim sipas ndonjé nga pretendimet 1 ose 3, ku pérbérési &shté pér t’u administruar
nga goja.

5. Pérbérési pér pérdorim sipas ndonjé nga pretendimet 1, 3 ose 4, ku pacienti gé do té trajtohet éshté njé
njeri.

6. Pérbérési pér pérdorim sipas pretendimit 2, ku pérbérési éshte (-) 5-((((trans)-2-(4-
(benziloksi)fenil)ciklopropil)amino)metil)-1,3,4-oxadiazol-2-amine.

7. Pérbérési pér pérdorim sipas pretendimit 2 ose 6, ku pérbérési éshté pér t’u administruar nga goja.

8. Pérbérési pér pérdorim sipas ndonjé nga pretendimet 2, 6 ose 7, ku pacienti gé do trajtohet éshté njé
njeri.

(11) 8818

(97) EP2807165 / 15/05/2019

(96) 13740815.9 / 25/01/2013

(22) 19/06/2019

(21) AL/P/ 2019/444

(54) DERIVATET PIRIMIDO[4,5-B]INDOLE DHE PERDORIMI | TYRE NE PERHAPJEN E
QELIZAVE KERCELLIT HEMATOPOIETIK

21/01/2020

(30) 201261591521 P 27/01/2012 US

11
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(71) Université de Montréal

2900 Rue Edouard-Montpetit, Montréal, QC H3T 1J4, CA

(72) GAREAU, Yves (55 Roger-Maillet, Notre-Dame de I'lle-Perrot, Québec J7V 1S0); SAUVAGEAU,
Guy (7390 de Tilly, Montréal, Québec H3R 3E3); RUEL, Réjean (205 Macaulay, Saint-Lambert, Québec
J4R 2H1); GINGRAS, Stéphane (7810 rue Drolet, Montréal, Québec H2R 2C7) ;FARES, Iman (3210
Edouard MontpetitApt 1, Montréal, Québec H3T 1J9)

(74) Ardit Lologci

Rr.Fortuzi, nr. 137, Tirané

(57)

1. Njé pérbérés i formulés I1A, formulés 1B ose formulés 11C

i H H i H
Het
R‘IO N \ e N N RS N \
[ re & [ Vg
WL‘-N W‘N N

w

A iB e
0se njé Kkripé e tyre,

Het éshté njé heterocikél 3 deri 7-anétarésh, opsionalisht i zévendésueshém me njé ose mé shumé
R! ose R%,

R® dhe R® jané té njéjta ose t& ndryshme dhe secila jané né ményré té pavarur L, ose ato sé bashku
bashkohen me C pér té formuar njé unazé 5-anétarésh i cili opsionalisht pérfshin njé ose mé shumé
heteroatome té zgjedhur nga N, 0 dhe S, opsionalisht unaza éshté e zévendésuar me njé ose mé
shumé R ose R

W éshté 74)-(N(R1)-L)n-N(R1)R1,

ose W éshté

1) -H,

2) -halogjen,

3) -ORY,

4) -L-OH,

5) -L-OR?,

6) -SRY,

7) -CN,

8) -P(O)(ORY)(ORY),
9) -NHRY,

10) -N(RHR?,
11) -L-NHo,

12) -L-NHRY,
13) -L-N(RYHR?,
14) -L-SR?,

15) -L-S(O)R?,
16) -L-S(0)2R?,

12
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17) -L-P(0)(ORY)(ORY),

18) -C(O)ORY,

19) -C(O)NHz,

20) -C(O)NHR?,

21) -C(O)N(RYHR?,

22) -NHC(O)R?,

23) -NRIC(O)RY,

24) -NHC(O)ORY,

25) -NRIC(0O)ORY,

26) -OC(O)NHz,

27) -OC(O)NHR?,

28) -OC(O)N(RYH)RY,

29) -OC(O)R?,

30) -C(O)R?,

31) -NHC(O)NH,

32) -NHC(O)NHR?,

33) -NHC(O)N(RHRY,

34) -NRIC(O)NH,,

35) -NRIC(O)NHR?,

36) -NRIC(O)N(RYH)R?,

37) -NHS(0)2R?,

38) -NR!S(0).R?,

39) -S(0)2NHa,

40) -S(0)2NHR?,

41) -S(0)2N(RHR,

42) -S(O)RY,

43) -S(0)2R?,

44) -0S(0)2R?Y,

45) -S(0),0R?,

46) —benzil opsionalisht i zévendésuar me 1, 2 ose 3 zévendésuesit R” ose R?,

47) — L-heteroaril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” ose R*
bashkélidhur secili ose té dy tek L dhe grupet heteroaril,

48) — L-heterociklil opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” ose
R bashkélidhur secili ose té dy tek L dhe grupet heterociklil,

49 — L-aril opsionalisht i zévendésuar me njé ose mé shuma zévendésuar R” ose R!
bashkélidhur secili ose té dy tek L dhe grupet aril,

50) -L-NR(RY),

51) -L-)2NR?,

52) -L-(N(RY)-L)a-N(RHR?,

53) -L-(N(RY)-L)» — heteroaril opsionalisht i zévendésuar me njé ose mé shumé
zévendésues R” ose R* bashkélidhur secili ose té dy tek L dhe grupet heteroaril,

54) -L-(N(RY)-L)n — heterociklil opsionalisht i zévendésuar me njé ose mé shumé
zévendésues R” ose R bashkélidhur secili ose té dy tek L dhe grupet heterociklil,

13
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55) - -L-(N(RY)-L), —aril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R
ose R bashkélidhur secili ose té dy tek L dhe grupet aril,

56) -O-L-N(RH)R?,

57) -O-L- heteroaril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R* dhe
R! bashkélidhur secili ose té dy tek L dhe grupet heteroaril,

58) -O-L heterociklil opsionalisht i zévendésuar me njé ose mé shuém zévendésues R” ose
R! bashkélidhur secili ose té dy tek L dhe grupet heterociklil,

59) -O-L- aril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” ose R!
bashkélidhur secili ose té dy tek L dhe grupet aril,

60) -O-L)>-NR?,

61) -O-L-(N(RY)-L)» - N(RY)R?,

62) -O-L-(N(RY)-L)n —heteroaril opsionalisht i zévendésuar me njé ose mé shumé
zévendésues R dhe R bashkélidhur secili ose té dy tek L dhe grupet heteroaril,

63) -O-L-(N(RY)-L)» - heterociklil opsionalisht i zévendésuar me njé ose mé shuém
zévendésues R” ose R bashkélidhur secili ose té dy tek L dhe grupet heterociklil,

64) -O-L-(N(RY)-L)s- aril opsionalisht i zévendésuar me njé ose mé shumé zévendésues RA

ose RY,

65) -S-L- heteroaril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” ose
Rl

66) -S-L- heterociklil opsionalisht i zévendésuar me njé ose mé shumé zévendésues R ose
RY,

67) -S-L- aril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” dhe R?
bashkélidhur secili ose té dy tek L dhe grupet aril,

68) -S-L)2NR?,

69) -S-L-(N(RY)-L)n - N(RY)R?,

70) -S-L-(N(RY)-L)» —heteroaril opsionalisht i zévendésuar me njé ose mé shumé
zévendésues R”,

71) -S-L-(N(RY)-L)n — heterociklil opsionalisht i zévendésuar me njé ose mé shumé
zévendésues R*,

72) -S-L-(N(RY)-L)n —aril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R,
73) -NRY(RY),

75) -N(RY)L)2-NR?,

76) -(N(RH-L)n - N(RH)RA,

77) -(N(RY)-L)n —heteroaril opsionalisht i zévendésuar me njé ose mé shumé zévendésues

R” ose RY,

78) -(N(RY)-L)n — heterociklil opsionalisht i zévendésuar me njé ose mé shumé zévendésues
R” ose RY,

79) -(N(RY)-L)n — aril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” ose
RY,

80) —heteroaril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R”, ose
81) —aril opsionalisht i zévendésuar me njé ose mé shumé R” té zévendésuar,

dhe ku secili zévendésues éshté opsionalisht bashkélidhur tek grupi L nése nuk éshté tashmé prezente,

14
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dhe ku kur kéto zévendésues R* jané prezent né té njéjtin atom hidrogjen, atéheré secili zévendésues R*
gshté zgjedhur né ményré té pavarur nga lista e vlerave té R! té pérshkruara pas késaj,

dhe ku n éshté njé numér i ploté i barabarté tek secili 0, 1, 2, 3, 4, ose 5,

dhe ku, kur (RY) dhe R! jané bashkélidhur tek njé atom nitrogjeni, opsionalisht ato bashkohen sé bashku
me atomin nitrogjen pér té formuar njé unazé 3 deri 7 hallkésh e cila pérfshin opsionalisht njé ose mé
shumé heteroatome té tjeré té zgjedhur nga N, 0 dhe S, opsionalisht unaza éshté e zévendésuar me njé ose
mé shumé R* ose RA;

L éshté 4) —Cs.7 cikloalkil ose 1) —C1.¢ alKkil,

ose L éshté

2) -Ca.6 alkenil,

3) -Co-6 alkinil,

5) -Cs.7 cikloalkenil,

6) heterociklil,

7) -C16 alkil-C3.7 cikloalkil,
8) -C1.6 alkil-heterociklil,
9) aril, ose

10) heteroaril,

dhe ku alkil, alkenil, alkinil, cikloalkil, cikloalkenil, heterociklil, aril dhe grupet heteroaril jané secili té
zévendésuar opsionalisht né ményré té pavarur me njé ose dy zévendésues R”;
R! éshté

1) -H,

2) -C16 alkil,

3) -Ca.6 alkenil,

4) -Ca- alkinil,

5) -Ca-7 cikloalkil,

6) -Cs-7 cikloalkenil,

7) -Cy.5 perflorinuar,

8) -heterociklil,

9) -aril,

10) -heteroaril,

11) -benzil, ose

12) 5-[(3aS,4S,6aR)-2-oxoheksahidro-1H-tieno[3,4-d]imidazol-4-yl]pentanoil, dhe ku alkil,
alkenil, alkinil, cikloalkenil, alkil i perflorinuar, heterociklil, aril, grupet heteroaril dhe benzil jané
secili né ményré té pavarur opsionalisht té zévendésuar me 1, 2 ose 3 zévendésues R” ose RY;

R? &shté 7) benzil opsionalisht i zévendésuar me 1, 2 ose 3 zévendésues R” ose R*; ose 1) —H,
ose R? éshté

2) -Cy. alkil,
3) -SRY,
4) -C(O)R?,

15
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5) -S(O)RY,

6) -S(O)2R?Y,

8) -L-heteroaril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” ose R!
bashkélidhur secili ose té dy tek L dhe grupet heteroaril,

9) -L-heterociklil opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” ose R!
bashkélidhur secili ose té dy tek L dhe grupet heterociklil,

10) -L-aril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” ose R! bashkélidhur
secili ose té dy tek L dhe grupet aril,

11) -heteroaril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” ose R?, ose

12) -aril opsionalisht i zévendésuar me njé ose mé shumé zévendésues R” ose R?,

dhe ku secili zévendésues éshté opsionalisht bashkélidhur tek grupi L nése nuk éshté tashmé prezent;
RA éshté

1) -halogjen,

2) -CFs,

3) -OH,

4) -OR!,

5) -L-OH,

6) -L-OR?,

7) -OCF3,

8) -SH,

9) -SRY,

10) -CN,

11) -NO,

12) -NHz,

13) -NHR?,

14) -NR'R?,

15) -L-NHa,

16) -L-NHR,

17) -L-NR*R?,
18) -L-SR?,

19) -L-S(O)R?,
20) -L-S(0)2R?,
21) -C(O)OH,

22) -C(O)ORY,
23) -C(O)NH,
24) -C(O)NHR?,
25) -C(O)N(RYR?,
26) -NHC(O)R?,
27) -NR!C(O)RY,
28) -NHC(O)OR?,
29) -NRIC(O)OR?,
30) -OC(O)NH_,

16
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31) -OC(O)NHR?,
32) -OC(O)N(RHR?,
33) -OC(O)R?,

34) -C(O)R?,

35) -NHC(O)NH,
36) -NHC(O)NHR?,
37) -NHC(O)N(RHRY,
38) -NRIC(O)NH,
39) -NRIC(O)NHR?,
40) -NRC(O)N(RYR?,
41) -NHS(0)2R?,
42) -NRS(0).R?Y,
43) -S(0)2NHy,

44) -S(0):NHR?,
45) -S(0)2N(RHR?,
46) -S(O)R?,

47) -S(0)2R?,

48) -OS(0)2R?Y,

49) -S(0),0R?,

50) -benzil,

51) -Ns, ose

52) -C(-N=N-)(CF3),

dhe ku grupi benzil éshté opsionalisht i zévendésuar me 1, 2 ose 3 zévendésues R” ose R!, me kusht gé
pérbérési i Formulés 1A, formulés I1B ose formulés 11C éshté ndryshe nga

so2nd

O=Ma
[o]

H
N OH
[
U\ (s}
P

M
NN .

2. Njé pérbérés sipas pretendimit 1, ku heteroatom éshté N tek unazs 5-hallkésh e formuar nga R® dhe R®
sé bashku.
17
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3. Njé pérbérés sipas pretendimit 1 ose 2, ku pérbérési i pérmendur ka formulén 11C dhe R? éshté benzil.

4. Njé pérbérés sipas pretendimit 1, ku: né formulén I1A,

A

éshté CO,Me dhe né formulén 1IC, R® dhe R® bashkohen sé& bashku me C pér té formuar 2-metil-2H-
tetrazol-5-il;

R0

R? éshté benzil, 3-tienilmetil ose 3-piridinil metil; dhe

W éshté NH-L-N(RHR?! ku L éshté Co-4 alkil dhe R* éshté Ci.4 alkil ose (R') dhe R* bashkohen sé
bashku me atomin nitrogjen tek i cili ata jané bashkélidhur pér té formuar njé unazé 3 deri 7
hallkésh, e cila opsionalisht pérfshin njé ose mé shumé heteroatome té tjeré té zgjedhur nga N, 0
dhe S, opsionalisht unaza éshté e zévendésuar me njé ose mé shué R* ose RA.

5. Pérbérési i cili éshté:

Numri i pérbérésit Struktura

9)

H
MeO N y
&
N

?

()
0

H
MeO N N
&
=N

}?

O

H

N
/N
)
N

?

N
s

O
MeO
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MeO

O

MeO

@]
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0
H
MeO N N
&
9 i
Hﬁ)
@
0
H
MeO N N
7Y
=N
10 HN
®
H
o)
H
MeO N "
7Y
11 N
N
H
7 H
MeO N N
[ Y
12 ?
(N
b
0
H
MeQ N N
&
13 =N
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14

O

15

Me0,C ¥ /3,
[Ii/ ."‘i =
=N
HN

0

16

17

18

19

20

21
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21

MeO,C N
\Q;{“{
"N
HN OMe

e

22

23

24

25

26

27

22
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28

MEOQC H
N Br
7N
=N
HN TFA

29

30

MeQ,C 4
(I{/ f’l‘
=N

31

32

33
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34

35

36

N-o

37

38

MeOZC N

39

MeO,C H
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40

41

42

43

44

45

46
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MEOQC
Clé/ \

47
o N
MeO,C
7\
48
Me-N
N
MeO,C H
[j\{/ _"ﬂ
49 =N
N
e \_\_TFA
)
MeO,C i
[Iff _“‘i
50 =N
HN
\_\_ g
N N
Me H
%ozc H
7N\
51 =N
HN
Me
N
2
MeO,C H
@’{%p@
=N
52 HN s
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Me0,C
53

\W_Me

MeO,C H
7 N
\
54 QNF Me
H
MeHN N
7N\
55

ose kripérat e tyre.

6. Njé pérbérés sipas pretendimit 1 i cili éshté

o) N=y
“ N=N —~N_ H
MeO — H ‘ N
N N N N
N \>‘
HN N 4 \> =
= HN

s | o Q

ose njé kripé e pranueshme farmaceutike e tyre.

7. Njé pérbérés sipas pretendimit 1 ku pérbérési éshté

N=N
— H
N2 H
7N
=N

-’NHZ
ose njé kripé e pranueshme e tyre.

8. Njé pérbérés sipas pretendimit 1 ku pérbérési éshté
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MeQ

O
ose njé kripé e pranueshme farmaceutike e tyre.

9. Njé metodé pér rritjen e gelizave té kércellit dhe pasardhése, metoda gé pérmban: kultivimin in vitro
ose ex vivo té njé popullimi gelize fillestare gé pérmban qeliza kércelli hematopoietike me njé agjent qé
pérmban njé pérbérés ose njé kripé té tyre sic pércaktohet tek ndonjé nga pretendimet 1 deri 8, né ményré
opsionale sé bashku me té paktén njé gelizé gé zgjeron faktorét i cili éshté njé molekulé e vogél biologjike
0se njeé tjetér.

10. Njé metodé e pretendimit 9, né té cilén popullimi i gelizés fillestare pérfshin gelizat e prodhimit
CD34+ nga gjaku periferik i mobilizuar (mPB), palca e kockés (BM) ose gjaku i kordonit té kérthizés
(UCB).

11. Njé kompozim farmaceutik qé pérmban njé pérbérs sic pércaktohet tek ndonjé nga pretendimet 1 deri
8 ose njé kripé e tyre, dhe njé tranportues i pranueshém farmaceutik.

12. Njé pérbérés sic pércaktohet tek ndonjé nga pretendimet 1 deri 8 ose njé kripé pér pérdorim né
trajtimin e njé crregullim/malinje hematopoietike, njé sémundje autoimune dhe/ose njé sémundje
imunodeficente té trashéguar tek njé subjekt.

13. Pérbérési sic pércaktohet tek pretendimi 12 ku crregullimi/malinje hematopoietike, sémundja
autoimune dhe/ose njé sémundja imunodeficente e trashéguar pérmban gjéndjen e mosfuksionimit té
palcés sé kockés, njé shuméllojshméri té sémundjeve té lindur té& shgetésimit global (p.sh. talasemia dhe
anemia e gelizés drapér), lupus, leucemia mieloid akute, leucemia limfoblastike akute, leuciemia mieloid
kronik, leucemia limfocitik krinike, crregullimet mieloproliferative, sindromat mielodisplastike, mieloma
e shuméfishté, limfoma jo-Hodgkin, sémundja Hodgkin, anemia aplastike, aplasia e gelizés e kuge e
pastér, heoglobinuira, anemia fanconi, talasemia, anemia qelizés drapér, sindroma Wiskott-Aldrick,
gabime té lindura né metabolizém (sic éshté sémundja Gaucher).

14. Njé kompozim farmaceutik sipas pretendimit 11, i cili &shté i pérshtatshém pér infusion intravenoz.
15. Njé pajim pér pérdorim né zgjerimin e gelizave té kércellit hematopoietike, gqe pérmban njé pérbérés
sic pércakohet tek ndonjé nga pretendimet 1 deri 8, ose njé kripé té tyre, dhe instruksionet pér pérdorim,

opsionalisht, mjeti pérmban té paktén njé qelizés qé zgjeron faktorét i cili &shté njé molekulé bilogjike ose
nje tjetér e vogeél.
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(11) 8831

(97) EP3206686 / 09/10/2019

(96) 15833863.2 /19/08/2015

(22) 13/11/2019

(21) AL/P/2019/796

(54) DIKETONE-GAMA PER TRAJTIMIN DHE PARANDALIMIN E PLAKJES SE LEKURES
DHE RRUDHAVE

23/01/2020

(30) 201462039786 P 20/08/2014 US

(71) Samumed, LLC

9381 Judicial Drive Suite 160, San Diego, California 92121, US

(72) HOOD, John (5124 Seagrove Court, San Diego, California 92130); KC, Sunil Kumar (10504 Clasico
Court, San Diego, California 92127) ;KIBAR, Osman (Samumed, LLC9381 Judicial Drive, San Diego,
California 92121)

(74) Krenar LOLOCI

Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)

(57)

1. Njé metodé kozmetike pér pérmirésimin e pamjes estetike té Iékurés sé njé subjekti, metoda qé pérfshin

administrimin te subjekti té njé sasie efektive té njé pérbérje té Formulés I, osé njé kripe té pranueshme né
ményré dermatologjike té saj:

(R)n,

ku:

Unaza A éshté njé heteroaril me 7-12 elemente, me kushtin gé njé atom karbon né unazé éshté

bashkéngjitur te karboni karbonil;
Unaza B éshté zgjedhur nga grupi i pérbéré prej fenil dhe njé heteroaril me 5-6 elemente, me kushtin gé
njé atom karbon né unazé éshté bashkéngjitur té karboni karbonil;
R éshté njé zévendésues i bashkéngjitur te Unaza A dhe éshté zgjedhur né ményré té pavarur né
secilén dukuri nga grupi i pérberé prej -Ca-¢ alkil i pazévendésuar, -C1-3 haloalkil, halide, -OR3, dhe
CN;

RZgshté njé zévendésues i bashkéngjitur te Unaza B éshté zgjedhur né ményré té pavarur né secilén dukuri
nga grupi i pérbéré prej -Ci-s alkil i pazévendésuar, -CH,OH, -CH2N(R®),, -C1.3 haloalkil, halide, -OR?,
dhe CN;
secili R® éshté zgjedhur né ményré té pavarur nga grupi i pérbéré prej H, -C1- alkil i pazévendésuar, dhe -
C1-3 haloalkil,
secili R® éshté zgjedhur né ményré té pavarur nga grupi i pérbéré prej H dhe -C1-5 alkil i pazévendésuar;
secili n éshté 0 deri né 10; dhe
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secili m éshté 0 deri né 5.

2. Metoda e pretendimit 1, ku Unaza A éshté zgjedhur nga grupi i pérbéré prej:

OO0 0,40

3. Metoda e ¢donjérit prej pretendimeve 1-2, ku Unaza A éshté zgjedhur nga grupi i pérbéré prej:

0,00
4. Metoda e cdonjérit prej pretendimeve 1-3, ku té paktén njé R éshté halide.
5. Metoda e ¢donjérit prej pretendimeve 1-3, ku n éshté 0.
6. Metoda e ¢donjérit prej pretendimeve 1-5, ku Unaza B éshté fenil.

7. Metoda e ¢donjérit prej pretendimeve 1-6, ku

éshté zgjedhur nga grupi i pérbéré prej
oghogoalcaosion

8. Metoda e ¢donjérit prej pretendimeve 1-7, ku

éshté zgjedhur nga grupi i pérbéré prej

| Wé"
.~  dhe .

30



Buletini i Pronésisé Industriale

9. Metoda e ¢donjérit prej pretendimeve 1-6, ku m éshté 0.

10. Metoda e pretendimit 1, ku pérbérja e Formulés | &shté zgjedhur nga grupi i pérbéré prej:

OH O
0 o o.
o o [ O o
0
[ O o CF; [ O o F
(o) , () N OH s
o] OMe O
0. OH O o
o
o o
0 OH 3 0
OH s o) OH , OMe ,
i
o oMe 0 O 0 O
[ o} 0 o
(o] OMe [ [ O
o] o
OMe R 0 OMe , O >
F
CF
0 3 o O O
[0 O o 0
o) [ O o [ o] OMe
(¢} N O [} O ’
OMe
[0} o Z | 0 /‘N
o O N O N
(J 7 C ! C !
0 2 0 2 0 b
CF;
CF
i O i i 3
S s S
[ O O CFs [ O o) [ O [e]
o b 0 k O b
F
F
0 o 0
S s O S
SORRN! SORe SORA
o 2 o 2 o b
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SORR e (j, coascd
connsallicoan e
e e e

El

o] 1
[

E

[j

E

OMe

i

o]
O
*n

AN
W,
o

/' \

(n/_\(l,
(4

N MY o
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OMe
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OMe

34



Buletini i Pronésisé Industriale

OMe
) o OMe
F E 0 E
s e | P
F
0 OMe i O o i O )
F~ o F , F~ o ,
o] Z N
F |
F| 8 g
N
0
F~ o

E
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F
F | O
T
(o]
F~ s R
E
o
| 9
F ] 0
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(o}
F~ s s
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F
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E
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_dhe

ose njé kripé e pranueshme né ményré dermatologjike e saj.

11. Metoda sipas ¢donjérit prej pretendimeve 1-10, ku pérmirésimi né pamjen estetike é&shté pérmirésim né

njé ose mé shumé prej tonit té Iékurés, ndricimit, pastértisé, tendosjes, géndrueshmérisé sé I1ékurés,

rrumbullakosjes, pérkulshmérisé, butésisé, cilésisé sé I18kurés, teksturizimit dhe hidratimit té lékurés,

pamjes sé kontureve té lékurés, pamjes sé fageve té dobéta, pamjes sé mbytur, té varur, ose rrathéve té

erréta poshté syve, shkélgimt té 1ékurés, ndrigimit, trashésisé sé 18kurés, dhe elasticitetit té 1ékurés dhe/ose

ripértéritjes.

12. Metoda sipas ¢donjérit prej pretendimeve 1-10, ku pérmirésimi né pamjen estetike éshté reduktimi

dhe/ose parandalimi i linjave té imta ose rrudhave.

13. Metoda sipas ¢donjérit prej pretendimeve 1-10, ku pérmirésimi né pamjen estetike éshté reduktimi

dhe/ose parandalimi i njollosjes sé lékurés..

14. Metoda sipas ¢donjérit prej pretendimeve 1-10, ku pérbérja éshté administruar si njé kompozim

kozmetik..

15. Metoda sipas pretendimit 14, ku kompozimi kozmetik éshté njé kompozim topikal.
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1. Tavan betoni, gé pérmban té paktén njé modul (1a) i cili pérfshin njé rresht (2) me njé morie bllogesh té
zhvendosshém (100) té vendosur ngjitur né njé drejtim horizontal gjatésor (L), té cilét mbahen gé té mos
shképuten né njé strukturé rrjete e pérbéré prej té paktén dy rrjetash individuale (10, 20) gé jané né
drejtimin gjatésor (L), ku secila nga rrjetat (10, 20) pérmban té paktén njé shufér té paré dhe té dyté
gjatésore (11, 12 ose 21, 22), té vendosura né distancé paralelisht me njéra tjetrén gé jané né drejtimin
gjatésor (L), dhe njé shumicé shufrash térthore (13, 23) té vendosura né distancé nga njéra-tjetra, qé jané
té lidhura me shufrat gjatésore (11, 12 ose 21, 22), ku té paktén njé nga blloget e zhvendosshém (100) pér
secilin rrjet (10, 20) pérmban té paktén njé pajisje té paré mbajtése (311 ose 321) dhe té paktén njé pajisje
té dyté mbajtése (412 ose 422) né anén e saj té jashtme, pajisjet mbajtése té sipérpérmendura jané formuar
dhe vendosur né lidhje me njéra-tjetrén né até ményré gé té dyja rrjetat pérkatése (10.20) té sigurohen me
ckycje dhe té kapura midis pajisjes mbajtése té paré dhe té dyté duke vendosur shufrén e paré gjatésore
(11 ose 21) né pajisjen mbajtése té paré (311 ose 321) dhe duke vendosur shufrén e dyté gjatésore (12 ose
22) né pajisjen mbajtése té dyté (412 ose 422), dhe né kété ményré mbahen té gjithé blloget gé
zhvendosen (100) karakterizuar né até qé sipérfaget e rrjetave (10, 20) orientohen né ményré térthore ose
té pjerrét né lidhje me horizontalen, ku secila rrjeté (10, 20) pérmban njé shumicé shufrash térthore (13,
23) duke u orientuar né ményré térthore ose té pjerrét né lidhje me horizontalen, té cilat jané té lidhura
respektivisht me shufrat gjatésore (11, 12 ose 21, 22).

2. Tavan betoni sipas pretendimit 1, karakterizuar né até gé njé shumicé bllogesh té zhvendosshém (100)
né njé rresht (2) pér té paktén njé nga rrjetat (10, 20) pérfshin pérkatésisht té paktén njé pajisje mbajtése té
paré dhe té dyté (311, 321; 412, 422) pér akomodimin e shufrave gjatésore pérkatése té paré ose té dyté
(11; 21 ose 12; 22).

3. Tavan betoni, gé pérfshin té paktén njé modul (1b) i cili pérmban njé mori rreshtash t& mbivendosura
(2, 3) té njé mori bllogesh té zhvendosshém (100) té vendosur ngjitur né njé drejtim horizontal gjatésor
(L), té cilat mbahen né njé strukturé rrjetash prej té paktén dy rrjetash individuale (10, 20) té orientuara né
drejtimin gjatésor (L), sipérfaget e rrjetave té té cilave orientohen né ményré térthore ose té pjerrét né
lidhje me horizontalen, ku secila prej rrjetave (10, 20) pérmban té paktén njé shufér gjatésore té paré dhe
té dyté (11, 12 ose 21, 22), té vendosura né distancé paralelisht me njéra-tjetrén orientuar né drejtimin
gjatésor (L), dhe njé shumicé shufrash térthore (13, 23) té vendosura né distancé nga njéra-tjetra dhe té
orientuara né ményré térthore ose té pjerrét né lidhje me horizontalen, té cilat jané té lidhura respektivisht
me shufrat gjatésore (11, 12 ose 21, 22), ku té paktén njé prej bllogeve té zhvendosshém (100) té rreshtit
té poshtém (2) ka né pjesén e jashtme té tij pér secilén rrjeté (10, 20), té paktén njé pajisje mbajtése té paré
(311 ose 321) dhe té paktén njé prej bllogeve té zhvendosshém (100) né rreshtin e sipérm (3) ka né anén e
jashtme té tij njé pajisje mbajtése té dyté (312 ose 322), gé formohen dhe sistemohen né lidhje me njéra-
tjetrén né até meényré qé té dyja rrjetat pérkatése (10, 20) té sigurohen me ¢kycje dhe té kapura midis
pajisjes mbajtése té paré dhe té dyté duke vendosur shufrén e paré gjatésore (11 ose 21) né pajisjen
mbajtése té paré (311 ose 321) dhe akomodimin i shufrés sé dyté gjatésore (12 ose 22) né pajisjen
mbajtése té dyté (312 ose 322), dhe né kété ményré mbahen té gjithé blloget e zhvendosshém (100).

4. Tavan betoni sipas pretendimit 3, karakterizuar né até gé njé mori bllogesh té zhvendosshém (100) né
rreshtin e poshtém (2) pérfshijné té paktén njé pajisje mbajtése té paré (311; 321) pér shufrén e paré
gjatésore (11, 21) té té paktés njérés prej rrjetave (10, 20) dhe/ose gé njé mori bllogesh té zhvendosshém
(100) né rreshtin e sipérm (3) gé pérfshijné pérkatésisht sé paku njé pajisje mbajtése té dyté (312; 322) pér
shufrén e dyté gjatésore (12,

22) té té paktés njérés prej rrjetave (10, 20).

5. Tavan betoni sipas pretendimit 4, karakterizuar né até gé njé ose mori bllogesh té zhvendosshém (100)

né té paktén njé nga rreshtat (2, 3) pérfshijné té paktén njé pajisje mbajtése té paré dhe té dyté (311.311.1,
321, 321.1 ose 312, 312.1, 322, 322.1) pér té paktén njé nga rrjetat (10, 20), ku rrjeta pér kété rresht

57



Buletini i Pronésisé Industriale

preferohet té pérfshijé njé shufér té paré ose tjetér té paré dhe njé shufér té dyté ose tjetér té dyté gjatésore
(11,11.1,21,21.1 0se 12, 12.1, 22, 22.1).

6. Tavan sipas secilit prej pretendimeve té méparshme, karakterizuar né até gé té paktén njé bllok i
zhvendosshém (100) pérfshin respektivisht njé mori pajisjesh mbajtése té paré dhe/ose té dyté (311, 311.1,
321.321.1 ose 312, 312.1, 322, 322.1 ) té vendosura ngjitur né drejtimin gjatésor (L), ku respektivisht
shufra gjatésore e paré ose e dyté vendosen njékohésisht.

7. Tavan betoni sipas pretendimeve té méparshme, karakterizuar né até qé pér sigurimin opsional té té
paktén njérés prej rrjetave (10, 20) né pozicione té ndryshme térthore ose té pjerrét drejt horizontales, njéri
ose moria e bllogeve ( 100) pérmbajné respektivisht njé shumicé pajisjesh mbajtése té paré dhe/ose té dyté
(311, 311.1, 321, 321.1; 312.312.1, 322, 322.1; 411, 411.1, 421, 421.1; 412,412.1, 422, 422.1) qé jané
vendosur térthorazi me njéra tjetrén dhe né distancé né drejtimin gjatésor.

8. Tavan betoni sipas pretendimeve té méparshme, karakterizuar né até gé té paktén njé prej pajisjeve
mbajtése té paré dhe/ose té dyté (311, 311.1, 321, 321.1; 312, 312.1, 322, 322.1; 411, 411.1, 421 , 421.1;
412,412.1, 422, 422.1) formohet si njé pajisje mbyllése, mundésisht si grep mbyllés, boshllék mbyliés,
kanal mbyllés, ulluk mbyllés ose kllapé mbyllése.

9. Tavan betoni sipas pretendimeve té méparshme, karakterizuar né até gé té paktén njé nga pajisjet
mbajtése té paré dhe/ose té dyté (311, 311.1, 321, 321.1; 312, 312.1, 322, 322.1) pérmban njé kanal ose
ulluk mbyllés né drejtimin gjatésor (L) pér té akomoduar njérén nga shufrat gjatésore té paré ose té dyté
(11,12,21,22), ku kanali ose ulluku preferohet té kené né prerje njé linjé profili té kurbézuar , posacérisht
né formé segmenti rrethor.

10. Tavan betoni sipas pretendimit 9, karakterizuar né até gé kanali ose ulluku si dhe boshlléku éshté e
formuar si njé gungé né sipérfagen e jashtme té bllokut té zhvendosshém (100), gé preferohet gé té jeté i
vendosur né ményré térthore né drejtimin gjatésor (L).

11. Tavan betoni sipas té gjitha pretendimeve té méparshme, karakterizuar né até qé té paktén njé nga
pajisjet mbajtése té paré dhe/ose té dyté, mundésisht té gjitha pajisjet mbajtése (311, 311.1, 321, 321.1;
312.312.1, 322, 322.1; 411, 411.1, 421, 421.1; 412.412.1, 422, 422.1) té jené formuar si njé pjesé e vetme
me bllokun pérkatés té zhvendosshém (100).

12. Tavan betoni sipas pretendimeve té méparshme, karakterizuar né até gé té paktén njé bllok i
zhvendosshém (100) ose disa prej tyre té pajisjes mbajtése té paré (311, 311.1, 321, 321.1, 411, 411.1,
421. 421.1) jané vendosur né anén e poshtme té bllokut té zhvendosshém (100) dhe/ose njé ose disa nga
pajisjet e dyta mbajtése (312, 312.1, 322, 322.1; 412,412.1, 422, 422.1) jané vendosur né pjesén e sipérme
té bllokut té zhvendosshém (100).

13. Tavan betoni sipas pretendimit 12, karakterizuar né até qé me té paktén njé bllok té zhvendosshém
(100) té paktén njé pajisje mbajtése e dyté (412) pér njé rrjeté (10) dhe té paktén njé pajisje mbajtése e
dyté (422) pér rrjetén tjetér (20) jané vendosur sé bashku, né ményré gé intervali (D2) midis shufrave
gjatésore respektive (12, 22) té mos kalojé 75 mm, posacérisht 60 mm, preferohet té mos kalojé 50 mm
dhe/ose se té paktén njé pajisje mbajtése e paré (311 pér njé rrjeté (10) dhe té paktén njé pajisje mbajtése
e paré (321) pér rrjetén tjetér (20) rivendosen relativisht me njéra tjetrén né ményré gé intervali (D1)
ndérmjet shufrave té paré gjatésore té akomoduara (11, 21) té jeté té paktén 75 mm, té paktén 150 mm,
mundésisht 185 mm.

14. Tavan betoni sipas pretendimeve té méparshme, karakterizuar né até gé té paktén njé prej bllogeve té
zhvendosshém (100), mundésisht té gjithé blloget e zhvendosshém (100)
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a. formohen paralelisht me drejtimin gjatésor (L) né lidhje me njé nivel vertikal dhe/ose pasqyré né
ményré simetrike né lidhje me njé nivel horizontal; dhe/ose

b. formohen si njé trup i mbyllur bosh ose si njé trup i hapur pjesérisht me hapjen gé drejtohet nga
poshté né modul; dhe/ose

c. jané prej plastike, formuar posacérisht si pjesé plastike té derdhura me injeksion; dhe/ose

d. pérbéhen nga dy elemente identike gjysmé trupi, konkretisht dy elementé identiké gjysém-
guacke.

15. Tavan betoni sipas pretendimeve té méparshme, karakterizuar né até gé té paktén njé shufér térthore
(13; 23) shtrihet midis dy bllogeve té zhvendosshém ngjitur (100) né rresht (2, 3) té paktén me zona
dhe/ose gé c¢do bllok i zhvendosshém (100) né drejtimin gjatésor (L) té ndodhet midis dy shufrave térthore
(13; 23), gé preferohet té jeté i vendosur kundér bllokut t€ zhvendosshém (100), né ményré té tillé qé
shufrat térthore (13; 23) té pengojné bllokun e zhvendosshém (100) té zhvendoset pérgjaté drejtimit
gjatésor (L) dhe anash.
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Fig. 1
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Detail B

D1

Fig. 2
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Detail A

Detail B
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(11) 8829

(97) EP2782570 / 18/09/2019
(96) 12850989.0 / 19/11/2012
(22) 27/11/2019

Fig. 5
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(21) AL/P/2019/829

(54) FRENUESIT HETEROCIKLIK TE GLUTAMINAZES

22/01/2020

(30) 201161562266 P 21/11/2011 US; 201261665370 P 28/06/2012 US and 201261727195 P
16/11/2012 US

(71) Calithera Biosciences Inc.

341 Qyster Point Boulevard Suite 100, South San Francisco, CA 94080, US

(72) LI, Jim (56 Otsego Avenue, San Francisco, CA 94112); CHEN, lijing (19500 Pruneridge AvenueApt
3211, Cupertino, CA 95014); GOYAL, Bindu (2189 Annapolis Drive, Fremont, CA 94539); LAIDIG,
Guy (585 Woodside Drive, Woodside, CA 95062); STANTON, Timothy, Friend (24 Alta Vista Way,
Daly City, CA 94014) ;SJOGREN, Eric, Brian (442 Dell Avenue, Mountain View, CA 94043)

(74) Krenar LOLOCI

Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)

(57)

1. Njé pérbérje e formulés | ose njé kripé farmaceutikisht e pranueshme e saj pér pérdorim né trajtimin e
kancerit ose njé sémundje imunologjikale ose neurologjikale, ku formula (1) éshté:

Ry N-n N-N

e R .

ku:
L pérfagéson CH>CHz;
njé X pérfagéson S dhe X tjetér pérfagéson CH=CH, ku ¢do atom hidrogjeni i njé njésie CH mund té
zévendésohet nga (Ci-6)alkil;
Y, né ményré té pavarur pér ¢do dukuri, pérfagéson H ose CH,O(CO)Ry;
R7, né ményré té pavarur pér ¢cdo dukuri, pérfagéson H ose té zévendésuar ose té pazévendésuar (Ci-
s)alkil, (Cie)alkoksi, amino(Cze)alkil, (Cie)alkilamino(Cys)alkil, 3-10 elemente heterociklil(Ci-s)alkil,
ose 3-10 elemente heterociklil(C1-¢)alkoksi;
Z pérfagéson R3(CO);
R1 dhe R2 secili né ményré té pavarur pérfagéson H;
R3, né ményré té pavarur pér ¢cdo dukuri, pérfagéson:

(a) 5-7 elemente té zévendésuar ose té pazévendésuar aril(Ci-)alkil, (Ca-g)cikloalkil,

heterocikloalkil, ose 5-7 elemente heteroaril(C1-¢)alkil; ose

(b) C(Rs)(Re)(R10);
Rg pérfagéson 5-7 elemente té zévendésuar ose té pazévendésuar aril, 5-7 elemente aril(Cyg)alkil, 5-7
elemente heteroaril, ose 5-7 elemente heteroaril(Ci-s)alkil;
Ro pérfagéson H; dhe
Ru1o pérfagéson hidroksil, hidroksi(Ci-s)alkil, (Ci-s)alkoksi, ose (Ci.s)alkoksi(Ci-)alkil; ku, kur tregohet,
(C1-Ce)alkil, hidroksi(C1-Ce)alkil, amino(C1-Ce)alkil, (C1-Ce)alkilamino(C1-Ce)alkil, (C1-Cs)alkoksi, (C1-
Cs)alkoksi(C1-Cs)alkil, 5-7 elemente aril, 5-7 elemente aril(C1-Cs)alkil, (C3-Cs)cikloalkil, 3-10 elemente
heterociklil, 3-10 elemente heterociklil(C1-Cs)alkil, 3-10 elemente heterociklil(C1-Cs)alkoksi, 5-7
elemente heteroaril, ose 5-7 elemente heteroaril(C1-Ceg)alkil éshté zévendésuar né ményré opsionale me
njé ose mé shumé zévendésues zgjedhur nga halogjen, hidroksil, karboksil, (C1-Ce)alkoksikarbonil,
formil, acil, tioester, tioacetate, tioformate, (C1-Cs)alkoksil, fosforil, fosfate, fosfonate, fosfinate, amino,
amido, amidine, imine, ciano, nitro, azido, sulfhidril, (C1-Ce)alkiltio, sulfate, sulfonate, sulfamoil,
sulfonamido, sulfonil, 3-10 elemente heterociklil, (Cs-C7)aril(C1-Ce)alkil, (Cs-C7)aril, dhe 5-7 elemente
heteroaril.
2. Pérbérja pér pérdorim e ¢do pretendimi té méparshém, ku Y pérfagéson H.
3. Pérbérja pér pérdorim e ¢do pretendimi té méparshém, ku ¢do dukuri e Rz nuk éshté e njéjté.
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4. Pérbérja pér pérdorim e ¢do pretendimi té méparshém, ku Rs, né ményré té pavarur pér ¢cdo dukuri,
pérfagéson 5-7 elemente té zévendésuar ose té pazévendésuar aril(Ci.s)alkil, 5-7 elemente heteroaril(C-
s)alkil, (Csg)cikloalkil ose heterocikloalkil.

5. Pérbérja pér pérdorim e pretendimit 1, ku Y pérfagéson H, Rz, né ményré té pavarur pér ¢cdo dukuri,
pérfagéson 5-7 elemente aril(C1.¢)alkil, 5-7 elemente heteroaril(Ci-)alkil, (Cs-s)cikloalkil ose
heterocikloalkil.

6. Njé kompozim farmaceutik gé pérfshin njé ose mé shumé ekscipienté farmaceutikisht té pranueshém

dhe njé pérbérje e formulés I,
C
Re—4  N-n N

N z
NN \[/(L >N
Y X X

R R (m,

ose njé kripé farmaceutikisht e pranueshme e saj, ku:
L pérfagéson CH>CHz;
njé X pérfagéson S dhe X tjetér pérfagéson CH=CH, ku ¢do atom hidrogjeni i njé njésie CH mund té
zévendésohet nga (Ci-6)alkil;
Y, né ményré té pavarur pér ¢do dukuri, pérfagéson H ose CH,O(CO)Ry;
R7, né ményré té pavarur pér ¢cdo dukuri, pérfagéson H ose té zévendésuar ose té pazévendésuar (Ci-
s)alkil, (Ci.e)alkoksi, amino(Cze)alkil, (Cie)alkilamino(Cys)alkil, 3-10 elemente heterociklil(C1-6)alkil,
ose 3-10 elemente heterociklil(C1-¢)alkoksi;
Z pérfagéson R3(CO);
R1 dhe R> secili né ményré té pavarur pérfagéson H;
R3, né ményreé té pavarur pér ¢cdo dukuri, pérfagéson:

(a) 5-7 elemente té zévendésuar ose té pazévendésuar aril(Ci-)alkil, (Ca-g)cikloalkil,

heterocikloalkil, ose 5-7 elemente heteroaril(C1-¢)alkil; ose

(b) C(Rs)(R9)(R10);
Rs pérfagéson 5-7 elemente té zévendésuar ose té pazévendésuar aril, 5-7 elemente aril(Cyg)alkil, 5-7
elemente heteroaril, ose 5-7 elemente heteroaril(Ci-¢)alkil;
Ro pérfagéson H; dhe
R1o pérfagéson hidroksil, hidroksi(Ci-s)alkil, (Ci-6)alkoksi, ose (Ci-s)alkoksi(Ci-s)alkil; ku, kur tregohet,
(C1-Ce)alkil, hidroksi(C1-Ce)alkil, amino(C1-Ce)alkil, (C1-Cs)alkilamino(C1-Ce)alkil, (C1-Ce)alkoksi, (C1-
Ce)alkoksi(Ci-Cs)alkil, 5-7 elemente aril, 5-7 elemente aril(C1-Cs)alkil, (C3-Cg)cikloalkil, 3-10 elemente
heterociklil, 3-10 elemente heterociklil(C1-Cs)alkil, 3-10 elemente heterociklil(C1-Ce)alkoksi, 5-7
elemente heteroaril, ose 5-7 elemente heteroaril(C1-Ceg)alkil éshté zévendésuar né ményré opsionale me
njé ose mé shumé zévendésues zgjedhur nga halogjen, hidroksil, karboksil, (C1-Ce)alkoksikarbonil,
formil, acil, tioester, tioacetate, tioformate, (C1-Ce)alkoksil, fosforil, fosfate, fosfonate, fosfinate, amino,
amido, amidine, imine, ciano, nitro, azido, sulfhidril, (C1-C6)alkiltio, sulfate, sulfonate, sulfamoil,
sulfonamido, sulfonil, 3-10 elemente heterociklil, (Cs-C7)aril(C1-Ce)alkil, (Cs-C7)aril, dhe 5-7 elemente
heteroaril.
7. Kompozimi farmaceutik i pretendimit 6, ku Y pérfagéson H.
8. Kompozimi farmaceutik i pretendimit 6 ose 7, ku ¢do dukuri e Rz nuk éshté e njéjté.
9. Kompozimi farmaceutik i ¢do njérit prej pretendimeve 6-8, ku Rz, né ményré té pavarur pér ¢do dukuri,
pérfagéson 5-7 elemente té zévendésuar ose té pazévendésuar aril(Ci-¢)alkil, 5-7 elemente heteroaril(Ci-
s)alkil, (Cag)cikloalkil ose heterocikloalkil.
10. Kompozimi farmaceutik i pretendimit 6, ku Y pérfagéson H, Rs, né ményré té pavarur pér ¢cdo dukuri,
pérfagéson 5-7 elemente té zévendésuar ose té pazévendésuar aril(Ci.s)alkil, 5-7 elemente heteroaril(C-
s)alkil, (Csz-g)cikloalkil ose heterocikloalkil.
11. Nje pérbérje e formulés I,
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ose njé kripé farmaceutikisht e pranueshme e saj, ku:
L pérfagéson CH>CHz;
njé X pérfagéson S dhe X tjetér pérfagéson CH=CH, ku ¢do atom hidrogjeni i njé njésie CH mund té
zévendésohet nga (Ci-6)alkil;
Y, né ményré té pavarur pér ¢do dukuri, pérfagéson H ose CH,O(CO)Ry;
R7, né ményré té pavarur pér ¢cdo dukuri, pérfagéson H ose té zévendésuar ose té pazévendésuar (Ci-
s)alkil, (C1.s)alkoksi, amino(Czg)alkil, (Ci-s)alkilamino(Cus)alkil, 3-10 elemente heterociklil(C1-)alkil,
ose 3-10 elemente heterociklil(C1-¢)alkoksi;
Z pérfagéson R3(CO);
R1 dhe R> secili né ményré té pavarur pérfagéson H;
R3, né ményré té pavarur pér ¢cdo dukuri, pérfagéson:
(@) 5-7 elemente té zévendésuar ose té pazévendésuar aril(Ci-)alkil, (Ca-g)cikloalkil,
heterocikloalkil, ose 5-7 elemente heteroaril(C1-¢)alkil; ose
(b) C(Rs)(R9)(R1o);
Rs pérfagéson 5-7 elemente té zévendésuar ose té pazévendésuar aril, 5-7 elemente aril(Cyg)alkil, 5-7
elemente heteroaril, ose 5-7 elemente heteroaril(Ci-)alkil;
Ro pérfagéson H; dhe
R1o pérfagéson hidroksil, hidroksi(Ci-s)alkil, (Ci-6)alkoksi, ose (Ci-s)alkoksi(Ci-s)alkil; ku, kur tregohet,
(C1-Ce)alkil, hidroksi(C1-Ce)alkil, amino(C1-Ce)alkil, (C1-Cs)alkilamino(C1-Ce)alkil, (C1-Ce)alkoksi, (C1-
Ce)alkoksi(Ci-Cs)alkil, 5-7 elemente aril, 5-7 elemente aril(C1-Cs)alkil, (C3-Cg)cikloalkil, 3-10 elemente
heterociklil, 3-10 elemente heterociklil(C1-Cs)alkil, 3-10 elemente heterociklil(C1-Ce)alkoksi, 5-7
elemente heteroaril, ose 5-7 elemente heteroaril(Ci-Ce)alkil &shté zévendésuar né ményré opsionale me
njé ose mé shumé zévendésues zgjedhur nga halogjen, hidroksil, karboksil, (C1-Ce)alkoksikarbonil,
formil, acil, tioester, tioacetate, tioformate, (C1-Cs)alkoksil, fosforil, fosfate, fosfonate, fosfinate, amino,
amido, amidine, imine, ciano, nitro, azido, sulfhidril, (C1-Ce)alkiltio, sulfate, sulfonate, sulfamoil,
sulfonamido, sulfonil, 3-10 elemente heterociklil, (Cs-C7)aril(C1-Cs)alkil, (Cs-C7)aril, dhe 5-7 elemente
heteroaril.
12. Pérbérja e pretendimit 11, ku Y pérfagéson H.
13. Pérbérja e pretendimit 11, ku ¢do dukuri e R3 nuk éshté e njéjté.
14. Pérbérja e ¢do njérit prej pretendimeve 11-13, ku R3, né ményré té pavarur pér ¢cdo dukuri, pérfagéson
5-7 elemente té zévendésuar ose té pazévendésuar aril(Ci-g)alkil, 5-7 elemente heteroaril(Cz-e)alkil, (Cs-
g)cikloalkil ose heterocikloalkil.
15. Pérbérja e pretendimit 11, ku Y pérfagéson H, Rz, né ményré té pavarur pér ¢do dukuri, pérfagéson 5-7
elemente té zévendésuar ose té pazévendésuar aril(Ci-s)alkil, 5-7 elemente heteroaril(Cz-¢)alkil, (Cs-
g)cikloalkil ose heterocikloalkil.
16. Pérbérja e pretendimit 11, zgjedhur nga tabela e méposhtme:
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17.
18.
19.
20.
21.
22,
23.
24,
25.

Njé pérbérje pér pérdorim sipas ¢do njérit prej pretendimeve 1-5, pér pérdorim né trajtimin e kancerit.
Njé pérbérje pér pérdorim sipas pretendimit 17, ku kanceri éshté kanceri i gelizés renale.

Njé pérbérje pér pérdorim sipas pretendimit 17, ku kanceri éshté kanceri i trefishté negativ i gjirit.
Njé pérbérje pér pérdorim sipas pretendimit 17, ku kanceri éshté kanceri kolorektal.

Njé pérbérje pér pérdorim sipas pretendimit 17, ku kanceri éshté leucamia mieloide akute.

Njé pérbérje pér pérdorim sipas pretendimit 17, ku kanceri éshté kanceri i gjirit.

Njé pérbérje pér pérdorim sipas pretendimit 17, ku kanceri éshté kanceri i mushkeériseé.

Njé pérbérje pér pérdorim sipas pretendimit 17, ku kanceri éshté melanomé.

Njé pérbérje pér pérdorim sipas pretendimit 17, ku kanceri éshté kanceri i vezoreve.

(11) 8830
(97) EP3233810 / 11/09/2019
(96) 15817115.7 / 10/12/2015
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(22) 27/11/2019

(21) AL/P/2019/830

(54) FORMA KRISTALI TE REJA TE KRIPES MONOSODIUM TE FORAMSULFURON
23/01/2020

(30) 14198010 15/12/2014 EP

(71) Bayer CropScience Aktiengesellschaft

Alfred-Nobel-Strasse 50, 40789 Monheim am Rhein, DE

(72) KRUGER, Martin (Siedlungsstrale 47, 35325 Miicke); ANTONS, Stefan (Schwalbenweg 3, 51373
Leverkusen) ;OLENIK, Britta (Birkenstrasse 30, 46242 Bottrop)

(74) Krenar LOLOCI

Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)

(57)

1. Kripé monosodiumi i foramsulfuron né formé kristaline, karakterizuar né até gé difraktograma pluhur

me rreze-X e késaj kripe qé pérdor rrezatim Cu Ko né 25°C ka t€ paktén 3 nga vlerat 20 (2 theta) té

méposhtme:

28 (2 theta) vlera né °

6.2

6.4

14.4

14.6

14.7

18.4

19.2

20.1

23.2

24.7

2. Kripa monosodium e foramsulfuron sipas Pretendimit 1, karakterizuar né até gé difraktograma pluhur
me rreze-X e késaj kripe qé€ pérdor rrezatim Cu Ko né 25°C ka té paktén 4, né ményré t€ preferuar té
paktén 6, né ményré t€ preferuar t& paktén 8, né ményré mé té€ preferuar t€ gjitha nga vlerat 20 (2 theta) té

specifikuara né Pretendimin 1.

3. Kripa monosodium e foramsulfuron sipas Pretendimit 1, karakterizuar né até qé difraktograma pluhur
me rreze-X e késaj kripe q€ pérdor rrezatim Cu Ka n€ 25°C ka t€ paktén dy, katér, gjashté, teté, dhjeté,
dymbédhjeteé ose mé shumé nga vlerat e méposhtme 20 (2 theta):

10.3
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10.5

111

11.3

114

12.0

121

12.4

12.6

12.9

13.6

14.0

15.0

151

154

16.0

16.2

17.0

17.2

18.2

18.8

20.3

20.6

20.8

21.2

21.6

22.7

23.7

24.6

25.4

25.9

26.2

26.9

27.1
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27.7

28.3

29.0

30.2

30.5

30.7

31.0

31.2

31.9

325

32.6

33.7

34.8

35.6

35.9

36.2

36.4

36.9

37.4

4. Kripa monosodium e foramsulfuron sipas cdonjé prej Pretendimeve 1 deri né 3, karakterizuar né até

gé spektri Raman i saj ka té paktén grupet e méposhtém:
Maksimumi i grupit [cm™]
2959
2915
1686
1587
1526
694

345
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Maksimumi i grupit [cm™]
133

5. Pérbérje qé pérfshin kripén monosodium té foramsulfuron sipas cdonjé prej Pretendimeve 1 deri né 4 né
njé sasi totale prej té paktén 5% té peshés, bazuar né sasiné totale té kripés monosodium té foramsulfuron

té pranishme né pérbérje.

6. Pérbérje sipas Pretendimit 5, ku

pérbérja éshté prezenté né formé solide né 25°C dhe1013 mbar,

dhe/ose

pérmbajtja e kripés monosodium té foramsulfuron éshté 80% té peshés ose mé shumé, bazuar né peshén

totale té pérbérjes.

7. Pérdorimi i kripés monosodium té foramsulfuron sipas cdonjé prej Pretendimeve 1 deri né 4 ose njé

pérbérje sipas Pretendimit 5 ose 6 pér pérgatitjen e formulimeve agrokimike.

8. Solvat monometanol i kripés monosodium té foramsulfuron né formé kristaline, karakterizuar né até
gé difraktograma pluhur me rreze-X e késaj kripe gé pérdor rrezatim Cu Ka né 25°C ka té paktén 3 nga

vlerat e méposhtme 20 (2 theta):

20 (2 theta) vlerat n€ °

9.1

9.1

9.7

12.6

16.2

185

24.1

24.3

24.6

9. Metoda pér pérgatitjen e kripés monosodium té foramsulfuron né formé kristaliné sipas njé ose mé
shumé nga Pretendimet 1 deri né 4, duke pérfshiré hapin e
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(@) pezullimit té njé kripe monosodium té foramsulfuron, solvati monometanol i kripés monosodium té
foramsulfuron sipas Pretendimit 8, ose njé pérzjerje e kétyre 2 formave kristali, né njé diluent ose pérzjerje
diluenti,

ku diluenti ose pérzjerja e diluentit e pérdorur né hapin (a) éshté zgjedhur nga grupi i pérbéré nga alkoole
gé kané 3 deri né 6 atome karboni, né kété rast né ményreé té preferuar alkoole primare qé kané 3 deri né 6
atome karboni, dhe ketone gé kané 3 deri né 6 atome karboni, pérzjerjet e tyre, ose pérfshin té paktén

20% té peshés sé saj.

10. Metoda pér pérgatitjen e kripés monosodium té foramsulfuron né formé kristaliné sipas cdonjé prej
Pretendimeve 1 deri né 4, duke pérfshiré hapin e

(@) pezullimit té foramsulfuron né njé diluent ose pérzjerje diluenti,

(b) veprimin e foramsulfuron me njé bazé qé pérmban sodium, né ményré té preferuar njé bazé organike,
né kété rast né ményré té preferuar sodium metokside dhe/ose etokside sodiumi,

ku diluenti ose pérzjerja e diluentit e pérdorur né hapin (a) éshté zgjedhur nga grupi i pérbéré nga alkoole
qé kané 3 deri né 6 atome karboni, né kété rast né ményré té preferuar alkoole primare alkoole primare gé
kané 3 deri né 6 atome karboni, dhe ketone gé kané 3 deri né 6 atome karboni, dhe pérzjerjet e tyre, ose qé

pérfshin té paktén 20% té peshés té saj.

11. Metoda sipas Pretendimit 9 ose 10, karakterizuar né até qé metoda éshté kryer né njé temperaturé

prej té paktén 0°C.

12. Metoda sipas cdonjé prej Pretendimeve 9 deri né 11, karakterizuar né até qé raporti pér peshé té
sasisé totale té foramsulfuron, kripés monosodium té foramsulfuron, dhe solvate monometanol té kripés
monosodium té foramsulfuron sipas Pretendimit 8, né sasiné totale té diluentit ose pérzjerjes sé diluentit té

pérdorur né hapin (a) éshté mé pak se 2:1.

13. Pérzjerja qé pérfshin

(i) kripé monosodiumi té foramsulfuron sipas cdonjé prej Pretendimeve 1 deri né 4 dhe/ose njé solvate i
saj sipas Pretendimit 8, dhe

(i1) njé diluent ose njé pérzjerje diluentei té zgjedhur nga grupi i pérbéré nga alkoole gé kané 3 deri né 6
atome karboni, né kété rast né ményré té preferuar alkoole qé kané 3 deri né 6 atome karboni, dhe ketone

qé kané 3 deri né 6 atome karboni, dhe pérzjerjet e tyre, ose pérfshin té paktén 20% té peshés sé saj.
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14. Njé fomulim agrokimik gé pérfshin

(a) njé sasi efektive herbicidale té kripés monosodium té foramsulfuron né formé kristaline sipas cdonjé
prej Pretendimeve 1 deri né 4,

dhe njé ose mé shumé pérbérés sé métejshém té zgjedhur nga grupi i pérbéré nga pérbérésit e méposhtém
(b-i), (b-ii) dhe (b-iii):

(b-i) ndihmés fomulimi té zakonshém né fushén e pesticideve,

(b-ii) pérbérés aktivé agrokimiké té métejshém, dhe

(b-iii) solvate monometanol i kripés monosodium té foramsulfuron sipas Pretendimit 8.

15. Metoda pér kontrollin e biméve té€ démshme ose pér rregullimin e rritjes sé biméve, karakterizuar né
até qé njé sasi efektive

- e kripés monosodium té foramsulfuron sipas cdonjé prej Pretendimeve 1 deri né 4,

- njé pérbérje sipas Pretendimit 5 ose 6, ose

- njé formulim agrokimik sipas Pretendimit 14 éshté aplikuar né bimé, farat e biméve, tokén né té cilén ose

mbi té cilén rriten bimét ose zona e kultivimit.

The present invention relates to a novel crystal form of the monosodium salt of foramsulfuron, a method
for preparing this crystal form, use thereof in agrochemical formulations and also particular compositions,
mixtures or agrochemical formulations comprising this crystal form, and also a novel monomethanol
solvate of the monosodium salt of foramsulfuron.

Foramsulfuron of formula (1) below and the monosodium salt thereof are known from EP 0 757 679 AL.
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Foramsulfuron of formula (1) and certain salts of this compound are known herbicidal active ingredients,

see "The Pesticide Manual”, 16th edition, The British Crop Protection Council and the Royal Society of
Chemistry, 2012.
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It is also known that foramsulfuron of formula (1) and salts thereof may be used in combination with other
herbicidal active ingredients and/or with safeners, described in EP 0 790 771 Al or EP 1 104 239 Al for
example.

Foramsulfuron has the empirical formula C17H20NeO7S, CAS number 173159-57-4 and IUPAC name 1-
(4,6-dimethoxypyrimidin-2-yl)-3-[2-(dimethylcarbamoyl)-5-formamidophenylsulphonyl]urea, and is also
referred to below as N-[(4,6-dimethoxypyridin-2-yl)aminocarbonyl]-2-dimethylaminocarbonyl-5-
formylaminobenzenesulphonamide.

The compound of formula (I) and the monosodium salt thereof can be prepared by the methods described
in EP 0 757 679 Al and US 6,500,952 B1.

EP 1902 618 Al describes methods for preparing sulphonamide salts.

Only one crystal form of the monosodium salt of foramsulfuron has been known to date, which is referred
to below as crystal form A. This crystal form A corresponds to a semi-methanol solvate.

The crystal lattice of a solid can be made up of several chemical components. If one of these is a liquid
(e.g. a solvent), these are termed solvates.

The occurrence of active ingredients in various crystalline modifications (polymorphs) is of great
significance both for the development of production processes and for the development of formulations
(agrochemical formulations). For instance, the different crystalline modifications of a chemical compound
differ not only in appearance (crystal habit) and hardness, but also in numerous further physicochemical
properties. Differences in terms of stability, filterability, solubility, hygroscopicity, melting point, solid
density and flowability can exert a strong influence on the quality and the efficacy of plant treatment
compositions. It has not been possible to date to predict the occurrence and number of crystalline
modifications, including the physicochemical properties thereof. In particular, the thermodynamic stability
and also the different behaviour after administration to living organisms cannot be predicted. The above
embodiments, referring to polymorphs, are applicable analogously to pseudopolymorphs.

The known crystal form A has some disadvantageous properties which are briefly described below.

Crystal form A may have a disadvantageous effect on the stability or storability of compositions (e.g.
agrochemical formulations) comprising crystal form A. This may be the case because, for example, the
chemical stability of crystal form A in certain compositions is not sufficient and/or further constituents
(e.g. other active ingredients) of these compositions are negatively influenced in terms of their chemical
stability by crystal form A, and their content in the composition decreases with time. It may also occur that
a composition (e.g. agrochemical formulation) comprising crystal form A is unstable over a long (storage)
period, and the physical properties of the composition changes, for example, the viscosity or flowability of
the composition changes in an undesirable manner.

It is also known that sulphonylurea herbicides are subjected to chemical degradation reactions in the
presence of particular auxiliaries, such as alcoholic diluents, particularly methanol, which leads to a
decrease in the active ingredient content of the sulphonylurea herbicide over long storage periods, which is
undesirable. This chemical degradation also occurs in compositions (such as mixtures or formulations)
comprising foramsulfuron and salts thereof in combination with other sulphonylurea herbicides or salts
thereof, for example, in compositions described in EP 1 104 239 Al. This applies in particular to readily
chemically degradable / hydrolysable sulphonylurea herbicides such as iodosulfuron, iodosulfuron-methyl
and respective salts thereof such as iodosulfuron-sodium or iodosulfuron-methyl-sodium.
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In some cases, furthermore, the technical handling of the known crystal form A is difficult. For instance,
according to the preparation method described in EP 0 757 679 A1, this crystal form A occurs in the form
of flocculent and poorly filterable aggregates.

The object of the invention, therefore, is to remedy one, several or all of the disadvantage(s) mentioned
above in connection with the known crystal form A or to improve the disadvantageous properties
mentioned above in connection with the known crystal form A.

This object is achieved in accordance with the invention by a novel crystal form of the monosodium salt of
the compound of formula (1) having the empirical formula C17H19NsO7SNa, which is referred to below as
crystal form B.

Therefore, the invention primarily relates to the monosodium salt of foramsulfuron in crystalline form
(crystal form B), characterized in that the X-ray powder diffractogram of this salt using Cu Ka radiation at
25°C has at least 3 of the following 2@ (2 theta) values:
20 (2 theta) values in °

6.2

6.4

14.4

14.6

14.7

18.4

19.2

20.1

23.2

24.7

This inventive crystal form B is characterized in that it has an X-ray powder diffractogram having the 20
(2 theta) reflections reported in Table 1. The X-ray powder diffractogram of crystal form B is also shown
in Figure 2. The most intensive and characteristic 20 (2 theta) signals in the X-ray powder diffractogram
of crystal form B are at 6.2, 6.4, 14.4, 14.6, 14.7, 18.4, 19.2, 20.1, 23.2, and 24.7° (in each case + 0.2°).

The inventive crystal form B is characterized in that the X-ray powder diffractogram of this salt using Cu
Ka radiation at 25°C has at least 4, preferably at least 5, preferably at least 6, more preferably at least 7,
particularly preferably at least 8 and especially preferably all of the most intensive 20 (2 theta) signals
specified above.

The inventive crystal form B is preferably characterized in that the X-ray powder diffractogram of this salt
using Cu Ka radiation at 25°C additionally has at least two, four, six, eight, ten, twelve or more,
preferably at least 15, 20, 23, 25, 27, 30, 33, 35, 38, 40, 42, 44, 46, 48, 50 or more, preferably all of the
following 20 (2 theta) values:

10.3
10.5
111
11.3
114
12.0
12.1
12.4
12.6

90



Buletini i Pronésisé Industriale

12.9
13.6
14.0
15.0
15.1
154
16.0
16.2
17.0
17.2
18.2
18.8
20.3
20.6
20.8
21.2
21.6
22.7
23.7
24.6
25.4
25.9
26.2
26.9
27.1
27.7
28.3
29.0
30.2
30.5
30.7
31.0
31.2
31.9
32.5
32.6
33.7
34.8
35.6
35.9
36.2
36.4
36.9
37.4

The inventive crystal form B, unlike crystal form C described below, is hon-hygroscopic and has
improved stability in formulations (agrochemical formulations).
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The inventive crystal form B is better suited to the preparation of (storage) stable formulations and it is
more compatible with other sulphonylurea herbicides and salts thereof, particularly with iodosulfuron and
salts thereof, since sulphonylurea herbicides (in particular here iodosulfuron) and salts thereof have
unsatisfactory stability, particularly unsatisfactory chemical stability, in mixtures with crystal form A.

All X-ray powder diffractometry data stated in the present text refers to the following measurement
parameters:

Scan axis gonio

Scan Mode transmission
Start Position [°2theta] 2.0066

End Position [°2theta] 37.9906
Anode material Cu
Wavelength K-alphal [A] 1.54060
Wavelength K-alpha2 [A] 1.54443
Wavelength K-beta [A] 1.39225
K-A2 / K-Al ratio 0.50000
Generator 40 mA, 40 kV
Incident Beam Monochromator focusing X-ray mirror
Spinning yes

20 (2 theta) values +0.2°

Furthermore, in the context of the present invention, the crystalline form referred to below as crystal form
C was found. It takes the form of the monomethanol solvate of the monosodium salt of the compound of
formula (I). Crystal form C may be obtained, for example, when crystal form A is stored over a long time
period with methanol, which changes crystal form A into crystal form C. Crystal form C is described in
further detail below.

Crystal forms A, B and C are characterized by different X-ray powder diffractograms. In Table 1 below,
the respective most intensive characteristic 20 (2 theta) reflections are stated, while Table 3 further below

shows all 20 (2 theta) reflections.

Table 1: Characteristic reflections — X-ray diffractometry of crystal forms A, B and C (as defined above)

Peak maximum [2 theta], data in °
Crystal form A Crystal form B Crystal form C
7.4 6.2 9.1
8.7 6.4 9.1
9.0 14.4 9.7
9.2 14.6 12.6
9.3 14.7 16.2
15.7 18.4 18.5
23.3 19.2 24.1
23.3 20.1 24.3
23.6 23.2 24.6

26.0 24.7

If the 20 (2 theta) reflections of the X-ray powder diffractogram specified in the present text for a given
crystalline form have the same value twice (for example the 20 peak maximum at 23.3° in the case of
crystal form A), this takes the form of two closely spaced peaks. Due to rounding of the measurement
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value of the respective peak maximum to one decimal place, two peaks with the same value can arise, but
which actually take the form of two peaks in the X-ray powder diffractogram.

The X-ray powder diffractogram of crystal form A is shown in Figure 1.

The X-ray powder diffractogram of crystal form B is shown in Figure 2.

The X-ray powder diffractogram of crystal form C is shown in Figure 3.

The inventive monosodium salt of foramsulfuron in crystalline form is particularly preferably
characterized in that the X-ray powder diffractogram using Cu Ka radiation at 25°C corresponds

essentially to the spectrum shown in Figure 2.

Crystal forms A, B and C are characterized by Raman spectra. In Table 2 below, the most intensive,
characteristic bands are given in each case.

All Raman spectroscopy data given in the present text refer to the following measurement parameters, in
which the position of the band maxima of the wave number are in each case stated in cm™:

Instrument Bruker Raman RFS 100/S
Number of scans 64

Resolution 2-4cm?

Laser power 50 mW

Laser wavelength 1064 nm

Inventive crystal form B is preferably characterized in that the Raman spectrum thereof has at least the
following bands:

Band maximum [cm™]

2959
2915
1686
1587
1526
694
345
133

The Raman spectrum of crystal form B according to the invention preferably has at least ten of the bands
specified in Table 4 below, preferably 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65 or more, preferably all of
the bands specified in Table 4 below.

Table 2: Characteristic bands of the Raman spectra of crystal forms A, B and C (as defined above)

Band maximum [cm™]

Crystal form A Crystal form B Crystal form C
2941 2959 3090
1700 2915 2943
1320 1686 2919
1250 1587 1593
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Band maximum [cm™]

Crystal form A Crystal form B Crystal form C
990 1526 1576
697 694 691
362 345 156
103 133 122

The Raman spectrum of crystal form A is shown in Figure 4.
The Raman spectrum of crystal form B is shown in Figure 5.

The Raman spectrum of crystal form C is shown in Figure 6.

The Raman spectrum of inventive crystal form B preferably corresponds essentially to the spectrum
shown in Figure 5.

Table 3: X-ray diffractometry of crystal forms A, B and C (as defined above)

Peak maximum [2 theta]

Crystal form A Crystal form B Crystal form C
5.6 6.2 9.1
5.9 6.4 9.1
7.4 10.3 9.7
7.6 10.5 12.0
7.9 11.1 12.6
8.4 11.3 14.8
8.7 11.4 15.7
9.0 12.0 16.2
9.2 12.1 16.3
9.3 12.4 17.8
11.1 12.6 18.0
11.6 12.9 18.2
11.8 13.6 18.5
13.2 14.0 19.0
13.4 14.4 19.5
13.9 14.6 19.9
14.5 14.7 20.1
14.8 15.0 20.9
15.3 15.1 21.1
15.5 15.4 21.7
15.7 16.0 22.1
16.1 16.2 22.6
16.7 17.0 23.5
17.0 17.2 23.8
17.3 18.2 24.1
18.1 18.4 24.3
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Peak maximum [2 theta]

Crystal form A Crystal form B Crystal form C
19.0 18.8 24.5
19.2 19.2 24.6
19.7 20.1 25.1
20.7 20.3 25.6
20.9 20.6 25.8
21.3 20.8 26.5
22.3 21.2 26.8
22.6 21.6 27.1
22.8 22.7 28.8
23.3 23.2 29.2
23.3 23.7 29.7
23.6 24.6 30.0
24.5 24.7 30.5
24.8 25.4 30.8
25.1 25.9 31.3
26.0 26.2 31.7
26.8 26.9 31.9
27.6 27.1 32.0
28.2 27.7 33.1
28.7 28.3 33.2
29.1 29.0 33.5
30.1 30.2 34.2
30.7 30.5 34.4
32.0 30.7 34.9
33.0 31.0 35.4
34.4 31.2 35.8
37.0 31.9 36.2
37.4 325 36.6

32.6 37.2
33.7 37.7
34.8
35.6
35.9
36.2
36.4
36.9
37.4

Table 4: Raman spectroscopy bands of crystal forms A, B and

C (as defined above)

Band maximum [cm™]

Crystal form A

Crystal form B

Crystal form C

3114
3.097
3.072

3338
3.100
3.061

3302
3.090
3.030
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Band maximum [cm™]

Crystal form A

Crystal form B

Crystal form C

3.032
2.941
2.890
2.878
2.842
2.798
1.700
1.691
1.653
1.639
1.604
1.537
1.513
1.449
1.404
1.382
1.320
1.267
1.250
1.218
1.196
1.160
1.150
1.120
1.101
1.053
1.004
990
936
926
896
760
744
697
684
642
598
555
534
500
446
424
362
310
294
263
215

3.035
3.018
2.959
2.915
2.865
2.810
1.686
1.654
1.628
1.604
1.587
1.526
1.478
1.451
1.421
1.393
1.372
1.304
1.262
1.244
1.216
1.206
1.175
1.142
1.112
1.092
1.064
1.048
1.031
1.022
1.002
983
938
925
910
904
882
864
823
812
786
763
735
713
694
688
649

3.016
2.999
2.943
2.919
2.870
2.839
2.812
1.693
1.628
1.617
1.607
1.593
1.576
1.533
1.517
1.480
1.449
1.415
1.404
1.384
1.372
1.303
1.261
1.243
1.215
1.207
1.168
1.148
1.137
1.111
1.092
1.074
1.048
1.031
1.015
1.002
984
940
924
908
895
883
837
826
788
761
739
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Band maximum [cm™]

Crystal form A Crystal form B Crystal form C
159 623 710
103 614 691
85 594 649

580 620
555 593
512 581
464 517
445 469
421 431
394 394
356 370
345 347
254 333
218 283
186 266
147 242
133 156
98 122
84 82

In a further aspect, the present invention relates to a composition comprising inventive crystal form B in a
total amount of at least 5% by weight, wherein this total amount is preferably at least 10, 15, 20, 25, 30,
35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95% by weight or more, based in each case on the total
weight of monosodium salt of foramsulfuron present in the composition.

Such a composition according to the invention is preferably characterized in that the composition
comprises inventive crystal form B in a total amount of at least 10% by weight, preferably 15% by weight
or more, based in each case on the total amount of monosodium salt of foramsulfuron present in the
composition.

A preferred composition according to the invention is thereby characterized in that

it is present in solid form at 25°C and 1013 mbar,

and/or

the content of monosodium salt of foramsulfuron is 80% by weight or more, preferably 85% by weight or
more, preferably 90% by weight or more, particularly preferably 95% by weight or more, based in each
case on the total weight of the composition.

A preferred composition according to the invention is characterized in that the composition comprises
inventive crystal form B in a total amount of at least 25% by weight, preferably 40% by weight or more,

based in each case on the total amount of monosodium salt of foramsulfuron present in the composition,

and
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the content of monosodium salt of foramsulfuron is 80% by weight or more, preferably 85% by weight or
more, based in each case on the total weight of the composition.

A particularly preferred composition according to the invention is characterized in that the composition
comprises inventive crystal form B in a total amount of at least 50% by weight, preferably 60% by weight
or more, based in each case on the total amount of monosodium salt of foramsulfuron present in the
composition,

and

the content of monosodium salt of foramsulfuron is 85% by weight or more, preferably 90% by weight or
more, based in each case on the total weight of the composition.

An especially preferred composition according to the invention is characterized in that the composition
comprises inventive crystal form B in a total amount of at least 70% by weight, preferably 80% by weight
or more, based in each case on the total amount of monosodium salt of foramsulfuron present in the
composition,

and

the content of monosodium salt of foramsulfuron is 85% by weight or more, preferably 90% by weight or
more, based in each case on the total weight of the composition.

An especially preferred composition according to the invention is characterized in that the composition
comprises inventive crystal form B in a total amount of at least 80% by weight, preferably 85% by weight
or more, based in each case on the total amount of monosodium salt of foramsulfuron present in the
composition,

and

the content of monosodium salt of foramsulfuron is 90% by weight or more, preferably 95% by weight or
more, based in each case on the total weight of the composition.

One of the most particularly preferred configurations is a composition according to the invention
characterized in that the composition comprises inventive crystal form B in a total amount of at least 90%
by weight, preferably 95% by weight or more, based in each case on the total amount of monosodium salt
of foramsulfuron present in the composition,

and

the content of monosodium salt of foramsulfuron is 90% by weight or more, preferably 95% by weight or
more, based in each case on the total weight of the composition.

In a further aspect, the present invention relates to the use of crystal form B according to the invention or a
composition according to the invention as defined above for preparing agrochemical formulations,
preferably for preparing herbicidally active agrochemical formulations.

In a further aspect, the present invention relates to the monomethanol solvate of the monosodium salt of

foramsulfuron in crystalline form (crystal form C), characterized in that the X-ray powder diffractogram
of this salt using Cu Ka radiation at 25°C has at least 3 of the following 2@ (2 theta) values:
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20 (2 theta) values in °
9.1
9.1
9.7
12.6
16.2
18.5
24.1
24.3
24.6

The X-ray diffractogram of inventive crystal form C using Cu Ka radiation at 25°C preferably has at least

4, preferably at least 6, preferably at least 8, more preferably all of the 20 (2 theta) values mentioned
above.

The X-ray powder diffractogram of inventive crystal form C using Cu Ko radiation at 25°C more

preferably additionally has at least two, four, six, eight, ten, twelve or more, preferably at least 15, 20, 23,

25,27, 30, 33, 35, 38, 40, 42, 44, 46, 48, 50 or more, preferably all of the following 20 (2 theta) values:

12.0
14.8
15.7
16.3
17.8
18.0
18.2
19.0
19.5
19.9
20.1
20.9
21.1
21.7
22.1
22.6
23.5
23.8
24.5
25.1
25.6
25.8
26.5
26.8
27.1
28.8
29.2
29.7
30.0
30.5
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30.8
31.3
31.7
31.9
32.0
33.1
33.2
335
34.2
344
34.9
35.4
35.8
36.2
36.6
37.2
37.7

Inventive crystal form C is preferably characterized in that the Raman spectrum thereof has at least the
following bands:

Band maximum [cm™]

3090
2943
2919
1593
1576
691
156
122

The Raman spectrum of crystal form C according to the invention preferably has at least ten of the bands
specified in Table 4, preferably 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65 or more, preferably all of the
bands specified in Table 4.

The Raman spectrum of inventive crystal form C preferably corresponds essentially to the spectrum
shown in Figure 6.

The present invention further relates to a composition comprising crystal form C in a total amount of at
least 5% by weight, wherein this total amount is preferably at least 10, 15, 20, 25, 30, 35, 40, 45, 50, 55,
60, 65, 70, 75, 80, 85, 90, 95% by weight or more, based in each case on the total amount of monosodium
salt of foramsulfuron present in the composition.

The present invention preferably relates to a composition comprising crystal form C (as defined above),
wherein

the composition is present in solid form at 25°C and 1013 mbar,

and/or
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the content of monosodium salt of foramsulfuron is 80% by weight or more, wherein the content of
monosodium salt of foramsulfuron is preferably 85% by weight or more, preferably 90% by weight or
more, particularly preferably 95% by weight or more, based in each case on the total weight of the
composition.

Inventive crystal form B can be prepared by the method described below.
The invention further relates to a method for preparing crystal form B comprising the steps of

(@) suspending a monosodium salt of foramsulfuron (preferably of crystal form A), of crystal form C, or a
mixture of these substances in a diluent or diluent mixture,

wherein the diluent or diluent mixture used in step (a) is selected from the group consisting of alcohols
having 3 to 6 carbon atoms, in this case preferably primary alcohols having 3 to 6 carbon atoms, and
ketones having 3 to 6 carbon atoms, and mixtures thereof, or comprises at least 20% by weight thereof,
preferably at least 30% by weight, more preferably at least 40% by weight, even more preferably at least
50% by weight thereof.

Crystal form B according to the invention can be obtained if the diluent or diluent mixture used in the
method described above comprises 20% by weight or more of alcohols having 3 to 6 carbon atoms and/or
ketones having 3 to 6 carbon atoms.

It is preferable if the diluent or diluent mixture used in the method described above comprises 60% by
weight or more of alcohols having 3 to 6 carbon atoms and/or ketones having 3 to 6 carbon atoms, since
readily filterable crystals are obtained in this manner, which is of considerable advantage in process
engineering terms.

The invention therefore relates particularly to a method for preparing crystal form B comprising the steps
of

(a) suspending a monosodium salt of foramsulfuron (preferably of crystal form A), of crystal form C, or a
mixture of these substances in a diluent or diluent mixture,

wherein the diluent or diluent mixture used in step (a) is selected from the group consisting of alcohols
having 3 to 6 carbon atoms, in this case preferably primary alcohols having 3 to 6 carbon atoms, and
ketones having 3 to 6 carbon atoms, and mixtures thereof, or comprises at least 60% by weight thereof.

The invention further relates to a method for preparing crystal form B comprising the steps of
(@  suspending foramsulfuron in a diluent or diluent mixture,

(b) reacting foramsulfuron with a base containing sodium, preferably an organic base, in this case
preferably sodium methoxide and/or sodium ethoxide,

wherein the diluent or diluent mixture used in step (a) is selected from the group consisting of alcohols
having 3 to 6 carbon atoms, in this case preferably primary alcohols having 3 to 6 carbon atoms, and
ketones having 3 to 6 carbon atoms, and mixtures thereof, or comprises at least 20% by weight thereof,
preferably at least 30% by weight, more preferably at least 40% by weight, even more preferably at least
50% by weight thereof.
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The invention relates particularly to a method for preparing crystal form B comprising the steps of
(@  suspending foramsulfuron in a diluent or diluent mixture,

(b) reacting foramsulfuron with an organic base containing sodium, preferably sodium methoxide
and/or sodium ethoxide,

wherein the diluent or diluent mixture used in step (a) is selected from the group consisting of alcohols
having 3 to 6 carbon atoms, in this case preferably primary alcohols having 3 to 6 carbon atoms, and
ketones having 3 to 6 carbon atoms, and mixtures thereof, or comprises at least 60% by weight thereof.

In this case, sodium methoxide in methanol and/or sodium ethoxide in ethanol is preferably used as
organic base containing sodium in step (b).

The methods according to the invention for preparing crystal form B are preferably conducted in a manner
such that the diluent or diluent mixture used in step (a) is selected from the group consisting of alcohols
having 3 to 6 carbon atoms, in this case preferably primary alcohols having 3 to 6 carbon atoms, and
ketones having 3 to 6 carbon atoms, and mixtures thereof, or comprises at least 60% by weight thereof,
preferably 70% by weight or more, preferably 80% by weight or more, more preferably 90% by weight or
more, particularly preferably 95% by weight or more thereof.

The methods according to the invention for preparing crystal form B are preferably conducted in a manner
such that the diluent or diluent mixture used in step (a) is selected from the group consisting of 1-butanol,
acetone, methyl isobutyl ketone, and mixtures thereof, or comprises 60% by weight or more thereof
(preferably 70% by weight or more, preferably 80% by weight or more, more preferably 90% by weight or
more, particularly preferably 95% by weight or more thereof).

The methods according to the invention for preparing crystal form B are carried out preferably at
temperatures of at least 0°C. The methods according to the invention for preparing crystal form B are
preferably carried out at temperatures in the range of 0 to 150°C, preferably at temperatures in the range of
25 to 130°C.

The methods according to the invention for preparing crystal form B are preferably carried out at
temperatures of at least 25°C, preferably of at least 30°C, preferably of at least 40°C. The methods
according to the invention for preparing crystal form B are preferably carried out at temperatures in the
range of 40 to 150°C, preferably at temperatures in the range of 45 to 130°C, particularly preferably in the
range of 50 to 120°C.

In particularly preferred methods according to the invention for preparing crystal form B, acetone is used
as a diluent or the diluent in step (a). In this case, the methods according to the invention for the
preparation are preferably carried out at temperatures in the range of 0 to 65°C, preferably in the range of
25 to 56°C.

In further particularly preferred methods according to the invention for preparing crystal form B, acetone
is used as a diluent or the diluent in step (a). In this case, the methods according to the invention for the
preparation are preferably carried out at temperatures in the range of 40 to 65°C, preferably in the range of
45 to 56°C, particularly preferably in the range of 50 to 56°C.

The methods according to the invention for preparing crystal form B are preferably carried out in a
manner such that the ratio by weight of the total amount of foramsulfuron, crystal form A and crystal form
C, to the total amount of diluent or diluent mixture used in step (a) is less than 2:1. The ratio by weight of
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the total amount of foramsulfuron, monosodium salts of foramsulfuron (preferably crystal form A) and of
crystal form C, to the total amount of diluent or diluent mixture used in step (a) is preferably in the range
of 3: 1to 1: 20, preferably in the range of 2: 1 to 1: 15, more preferably in the range of 1: 1 to 1: 10. In
many cases, this ratio by weight is preferably in the range of 2: 3 to 1: 8, and particularly in the range of 1:
2to1:5.

The method according to the invention for preparing inventive crystal form B preferably comprises further
steps, preferably a cooling of the resulting mixture containing crystal form B. In this case, the cooling
preferably takes place over a period of at least 15 minutes, preferably of at least 30 minutes.

Here, the cooling more preferably takes place over a period of at least 60 minutes, even more preferably of
at least 120 minutes, and particularly preferably of at least 180 minutes.

The method according to the invention for preparing inventive crystal form B preferably comprises further
steps, preferably

filtration of the resulting mixture containing crystal form B, and/or
isolation of crystal form B, and/or
drying of crystal form B.

In the context of the method according to the invention for preparing inventive crystal form B, it is
preferred if the starting material used, preferably crystal form A and/or crystal form C, is at most sparingly
dissolved in the diluent, and in particular — in contrast to recrystallization processes — is not completely
dissolved, but rather a solid—solid conversion of the starting material into crystal form B takes place, i.e. a
conversion of solid substances.

Further described is a mixture comprising

(i) monosodium salt of foramsulfuron and/or a solvate thereof, preferably comprising crystal form A,
crystal form B, crystal form C, or a mixture comprising two or all of these crystal forms, and

(ii) a diluent or diluent mixture selected from the group consisting of alcohols having 3 to 6 carbon atoms,
in this case preferably primary alcohols having 3 to 6 carbon atoms, and ketones having 3 to 6 carbon
atoms, and mixtures thereof, or comprises at least 20% by weight thereof, preferably at least 30% by
weight, more preferably at least 40% by weight, even more preferably at least 50% by weight thereof.

Described is in particular a mixture comprising

(1) monosodium salt of foramsulfuron and/or a solvate thereof, preferably comprising crystal form A,
crystal form B, crystal form C, or a mixture comprising two or all of these crystal forms, and

(ii) a diluent or diluent mixture selected from the group consisting of alcohols having 3 to 6 carbon atoms,
in this case preferably primary alcohols having 3 to 6 carbon atoms, and ketones having 3 to 6 carbon
atoms, and mixtures thereof, or comprises at least 60% by weight thereof, and preferably 70% by weight
or more, preferably 80% by weight or more, more preferably 90% by weight or more, particularly
preferably 95% by weight or more thereof.

The diluent or diluent mixture is preferably such a mixture according to the invention selected from the
group consisting of 1-butanol, acetone, methyl isobutyl ketone, and mixtures thereof, or it comprises at
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least 60% by weight thereof (preferably 70% by weight or more, preferably 80% by weight or more, more
preferably 90% by weight or more, particularly preferably 95% by weight or more thereof).

The ratio by weight of the total amount of constituent (a), monosodium salt of foramsulfuron, to the total
amount of constituent (b), diluent or diluent mixture in a mixture according to the invention, preferably
corresponds to the weight ratios specified above (as preferred), based in each case on the total weight of
the mixture which are stated in connection with the preparation method of inventive crystal form B.

Inventive crystal form B can be employed as such or in the form of agrochemical formulations
(formulations) with other pesticidally active ingredients, such as, for example, insecticides, acaricides,
nematicides, herbicides, fungicides, safeners, fertilizers and/or growth regulators, for example as finished
formulation or as tank mixes. The combination formulations can be prepared on the basis of the
formulations mentioned hereinafter, while taking account of the physical properties and stabilities of the
active ingredients to be combined. Inventive crystal form B can be formulated in various ways, in which
in general customary formulation auxiliaries in the pesticide field are used and/or other (agrochemical)
active ingredients.

The invention therefore relates in a further aspect to an agrochemical formulation comprising
@ a herbicidally effective amount of crystal form B,

and one or more further constituents selected from the group consisting of the following constituents (b-i),
(b-ii) and (b-iii):

(b-i)  formulation auxiliaries customary in the pesticide field,
(b-ii) further agrochemical active ingredients,

and

(b-iii) crystal form C.

A formulation according to the invention preferably comprises one or more safeners (here preferably
isoxadifen, isoxadifen-ethyl and/or cyprosulfamide) as constituent (b-ii) and/or one or more further
herbicidal active ingredients.

The further herbicidal active ingredients are preferably selected from the herbicidal active ingredients
mentioned in "The Pesticide Manual”, 16th edition, The British Crop Protection Council and the Royal
Society of Chemistry, 2012. In this case, the preferred herbicidal active ingredients are the herbicidal
active ingredients mentioned in EP 0 790 771 Al or EP 1 104 239 Al, particularly other ALS inhibitors
(acetolactate synthase inhibitors), in turn preferably thiencarbazone-methyl and salts thereof and/or other
sulphonylurea herbicides, in turn preferably amidosulfuron, mesosulfuron, mesosulfuron-methyl,
iodosulfuron, iodosulfuron-methyl, and respective salts thereof such as iodosulfuron-sodium or
iodosulfuron-methyl-sodium (the particular advantages with respect to the (stability) improvement in
combination with other sulphonylurea herbicides has already been stated earlier).

In addition, the agrochemical formulations (formulations) mentioned optionally comprise the respective
customary stickers, wetters, dispersants, emulsifiers, penetrants, preservatives, antifreeze agents and
solvents, fillers, carriers and dyes, defoamers, evaporation inhibitors and agents which influence the pH
and the viscosity. Examples of formulation auxiliaries are described, inter alia, in "Chemistry and
Technology of Agrochemical Formulations”, ed. D. A. Knowles, Kluwer Academic Publishers (1998).
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Potential useful formulations for inventive agrochemical formulations comprising crystal form B
according to the invention include: wettable powders (WP), water-soluble powders (SP), water-soluble
concentrates, emulsifiable concentrates (EC), emulsions (EW) such as oil-in-water and water-in-oil
emulsions, sprayable solutions, suspension concentrates (SC), oil- or water-based dispersions, oil-miscible
solutions, capsule suspensions (CS), dusting products (DP), seed-dressing products, granules for scattering
and soil application, granules (GR) in the form of microgranules, spray granules, coated granules and
adsorption granules, water-dispersible granules (WG), water-soluble granules (SG), ULV formulations,
microcapsules and waxes.

It has also been found that is advantageous, in particular agrochemical formulations according to the
invention such as some oil dispersions (OD), to use a mixture of inventive crystal form B and inventive
crystal form C. Such agrochemical formulations according to the invention are in this case based
preferably on formulations such as are described in US 2002/0016263 Al or US 2005/0032647 Al.

Such agrochemical formulations comprising a mixture of inventive crystal form B and inventive crystal
form C showed, with respect to otherwise identical formulations which contained only crystal form B,
further improved properties, for example, a further improved storage stability, particularly in this case
with respect to flowability and viscosity of the formulation.

In such agrochemical formulations according to the invention, the ratio by weight of the total amount of
crystal form B to the total amount of crystal form C is preferably in the range of 20: 1 to 1: 10, preferably
in the range of 10: 1 to 1: 5, more preferably in the range of 10: 1 to 1: 3 and particularly preferably in the
range from 5: 1 to 1: 1, based in each case on the total weight of the agrochemical formulation according
to the invention.

These individual formulation types are known in principle and are described, for example, in: Winnacker-
Kichler, "Chemische Technologie™ [Chemical Technology],

volume 7, C. Hanser Verlag Munich, 4th ed. 1986; Wade van Valkenburg, "Pesticide Formulations",
Marcel Dekker, N.Y., 1973; K. Martens, "Spray Drying" Handbook, 3rd ed. 1979, G. Goodwin Ltd.
London.

The formulation auxiliaries required, such as inert materials, surfactants, solvents and further additives,
are likewise known and are described, for example, in: Watkins, "Handbook of Insecticide Dust Diluents
and Carriers", 2nd ed., Darland Books, Caldwell N.J.; H.v. Olphen, "Introduction to Clay Colloid
Chemistry", 2nd ed., J. Wiley & Sons, N.Y.; C. Marsden, "Solvents Guide", 2nd ed., Interscience, N.Y.
1963; McCutcheon's "Detergents and Emulsifiers Annual™, MC Publ. Corp., Ridgewood N.J.; Sisley and
Wood, "Encyclopedia of Surface Active Agents", Chem. Publ. Co. Inc., N.Y. 1964; Schonfeldt,
"Grenzflachenaktive Athylenoxidaddukte" [Interface-active Ethylene Oxide Adducts], Wiss.
Verlagsgesellschaft, Stuttgart 1976; Winnacker-Kichler, "Chemische Technologie” [Chemical
Technology], volume 7, C. Hanser Verlag Munich, 4th ed. 1986.

Wettable powders are preparations which can be dispersed uniformly in water and, in addition to the
active ingredient, apart from a diluent or inert substance, also comprise surfactants of the ionic and/or
nonionic type (wetting agents, dispersants), for example polyoxyethylated alkylphenols, polyoxyethylated
fatty alcohols, polyoxyethylated fatty amines, fatty alcohol polyglycol ether sulphates, alkanesulphonates,
alkylbenzenesulphonates, sodium lignosulphonate, sodium 2,2'-dinaphthylmethane-6,6'-disulphonate,
sodium dibutylnaphthalenesulphonate or else sodium oleoylmethyltaurate. To produce the wettable
powders, the herbicidally active ingredients are finely ground, for example in customary apparatus such as
hammer mills, blower mills and air-jet mills, and simultaneously or subsequently mixed with the
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formulation auxiliaries.

Emulsifiable concentrates are produced by dissolving the active ingredient in an organic solvent, for
example butanol, cyclohexanone, dimethylformamide, xylene, or else relatively high-boiling aromatics or
hydrocarbons or mixtures of the organic solvents, with addition of one or more ionic and/or nonionic
surfactants (emulsifiers). Examples of emulsifiers which may be used are: calcium alkylarylsulphonates
such as calcium dodecylbenzenesulphonate, or nonionic emulsifiers such as fatty acid polyglycol esters,
alkylaryl polyglycol ethers, fatty alcohol polyglycol ethers, propylene oxide-ethylene oxide condensation
products, alkyl polyethers, sorbitan esters, for example sorbitan fatty acid esters, or polyoxyethylene
sorbitan esters, for example polyoxyethylene sorbitan fatty acid esters.

Dustable powders are obtained by grinding the active ingredient with finely distributed solid substances,
for example talc, natural clays such as kaolin, bentonite and pyrophyllite, or diatomaceous earth.

Suspension concentrates may be water- or oil-based. They may be prepared, for example, by wet-grinding
by means of commercial bead mills and optional addition of surfactants as have, for example, already been
listed above for the other formulation types.

Emulsions, for example oil-in-water emulsions (EW), can be produced, for example, by means of stirrers,
colloid mills and/or static mixers using aqueous organic solvents and optionally surfactants as already
listed above, for example, for the other formulation types.

Granules can be prepared either by spraying the active ingredient onto adsorptive granular inert material
or by applying active ingredient concentrates to the surface of carriers, such as sand, kaolinites or granular
inert material, by means of adhesives, for example polyvinyl alcohol, sodium polyacrylate or else mineral
oils. Suitable active ingredients can also be granulated in the manner customary for the production of
fertilizer granules - if desired as a mixture with fertilizers.

Water-dispersible granules are produced generally by the customary processes such as spray-drying,
fluidized bed granulation, pan granulation, mixing with high-speed mixers and extrusion without solid
inert material.

For the production of pan granules, fluidized bed granules, extruder granules and spray granules, see, for
example, processes in "Spray-Drying Handbook" 3rd ed. 1979, G. Goodwin Ltd., London; J.E. Browning,
"Agglomeration”, Chemical and Engineering 1967, pages 147 ff.; "Perry's Chemical Engineer's
Handbook", 5th ed., McGraw-Hill, New York 1973, pp. 8-57.

Preferred agrochemical formulations according to the invention are those in which the inventive crystal
form B is present in solid form. These are, for example, granules, encapsulated granules, tablets, water-
dispersible granules, water-dispersible tablets, water-dispersible powders, dust formulations, formulations
in which the active ingredient is present in dispersed form, such as, for example: suspension concentrates
(SC), oil-based suspension concentrates, suspo-emulsions or suspension concentrates.

Particularly preferred agrochemical formulations according to the invention comprising inventive crystal
form B are those in which the agrochemical formulation is present in a form selected from the group
consisting of wettable powders (WP), water-soluble powders (SP), suspension concentrates (SC), oil
dispersions (OD), capsule suspensions (CS), dusting products (DP), granules for scattering and soil
application, granules (GR) in the form of microgranules, spray granules, coated granules and adsorption
granules, water-dispersible granules (WG), water-soluble granules (SG), ULV formulations,
microcapsules and waxes.
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For further details regarding the formulation of crop protection compositions, see, for example, G.C.
Klingman, "Weed Control as a Science", John Wiley and Sons, Inc., New York, 1961, pages 81-96 and
J.D. Freyer, S.A. Evans, "Weed Control Handbook", 5th ed., Blackwell Scientific Publications, Oxford,
1968, pages 101-103.

The agrochemical formulations according to the invention generally comprise 0.1 to 99% by weight,
particularly 0.1 to 95% by weight of inventive crystal form B, based on the total weight of the
agrochemical formulation, wherein the total amount of inventive crystal form B may be varied depending
on the formulations.

In wettable powders, the total amount of inventive crystal form B is typically 10 to 90% by weight, the
remainder to 100% by weight consisting of customary formulation constituents.

In emulsifiable concentrates, the total amount of inventive crystal form B may be about 1 to 90% and
preferably 5 to 80% by weight. Formulations in the form of dusts generally comprise a total amount of
inventive crystal form B of 1 to 30% by weight, preferably 5 to 20% by weight. In water-dispersible
granules, the total amount of inventive crystal form B is for example in the range of 1 and 95% by weight,
in the range of 10 and 80% by weight, based on the total weight of the agrochemical formulation.

The present invention therefore also provides a method for controlling harmful plants and/or for regulating
the growth of plants, characterized in that an effective amount

- of crystal form B,

- a composition comprising crystal form B, as defined above,

or

- an agrochemical formulation according to the invention, as defined above,

is applied to the plants, seeds of plants, the soil in which or on which the plants grow or the area under
cultivation.

It has also been found that crystal form B according to the invention, mixtures according to the invention,
compositions according to the invention and formulations according to the invention, defined in each case
in the context of the present invention, are suitable for controlling harmful plants or for regulating the
growth of plants. Controlling of harmful plants or regulating the growth of plants is effected
advantageously in particular crop plants. In this case, preferred crop plants are in particular oilseed rape,
soya bean, cotton, sugar beet and true grasses, in particular here corn, barley, wheat, rye, oats, triticale,
millet, rice, wherein corn is particularly preferred. In a preferred configuration, the crop plants,
particularly the crop plants specified as preferred, are transgenic plants.

In addition, application to turf areas, for example golf courses, is also possible.

Examples:

The invention is elucidated by the examples which follow. Unless stated otherwise, all data refer to the
weight.

The symbol ">" means "greater than™ and the symbol "< means "less than".
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Example 1: Preparation of crystal form A

1000 g of N-[(4,6-dimethoxypyridin-2-yl)aminocarbonyl]-2-dimethylaminocarbonyl-5-formylamino-
benzenesulphonamide were initially charged in 4750 g of cold 5°C MeOH (6000 mL).

To this were added 32 g of seed crystals of crystal form A (according to EP 0 757 679 A1) and the mixture
cooled to 0°C over 20 minutes. After reaching a temperature of 0°C, 418 g (440 mL) of 30% sodium
methoxide solution were metered in 2 hours, such that an internal temperature of 5°C was not exceeded.

The resulting very pasty mixture was then divided between two coolable 4 L frits and filtered under
suction. After about 2 hours, the filtration was complete and each frit was washed with 500 mL.

In total, 2220 g of moist product were obtained, which were then dried at 65°C at a pressure < 100 mbar.
The drying takes 44 h in total. The drying is terminated at a residual methanol content of 1.5% by weight.
1012 g of a 97% strength product were obtained.

Example 2: Variation of temperature in the preparation of crystal form A in methanol.

In separate containers, 20 g of N-[(4,6-dimethoxypyridin-2-yl)aminocarbonyl]-2-dimethylaminocarbonyl-
5-formylaminobenzenesulphonamide were each initially charged in 100 g MeOH.

In each case, 1 g of seed crystals of crystal form A was added and one equivalent of NaOMe as a 30%
methanolic solution was added at the temperature stated in each case over a period of 2 hours. The post
reaction time was 3 hours in each case.

To isolate the respective product, the respective mixture was heated or cooled to 20°C and then filtered.
After drying at 65°C at a pressure < 100 mbar, the residual content of methanol in each product was
determined.

Experiment | Tin°C | Filtration time in | MeOH content in % by
No. S weight
1 0 150 0.53
2 15 50 1.49
3 35 4 2.83
4 50 5 5.19

Example 3: Storage of the methanol-moist crystal form A and conversion thereof into crystal form
C

In separate containers, 5 g each of crystal form A were each stirred with 20 g of MeOH and subsequently
filtered off.

At 20°C, 30°C and 35°C, the moistened products were stored for one week and a sample taken daily.
These samples were dried at 65°C and 100 mbar and the respective methanol content subsequently
determined.

Already after 2 days (35°C), 3 days (30°C) and 7 days (20°C), crystal form A had converted practically
completely into crystal form C (MeOH content about 6.4% by weight).
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Example 4: Preparation of crystal form B from crystal form A

1000 g of N-[(4,6-dimethoxypyridin-2-yl)aminocarbonyl]-2-dimethylaminocarbonyl-5-formylamino-
benzenesulphonamide Na salt (crystal form A) were suspended in 3000 g of acetone and heated under
reflux for 2 hours. After cooling to 20°C, the suspension was filtered. The filtration took 60 minutes.

The moist product thus obtained was then dried overnight at 70°C and a pressure < 100 mbar. 9230 g of a
98.6% strength product were obtained. The MeOH content in this product was < 0.1% by weight, and the
acetone content < 0.05% by weight.

Example 5: Preparation of crystal form B from crystal form C

100 g of N-[(4,6-dimethoxypyridin-2-yl)aminocarbonyl]-2-dimethylaminocarbonyl-5-formylamino-
benzenesulphonamide Na salt (crystal form C; MeOH content about 6.4%) were suspended in 300 g of
acetone and heated under reflux for 2 hours. After cooling to 20°C, the suspension was filtered. The
filtration took a few seconds.

The moist product was dried overnight at 70°C and a pressure < 100 mbar.

92 g of a 99.2% strength product were obtained. The methanol content in this product was below the
detection limit, and the acetone content was 0.026% by weight.

Example 6: Preparation of crystal form B from foramsulfuron and sodium methoxide

100 g of N-[(4,6-dimethoxypyridin-2-yl)aminocarbonyl]-2-dimethylaminocarbonyl-5-formyl-
aminobenzenesulphonamide were suspended in 300 g of acetone and treated with one equivalent of
NaOMe as a 30% methanolic solution (40.21 g) at 40°C over 1 hour. Subsequently, the resulting mixture
was heated under reflux for 2 hours. After cooling to 20°C, the suspension was filtered. The filtration took
ca. 30 seconds.

The moist product was dried overnight at 70°C and a pressure < 100 mbar.

104 g of a 98.4% strength product were obtained. The methanol content in the product obtained was
0.006% by weight and the acetone content was 0.048% by weight.

Example 7: Preparation of crystal form B from foramsulfuron and sodium ethoxide

100 g of N-[(4,6-dimethoxypyridin-2-yl)aminocarbonyl]-2-dimethylaminocarbonyl-5-formylamino-
benzenesulphonamide were suspended in 400 g of acetone and treated with one equivalent of NaOEt as a
21% ethanolic solution (73.1 g) under reflux over 1 hour. The mixture was subsequently heated further
under reflux for 2 hours. After cooling to 20°C, the suspension was filtered. The filtration took ca. 60
seconds.

The moist product was dried overnight at 70°C and a pressure < 100 mbar.

102 g of a 98.6% strength product were obtained. The ethanol content in the product obtained was
0.0105% by weight and the acetone content was 0.024% by weight.

Example 8: Stability test of crystal form B in methanol
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10 g of crystal form B (MeOH content < 0.01%) were suspended in 100 g of methanol and stirred for 7
days at 30°C. The product was filtered and then dried overnight at 70°C and a pressure < 100 mbar.

9.1 g of a 99.4% strength product were obtained. The methanol content in the product obtained was
0.004% by weight and the acetone content was 0.0003% by weight.

Example 9: Investigation of the chemical storage stability of crystal forms A and B

Crystal forms A and B were each incorporated separately in an otherwise identical formulation in the form
of oil dispersions (OD) and stored under the same conditions.

The oil dispersions were stored under the following storage conditions and were analysed with respect to
the chemical degradation of crystal form A or B:

Storage for two weeks at 40°C (specified below as 2W 40°C)

Storage for four weeks at 40°C (specified below as 4W 40°C)

Storage for two weeks at 54°C (specified below as 2W 54°C)

In this manner, storage over a longer time period at a correspondingly lower temperature is also simulated.
The crystal forms were incorporated in three different formulations in the form of oil dispersions (OD),
where these formulations, in addition to the agrochemical active ingredients specified below, comprised
customary formulation constituents such as emulsifiers, thickeners and diluents, and also in some cases
pH regulators and/or defoamers.

In addition to 3.05% by weight of crystal form A or B, formulation OD1 comprised as further active
ingredients 0.1% by weight iodosulfuron-methyl-sodium (a sulphonylurea herbicide) and 2.91% by weight

isoxadifen-ethyl (a safener).

In addition to 3.21% by weight of crystal form A or B, formulation OD2 comprised as further active
ingredients 1.02% by weight thiencarbazone-methyl and 1.53% by weight cyprosulfamide (a safener).

In addition to 3.21% by weight of crystal form A or B, formulation OD3 comprised as further active
ingredients 0.11% by weight iodosulfuron-methyl-sodium (a sulphonylurea herbicide), 1.02% by weight
thiencarbazone-methyl and 1.53% by weight cyprosulfamide (a safener).

Table 9-1: Chemical stability of crystal forms A and B in formulation OD 1

Crystal form Degradation in %
4W 40°C 2W 54°C

Crystal form A 3.4 7.7

Crystal form B 1.5 3.4

Table 9-2: Chemical stability of crystal forms A and B in formulation OD 2

Crystal form Degradation in %
2W 40°C 2W 54°C

Crystal form A 1.8 8.6

Crystal form B 0.6 1.8
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Table 9-3: Chemical stability of crystal forms A and B in formulation OD 3

Crystal form Degradation in %
Hardness 2W 54°C
(40°C)
Crystal form A 2.1 4.8
Crystal form B 0.3 14

Example 10: Preparation of crystal form B from foramsulfuron and sodium methoxide

100 g of N-[(4,6-dimethoxypyridin-2-yl)aminocarbonyl]-2-dimethylaminocarbonyl-5-formylamino-
benzenesulphonamide were suspended in 300 g of an acetone/methanol mixture (80:20 parts by weight)
and treated with one equivalent of NaOMe as a 30% methanolic solution at 30°C over 2 hours.
Subsequently, the mixture was stirred at 30°C for another 2 hours. After cooling to 20°C, the suspension
was filtered. The filtration took 50 seconds.

The moist product was dried overnight at 70°C and a pressure < 100 mbar.

102 g of a 98.6% strength product were obtained. The methanol content in the product obtained was
0.03% by weight and the acetone content was 0.014% by weight.

Example 11: Preparation of crystal form B from foramsulfuron and sodium methoxide

100 g of N-[(4,6-dimethoxypyridin-2-yl)aminocarbonyl]-2-dimethylaminocarbonyl-5-formylamino-
benzenesulphonamide were suspended in a mixture of 150 g of acetone and 100 g of methanol and heated
to 30°C. To this were added at the same time 38.6 g of NaOMe as a 30% methanolic solution over two
hours. Stirring was continued at 30°C for one hour. The temperature was then increased to 40°C, and after
1 hour at this temperature a further hour at 45°C.

After cooling to 20°C, the suspension was filtered and the filter cake was washed with 100 g of acetone.
The moist product was dried overnight at 70°C and a pressure < 100 mbar.

The methanol content in the product obtained was 0.10% by weight and the acetone content was 0.13% by
weight.

Example 12: Sorption/desorption curve of crystal form B

Sorption and desorption curves of crystal form B were measured isothermically at 25°C.

The sorption curve gives the water uptake at increasing relative humidity and the desorption curve gives
the drying behaviour on moisture reduction.

Relative humidity Sorption (% by Desorption (% by
weight) weight)
10.0% 0.100 0.846
20.0% 0.201 1.227
30.0% 0.313 1.495
40.0% 0.444 1.760
50.0% 0.566 2.086
60.0% 0.684 2.269
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70.0% 0.864 2.485
80.0% 1.085 3.016
90.0% 2.335 5.151

The result of the investigation shows that crystal form B is not hygroscopic.

Example 13: Investigation of the hygroscopy of crystal forms A, B and C

100 mg each of crystal forms A, B and C were separately filled into small glass vials with snap-on caps.
These three glass vials with snap-on caps were placed unsealed in a glass beaker of which the bottom was
covered with a small amount of water. The glass beaker was then sealed with a reversible sealing film and

stored for one week at 25°C. After this storage period, the water content of the respective sample was
determined by Karl Fischer titration. The water content of the sample of crystal form B was 0.4% by
weight, and the water content of the samples of crystal forms A and C was 15.7 and 21.3% by weight.

The samples of crystal forms A and C were hygroscopic and after storage were very ductile and sticky
while the sample of crystal form B was still crystalline and powdery.
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Lars, Johan, Andreas (AstraZeneca, SE-431 83 MdélIndal)

(74) Krenar LOLOCI

Rr. Ibrahim Rugova, P.1/1, Kati |1, Tirané, Shqipéri (Albania)

(57)
1. Njé pérbérje e formulés (1V):
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ose njé kripé farmaceutikisht e pranueshme e saj, ku:
X! éshté CH ose CCHj;
R? éshté -H ose -F;
R* éshté -H ose -CHg; dhe
R® éshté -H ose CHa.

2. Njé pérbérje, ose njé kripé farmaceutikisht e pranueshme e saj, sipas pretendimit 1, ku X* éshté CH.

3. Njé pérbérje, ose njé kripé farmaceutikisht e pranueshme e saj, sipas pretendimit 1, ku R? éshté H.

4. Njé pérbérje, ose njé kripé farmaceutikisht e pranueshme e saj, sipas pretendimit 1, ku R* éshté -CHa.

5. Njé pérbérje, ose njé kripé farmaceutikisht e pranueshme e saj, sipas pretendimit 1, ku R® éshté H.

6. Njé pérbérje, ose njé kripé farmaceutikisht e pranueshme e saj, sipas pretendimit 1 ku pérbérja éshté

zgjedhur nga:
(1R,2R)-2-[4-(3-Metil-1H-pirazol-5-il)benzoil]-N-(4-okso-4,5,6,7-tetrahidropirazolo[ 1,5-a] pirazin-
3-il)ciklohekzanekarboksamide;
(1R,2R)-N-(5-Metil-4-okso-4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)-2-[4-(5-metil-1H-pirazol-
3-il)benzoil]ciklohekzanekarboksamide;
(1R,2R)-N-(5-Metil-4-okso-4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)-2-[4-(1H-pirazol-3-
il)benzoil]ciklohekzanekarboksamide;
(1R,2R)-N-(4-Okso0-4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)-2-[4-(1H-pirazol-5-
il)benzoil]ciklohekzanekarboksamide;
(1R,2R)-N-(2-Metil-4-okso-4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)-2-[4-(5-metil-1H-pirazol-
3-il)benzoil]ciklohekzanekarboksamide; dhe
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(1R,2R)-N-(2-Metil-4-o0kso-4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)-2-[4-(1H-pirazol-5-

il)benzoil]ciklohekzanekarboksamide.

7. Njé pérbérje sipas pretendimit 1, e cila éshté (1R,2R)-2-[4-(3-Metil-1H-pirazol-5-il)benzoil]-N-(4-okso-
4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)ciklohekzanekarboksamide; ose njé kripé farmaceutikisht e

pranueshme e saj.

8. Njé pérbérje sipas pretendimit 1, e cila éshté (1R,2R)-2-[4-(3-Metil-1H-pirazol-5-il)benzoil]-N-(4-okso-
4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)ciklohekzanekarboksamide.

9. Njé kompozim farmaceutik gé perfshin njé pérbérje sipas ndonjé prej pretendimeve 1 deri né 8, ose njé
kripé farmaceutikisht e pranueshme e saj, dhe té paktén njé eksipient, tretés ose mbartés farmaceutikisht té

pranueshém.

10. Njé pérbérje sipas ¢do njérit prej pretendimeve 1 deri né 8, ose njé kripé farmaceutikisht e pranueshme

e saj, pér pérdorim si njé medikament.

11. Pérbérja pér pérdorim sipas pretendimit 10, ku pérdorimi éshté pér trajtimin ose mjekimin parandalues
té njé sémundje zgjedhur nga sémundje kardiovaskulare, sémundje kronike e veshkés, diabeti i tipit 11
melitus dhe komplikimet e diabetit té tipit 1l melitus, sémundje inflamatore respiratore dhe komplikimet e
lidhura me té, sémundjet vaskulare dhe inflamatore renale dhe komplikimet e lidhura me sémundjen

renale, sémundjen e mélgisé sé dhjamosur jo-alkoolike (NAFLD) dhe steatohepatiti jo-alkoolik (NASH).

12. Pérbérja pér pérdorim sipas pretendimit 10 ose pretendimit 11 ku pérdorimi éshté pér trajtimin e

sémundjes kardiovaskulare.

(11) 8833

(97) EP3292105/02/10/2019

(96) 16720116.9 / 02/05/2016

(22) 02/12/2019

(21) AL/P/2019/838

(54) DERIVATIVET PIRAZOLE TE PERDORUR SI FRENUESIT E PROTEINES
AKTIVIZUESE-LIPOKSIGENAZE (FLAP)

23/01/2020

(30) 201562156424 P 04/05/2015 US

(71) AstraZeneca AB
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, 151 85 Sodertélje, SE

(72) BRODDEFALK, Johan, Olof (AstraZeneca, SE-431 83 MélIndal); EMTENAS, Hans, Fredrik
(AstraZeneca, SE-431 83 Molndal); GRANBERG, Kenneth, Lars (AstraZeneca, SE-431 83 MdlIndal);
LEMURELL, Malin, Anita (AstraZeneca, SE-431 83 MdlIndal); PETTERSEN, Daniel, Tor (AstraZeneca,
SE-431 83 MdlIndal); PLOWRIGHT, Alleyn, Thomas (AstraZeneca, SE-431 83 Mdlndal) ;ULANDER,
Lars, Johan, Andreas (AstraZeneca, SE-431 83 Mdlndal)

(74) Krenar LOLOCI

Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)

(57)

1. Njé pérbérje e formulés (1V):

ose njé kripé farmaceutikisht e pranueshme e saj, ku:
X! éshté CH ose CCHj;
R? éshté -H ose -F;
R* éshté -H ose -CHg; dhe
R8 &shté -H ose CHa.

2. Njé pérbérje, ose njé kripé farmaceutikisht e pranueshme e saj, sipas pretendimit 1, ku X* éshté CH.

3. Njé pérbérje, ose njé kripé farmaceutikisht e pranueshme e saj, sipas pretendimit 1, ku R? éshté H.

4. Njé pérbérje, ose njé kripé farmaceutikisht e pranueshme e saj, sipas pretendimit 1, ku R* éshté -CHa.

5. Njé pérbérje, ose njé kripé farmaceutikisht e pranueshme e saj, sipas pretendimit 1, ku R® éshté H.

6. Njé pérbérje, ose njé kripé farmaceutikisht e pranueshme e saj, sipas pretendimit 1 ku pérbérja éshté

zgjedhur nga:
(1R,2R)-2-[4-(3-Metil-1H-pirazol-5-il)benzoil]-N-(4-okso-4,5,6,7-tetrahidropirazolo[ 1,5-a] pirazin-

3-il)ciklohekzanekarboksamide;
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(1R,2R)-N-(5-Metil-4-o0kso-4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)-2-[4-(5-metil-1H-pirazol-
3-il)benzoil]ciklohekzanekarboksamide;
(1R,2R)-N-(5-Metil-4-okso-4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)-2-[4-(1H-pirazol-3-
il)benzoil]ciklohekzanekarboksamide;
(1R,2R)-N-(4-Okso-4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)-2-[4-(1H-pirazol-5-
il)benzoil]ciklohekzanekarboksamide;
(1R,2R)-N-(2-Metil-4-okso-4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)-2-[4-(5-metil-1H-pirazol-
3-il)benzoil]ciklohekzanekarboksamide; dhe
(1R,2R)-N-(2-Metil-4-okso-4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)-2-[4-(1H-pirazol-5-

il)benzoil]ciklohekzanekarboksamide.

7. Njé pérbérje sipas pretendimit 1, e cila éshté (1R,2R)-2-[4-(3-Metil-1H-pirazol-5-il)benzoil]-N-(4-okso-
4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)ciklohekzanekarboksamide; ose njé kripé farmaceutikisht e

pranueshme e saj.

8. Njé pérbérje sipas pretendimit 1, e cila éshté (1R,2R)-2-[4-(3-Metil-1H-pirazol-5-il)benzoil]-N-(4-okso-
4,5,6,7-tetrahidropirazolo[1,5-a]pirazin-3-il)ciklohekzanekarboksamide.

9. Njé kompozim farmaceutik gé perfshin njé pérbérje sipas ndonjé prej pretendimeve 1 deri né 8, ose njé
kripé farmaceutikisht e pranueshme e saj, dhe té paktén njé eksipient, tretés ose mbartés farmaceutikisht té

pranueshém.

10. Njé pérbérje sipas ¢do njérit prej pretendimeve 1 deri né 8, ose njé kripé farmaceutikisht e pranueshme

e saj, pér pérdorim si njé medikament.

11. Pérbérja pér pérdorim sipas pretendimit 10, ku pérdorimi éshté pér trajtimin ose mjekimin parandalues
té njé sémundje zgjedhur nga sémundje kardiovaskulare, sémundje kronike e veshkés, diabeti i tipit 1
melitus dhe komplikimet e diabetit té tipit 1l melitus, sémundje inflamatore respiratore dhe komplikimet e
lidhura me té, sémundjet vaskulare dhe inflamatore renale dhe komplikimet e lidhura me sémundjen

renale, sémundjen e mélcisé sé dhjamosur jo-alkoolike (NAFLD) dhe steatohepatiti jo-alkoolik (NASH).

12. Pérbérja pér pérdorim sipas pretendimit 10 ose pretendimit 11 ku pérdorimi éshté pér trajtimin e

sémundjes kardiovaskulare.
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(11) 8811

(97) EP3341380/13/11/2019

(96) 16769872.9 / 26/08/2016

(22) 04/12/2019

(21) AL/P/2019/852

(54) DERIVATIVI | OKSIMES SE KROMONIT TE DEPERTUESHEM-NE TRU PER
TERAPINE E DISKENISE SE LEVOPODAS-SE DETYRUAR

20/01/2020

(30) EP15188368 05/10/2015 EP and PCT/EP2015/069601 27/08/2015 WO

(71) Prexton Therapeutics SA

14 Chemin des Aulx, 1228 Plan les Ouates, Geneva, CH

(72) CHARVIN, Delphine (487, rue des vertes campagnes, 01170 Gex) ;CONQUET, Francois (86, route
des Pitons, 74160 Beaumont)

(74) Krenar LOLOCI

Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)

(57)

1. Njé pérbérje e formulés sé méposhtme (1):

(1)

ose njé kripé farmaceutikisht e pranueshme ose tretés i saj
pér pérdorim né trajtimin ose parandalimin e diskenisé sé levopodas-sé detyruar.

2. Pérbérja pér pérdorim sipas pretendimit 1, ku pérbérja e sipérpérmendur ka konfigurimin-(E) né grupin
oksime té pérfshiré né formulén (I).

3. Pérbérja pér pérdorim sipas pretendimit 1 ose 2, ku pérbérja e sipérpérmendur éshté né formén e kripés
hidrokloride.

4. Njé kompozim farmaceutik qé pérfshin njé pérbérje si¢ pércaktohet né ¢cdo njérin prej pretendimeve 1
deri né 3 dhe njé ekscipient farmaceutikisht té pranueshém pér pérdorim né trajtimin ose parandalimin e
diskenisé sé levopodas-sé detyruar.

5. Pérbérja pér pérdorim sipas ¢do njérit prej pretendimeve 1 deri né 3 ose kompozimi farmaceutik pér
pérdorim sipas pretendimit 4, ku pérbérja e sipérpérmendur ose kompozimi farmaceutik i sipérpérmendur

€shté pér t’u administruar né ményré orale.

6. Njé pérbérje e formulés sé méposhtme (1):
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N(OH)

(i

ose njé kripé farmaceutikisht e pranueshme ose tretés i saj,

pér pérdorim né trajtimin ose parandalimin sémundjes sé Parkinsonit,

ku pérbérja e sipérpérmendur éshté pér t’u administruar né kombinim me levodopa ose njé€ kripé
farmaceutikisht té pranueshme ose tretés té saj.

7. Pérbérja pér pérdorim sipas pretendimit 6, ku pérbérja e formulés (1) ka konfigurimin-(E) né grupin
oksime té pérfshiré né formulén (1).

8. Pérbérja pér pérdorim sipas pretendimit 6 ose 7, ku pérbérja e formulés (1) éshté né formén e njé kripe
hidrokloride.

9. Njé kompozim farmaceutik gé pérfshin njé pérbérje té formulés (I) ose njé kripé farmaceutikisht té
pranueshme ose tretés té saj si¢ pércaktohet né ¢do njérin prej pretendimeve 6 deri né 8, dhe njé ekscipient
farmaceutikisht té pranueshém, pér pérdorim né trajtimin ose parandalimin e sémundjes sé Parkinsonit, ku
kompozimi farmaceutik éshté pér t’u administruar né kombinim me levodopa ose njé kripé
farmaceutikisht té pranueshme ose tretés té saj.

10. Levodopa ose njé kripé farmaceutikisht e pranueshme ose tretés i saj pér pérdorim né trajtimin ose
parandalimin e sémundjes sé Parkinsonit, ku levodopa e sipérpérmendur ose kripa ose tretési
farmaceutikisht 1 pranueshem 1 saj €shté pér t’u administruar né€ kombinim me njé pérbérje prej formulés
sé méposhtme (1):

N({OH)

(1

ose njé kripé farmaceutikisht e pranueshme ose tretés i saj.
11. Njé kompozim farmaceutik qé pérfshin levodopa ose njé kripé farmaceutikisht té pranueshme ose

tretés i saj, dhe njé ekscipient farmaceutikisht té pranueshém, pér pérdorim né trajtimin ose parandalimin e
sémundjes s€ Parkinsonit, ku kompozimi farmaceutik éshté pér t’u administruar né kombinim me njé
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pérbérje prej formulés (1) ose njé kripé farmaceutikisht té pranueshme ose tretés té saj si¢ pércaktohet né
pretendimin 10.

12. Pérbérja pér pérdorim sipas ¢cdo njérit prej pretendimeve 6 deri né 8 ose levodopa pér pérdorim sipas
pretendimit 10 ose kompozimi farmaceutik pér pérdorim sipas pretendimit 9 ose 11, ku pérbérja e
sipérpérmendur e formulés (I) ose kripa ose tretési farmaceutikisht i pranueshém i saj dhe levodopa e
sipérpérmendur ose kripa ose tretési farmaceutikisht i pranueshém i saj jané pér t’u administruar
njéherésh; dhe ku pérbérja e sipérpérmendur e formulés (1) ose kripa ose tretési farmaceutikisht i
pranueshém i saj dhe levodopa e sipérpérmendur ose kripa ose tretési farmaceutikisht i pranueshém i saj
jané siguruar né njé kompozim farmaceutik té vetém ose né kompozime farmaceutike té ndara.

13. Pérbérja pér pérdorim sipas ¢cdo njérit prej pretendimeve 6 deri né 8 ose levodopa pér pérdorim sipas
pretendimit 10 ose kompozimi farmaceutik pér pérdorim sipas pretendimit 9 ose 11, ku pérbérja e
sipérpérmendur e formulés (1) ose kripa ose tretési farmaceutikisht i pranueshém i saj dhe levodopa e
sipérpérmendur ose kripa ose tret€si farmaceutikisht 1 pranueshém i saj jan€ pér t’u administruar né
ményré té njépasnjéshme.

14. Pérbérja pér pérdorim sipas ¢cdo njérit prej pretendimeve 6 deri né 8, 12 dhe 13 ose levodopa pér
pérdorim sipas ¢do njérit prej pretendimeve 10, 12 dhe 13 ose kompozimi farmaceutik pér pérdorim sipas
cdo njérit prej pretendimeve 9 dhe 11 deri né 13, ku pérbérja e sipérpérmendur e formulés (1) ose kripa ose
tretési farmaceutikisht i pranueshém i saj dhe levodopa e sipérpérmendur ose kripa ose tretési
farmaceutikisht i pranueshém 1 saj jan€ pér t’u administruar n€ ményré t€ orale.

15. Pérbérja pér pérdorim sipas ¢cdo njérit prej pretendimeve 6 deri né 8 dhe 12 deri né 14 ose levodopa
pér pérdorim sipas ¢do njérit prej pretendimeve 10 dhe 12 deri né 14 ose kompozimi farmaceutik pér
pérdorim sipas ¢do njérit prej pretendimeve 9 dhe 11 deri né 14, ku pérbérja e sipérpérmendur e formulés
(1) ose kripa ose tretési farmaceutikisht i pranueshém i saj dhe levodopa e sipérpérmendur ose kripa ose
tretési farmaceutikisht i pranueshém 1 saj jané pér t’u administruar né kombinim me njé frenues
dekarboksilazé levodopa dhe/ose njé frenues transferaze katekol-O-metil (COMT);

ku preferohet qé€ t&€ dy njé frenues dekarboksilaze levodopa dhe njé frenues COMT jané pér t’u
administruar;

ku frenuesi dekarboksilazé levodopa né ményré té preferueshme éshté karbidopa, benserazide, a-
metildopa, a-difluorometildopa, ose njé kripé ose tretés farmaceutikisht i pranueshém i ¢do njérit prej
kétyre agjentéve; dhe

ku frenuesi COMT né ményré té preferueshme éshté entakapone, tolkapone, nitekapone, opikapone, ose
njé kripé ose tretés farmaceutikisht i pranueshém i ¢do njérit prej kétyre agjentéve.

16. Pérbérja pér pérdorim sipas ¢cdo njérit prej pretendimeve 1 deri né 3, 5 deri né 8, 12 deri né 15 ose
levodopa pér pérdorim sipas ¢do njérit prej pretendimeve 10, dhe 12 deri né 15 ose kompozimi
farmaceutik pér pérdorim sipas ¢do njérit prej pretendimeve 4, 5, 9 dhe 11 deri né 15, ku subjekti gé do té
trajtohet éshté njé njeri.

(11) 8814

(97) EP3224253 / 30/10/2019

(96) 15862932.9 / 24/11/2015

(22) 05/12/2019

(21) AL/P/2019/854

(54) PREJARDHES TE BIS (SULFONAMIDE) DHE PERDORIMET E TYRE SI FRENUES
MPGES
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20/01/2020

(30) 1451436 27/11/2014 SE

(71) Gesynta Pharma AB

Fogdevreten 2, 171 65 Solna, SE

(72) KERS, Annika (c/o Acturum Real Estate AB Biovation Park Forskargatan 20J, SE-151 36
Sodertilje); SODERMAN, Peter (Lugnets Alle 27, SE-12065 Stockholm); SVENSSON, Mats A (c/o
Acturum Real Estate AB Biovation ParkForskargatan 20J, SE-151 36 Sodertélje); OHBERG, Liselott
(Skoldvagen 34, SE-175 68 Jarfilla); HOGDIN, Katharina (Valloxvigen 58, SE-74142 Knivsta);
HETTMAN, Andreas (L6vhagsvagen 7, SE-61992 Trosa); HALLBERG, Jesper (Liljeholmsvégen 12, SE-
11761 Stockholm); EK, Maria (Violstigen 4, SE-17078 Solna); BYLUND, Johan (Gliggelwégli 1, CH-
4106 Therwil) ;NORD, Johan (c/o Swea IP Law AB Kopparbergsvagen 6, SE-72213 Vasteras)

(74) Fatos DEGA

Rr."Nikolla Tupe”, N.2, H.4, A.30, Tirané, Tirané

(57)
1. Njé pérbérés me formulé (1), ose njé kripé farmaceutikisht e pranueshme e tij
N
0
[I_.NH, E)
555 o
RT”;F J\O{} _0 L
> N*’S“‘w”’“\(%
H |
\\_’//J\‘“Rz |
ku:

R! éshté H ose -CH,0OH;

R? éshté H, halogjen, Ci-s-alkil, fluor-Ci.s-alkil ose -C=C-R?;

R3 éshté H, Ci4-alkil, Cs7-cikloalkil ose fenil, ku fenili jodetyrimisht zévendésohet me njé ose mé
shumé zévendésues té pérzgjedhur né ményré té pavarur nga Ci-s-alkil, halogjen, Ci.s-alkoksi dhe
ciano;

X éshté CH,, CHF, CF2, O, S, SO, SO, NH ose NR*; dhe

R* géshté Ci-qalkil.

2. Pérbérési me formulé (I) sipas pretendimit 1, ku

R! éshté H ose -CH,OH;

R? éshté H, halogjen, Ci-4-alkil, fluor-C-s-alkil ose -C=C-R?;

R3 &shté Ci4-alkil, Cs.7-cikloalkil ose fenil, ku fenili jodetyrimisht zévendésohet me njé ose mé shumé Ci-
s-alkil,

X éshté CH,, CHF, CF», O, S, SO, SO, NH ose NR*; dhe

R* éshté Ci-qalkil.

3. Pérbérési me formulé (1) sipas cilitdo prej pretendimeve 1 deri 2, ku

R! éshté H ose -CH,OH,;

R? éshté brom, klor, fluor, CHs, CF3 ose -C=C-R?,

R3 éshté tert-butil. izo-propil, ciklobutil, ciklopropil, ciklopentil, fenil, ku fenili jodetyrimisht
zévendésohet me grup CHs; dhe

X éshté CF2 ose O.

4. Pérbérési me formulé (1) sipas cilitdo prej pretendimeve 1 deri 3, ku R* éshté -CH,OH.

5. Pérbérési me formulé (1) sipas cilitdo prej pretendimeve 1 deri 4, ku R? éshté klor.
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6. Pérbérési me formulé (1) sipas cilitdo prej pretendimeve 1 deri 5, ku X éshté O.

7. Njé pérbérés, ose njé kripé farmaceutikisht e pranueshme e tij e pérzgjedhur nga
2-[({2-[4-Bromo-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil]etil }sulfonil)amino] benzensulfonamid,
2-[({2-[4-Kloro-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil]etil }sulfonil)amino] benzensulfonamid,
2-[({2-[2-(Tetrahidro-2H-piran-4-ilmetoksi)-4-(trifluormetil)fenil]etil }sulfonil) amino]benzensulfonamid,
2-[({2-[4-metil-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil]etil }sulfonil)amino] benzensulfonamid,
2-[({2-[4-Fluor-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil]etil }sulfonil)amino] benzensulfonamid,
2-{[(2-{4-Kloro-2-[(4,4-difluorcikloheksil)metoksi]fenil }etil)sulfonil]Jamino} benzensulfonamid,
2-{[(2-{2-[(4,4-Difluorcikloheksil)metoksi]-4-metilfenil }etil)sulfonil]Jamino} benzensulfonamid,
2-{[(2-{2-[(4,4-Difluorcikloheksil)metoksi]-4-fluorfenil}etil)sulfonil]amino} benzensulfonamid,
2-[({2-[4-(Feniltinil)-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil]etil }sulfonil) amino]benzensulfonamid,
2-[({2-[4-(Ciklopentiltinil)-2-(tetrahidro-2H-piran-4-
ilmetoksi)fenil]etil}sulfonil)amino]benzensulfonamid,
2-[({2-[4-(Ciklopropiltinil)-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil]etil }
sulfonil)amino]benzensulfonamid,
2-[({2-[4-(ciklobutiltinil)-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil]etil} sulfonil)amino]benzensulfonamid,
2-[({2-[4-(3-metilbut-1-in-1-il)-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil]etil }
sulfonil)amino]benzensulfonamid,
2-{[(2-{4-[(4-Metilfenil)tinil]-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil }etil)
sulfonil]amino}benzensulfonamid,
2-[({2-[4-(3,3-Dimetilbut-1-in-1-il)-2-(tetrahidro-2H-piran-4-il-metoksi)fenil]
etil}sulfonil)amino]benzensulfonamid,
2-[({2-[4-Kloro-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil]etil }sulfonil)amino]-5-
(hidroksimetil)benzensulfonamid, and
2-[({2-[4-fluor-2-(tetrahidro-2H-piran-4-ilmetoksi)fenil]etil }sulfonil)amino]-5-
(hidroksimetil)benzensulfonamid.

8. Pérbérési me formulé (), ose njé kripé farmaceutikisht e pranueshme e tij, sipas cilitdo prej
pretendimeve 1 deri 7 pér pérdorim né terapi.

9. Pérbérési me formulé (1), ose njé kripé farmaceutikisht e pranueshme e tij, sipas cilitdo prej
pretendimeve 1 deri 7 pér pérdorim né parandalimin dhe/ose mjekimin e dhimbjes.

10. Pérbérési me formulé (1), ose njé kripé farmaceutikisht e pranueshme e tij, sipas cilitdo prej
pretendimeve 1 deri 7 pér pérdorim né parandalimin dhe/ose mjekimin e njé dhimbjeje akute ose kronike,
dhimbjeje nociceptive ose dhimbjeje neuropatike.

11. Pérbérési me formulé (1), ose njé kripé farmaceutikisht e pranueshme e tij, sipas cilitdo prej
pretendimeve 1 deri 7, pér pérdorim né parandalimin dhe/ose mjekimin e kancerit.

12. Pérbérési me formulé (1), ose njé kripé farmaceutikisht e pranueshme e tij, sipas cilitdo prej
pretendimeve 1 deri 7, pér pérdorim né parandalimin dhe/ose mjekimin e inflamacionit.

13. Pérbérési me formulé (1), ose njé kripé farmaceutikisht e pranueshme e tij, sipas cilitdo prej
pretendimeve 1 deri 7, pér pérdorim né parandalimin dhe/ose mjekimin e apneas, vdekjes sé papritur
foshnjore (SID), aterosklerozés, aneurizmit, hipertermisé, miozitit, sémundjes sé Alzheimer-it ose artritit.

14. Njé pérbérje farmaceutike qé pérmban pérbérésin me formulé (1), ose njé kripé farmaceutikisht té
pranueshme té tij, sipas cilitdo prej pretendimeve 1 deri 7, té shogéruar me njé ndihmues, tretés ose bartés
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farmaceutikisht té pranueshém.

15. Njé pérbérje farmaceutike gé pérmban (i) njé pérbérés me formulé (1), sipas cilitdo prej pretendimeve
1 deri 7, ose njé kripé farmaceutikisht té pranueshme té tij, (ii) njé agjent terapeutik shtesé, ose njé kripé
farmaceutikisht té pranueshme té tij, dhe (iii) njé mbushés, bartés ose tretés farmaceutikisht té
pranueshém.

16. Pérbérja farmaceutike sipas pretendimit 15, ku agjenti terapeutik shtesé pérzgjidhet nga grupi i pérbéré
nga frenues acetil kolinesterase, agjenté anti-inflamatoré, agjenté té pérmirésimit (rritjes) konjitive, agjenté

té

pérmirésimit (rritjes) sé Kujtesés dhe agjenté atipiké antipsikotiké.

(11) 8820

(97) EP2817081 /16/10/2019

(96) 13709295.3/13/02/2013

(22) 10/12/2019

(21) AL/P/2019/862

(54) METODE PER PERPUNIMIN E DIOKSIDIT TE KARBONIT QE NDODHET NE NJE
DALJE GAZI

21/01/2020

(30) ATA 2042012 20/02/2012 AT

(71) Commerzialbank Mattersburg im Burgenland Aktiengesellschaft
Judengasse 11, 7210 Mattersburg, AT

(72) PHILIPP, Franz Josef (Kreitenweg 11, A-7212 Forchenstein)
(74) Vladimir Nika

Bul. Gj.Fishta Pall.1 Jeshil prane Shallvareve, Kati 6, Ap. 16, Tirane

(57)

1. Metodé pér pérpunimin e dioksidit té karbonit (CO2) gé pérmbahet né njé rrjedhje gazi né dalje (1) né
njé produkt té pérshtatshém pér prodhimin e energjisé, karakterizuar nga fakti se

a) rrjedhja e gazit né dalje (1), gé ka njé temperaturé né intervalin 150 deri né 170°C dhe njé vleré
té pH rreth 4, vihet né kontakt né njé dhomé tharje dhe ftohje (3) me njé material silikat poroz gé
ka njé lagéshti prej 15 deri né 60%, referuar peshés totale té thaté té materialit silikat dhe njé
hidroksid alumini té pérzier dhe/ose oksid alumini té hidratuar (4) qé shtohet pér té formuar njé
mjedis ujor baze me njé vleré té pH midis 10 dhe 13 dhe ftohet né njé temperaturé midis 30 dhe
50°C, né té cilén sasia e hidroksidit t& aluminit dhe/ose oksidit t& aluminit té hidratuar (4) gé
shtohet kontrollohet me ané té njé matjeje té vazhdueshme té vlerés sé pH (2), dhe ku mjedisi ujor
ftohet deri né dalje nga dhoma e tharjes dhe ftohjes né njé temperaturé midis 12 dhe 13°C,

b) mjedisi ujor cohet né njé dhomé paraprake pasuese (5), e cila furnizohet me materiale gé
pérmbajné toké alkaline té oksidueshme dhe/ose metal té réndé (6), ku oksidimi i tokés alkaline
dhe/ose metalit té réndé (6) béhet nga oksigjeni gé rrjedh nga dioksidi i karbonit té jonizuar dhe té
destabilizuar, me neutralizimin shogérues té mjedisit ujor gé pérmban karbon té jonizuar; dhe
oksidi i formuar i tokés alkaline dhe/ose i metalit té réndé (10) shkarkohet nga paradhoma (5), ku
materiali (6) qé pérmban toké alkaline té oksidueshme dhe/ose metal té réndé furnizohet
njékohésisht né funksion té matjes sé vazhdueshme té vlerés sé pH (2), dhe

c) mjedisi ujor qé pérmban karbon té jonizuar (C) ushgehet mé pas né njé dhomé kryesore (7) té
furnizuar me material (8) té pérbéré nga komponime karbonike organike dhe/ose gé pérmban
komponime karbonike organike, né te cilat ndodhin polireaksione me komponimet karbonike
organike me pjesémarrjen e karbonit té jonizuar (C) né temperaturén midis 5 dhe 80°C dhe njé
presion midis 0,1 dhe 10 bar, pér té formuar njé produkt perfundimtar té pasuruar me karbon (9).
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2. Metodé sipas pretendimit 1, karakterizuar nga fakti se pérdoret si material silikat poroz
me lagéshti (4) shtufé, llavé shkumé dhe/ose perlit né formé kokrrizore.

3. Metodé sipas pretendimit 1, karakterizuar nga fakti se materiali (6) gé pérmban toké alkaline té
oksidueshme dhe/ose metal té réndé pérdoret si metal né formé té imét kokrrizore
si pér shembull, pluhuri i Fe, hi i volatizuar, gélgere e hidratuar.

4. Metodé sipas pretendimit 1, karakterizuar nga fakti se si material (8) né dhomén kryesore pérdoret
linjing, derivate linjine, mbeturina letre té rikuperuara dhe/ose materiale plastike, té pérbéra nga
komponime organike dhe /ose gé pérmbajné komponime organike

5. Metodé sipas pretendimit 1, karakterizuar nga fakti se polireaksionet né dhomén kryesore (7)
ndodhin né temperaturén midis 30 dhe 60°C, mundésisht ndérmjet 40 dhe 45°C.

6. Metodé sipas pretendimit 1, karakterizuar nga fakti se polireaksioni né dhomén kryesore (7) ndodh
nén njé presion midis 0,1 dhe 0,7 bar ose midis 5 deri né 8 bar.
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Gaz 1 pastér

The present invention concerns a method for processing of carbon dioxide CO> contained in an exhaust
gas flow to a product suitable for energy production according to the classifying clause of claim 1 and US
2011/0256049.

This document discloses a method for production of nano-spheres and other nano-particles of carbon
whereby carbon-dioxide and magnesium powder are used as source materials interacting in a reactor.
Thereby a high amount of energy in the form of heat and light is released due to the attained high
temperature, 2000°F to 5000°F, equivalent to about 1100° C to 2760°C. Various additional materials can
be used, it is, however, indispensable that the carbon-dioxide is present in pure form but not as a part of an
air mixture.

Therefore there exists the need for a method by which carbon-dioxide contained in an exhaust gas flow
can be processed.

According to the invention this goal can be achieved by the features mentioned in the characterizing
clause of claim 1.

This processing is achieved according to the invention in that

a) the exhaust gas flow, having a temperature in the range of 150 to 170°C and a pH value of
around 4, is brought in contact in a drying and cooling chamber with a porous silicate material
having a moisture of 15 to 60 %, referred to the dry total weight of the silicate material and an

admixed aluminium hydroxide and/or hydrated aluminum oxide to form a basic aqueous medium
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with a pH value between 10 and 13 and is cooled to a temperature between 30 and 50°C, in
which the amount of aluminum hydroxide and/or hydrated aluminum oxide to be added is
controlled via a continuous pH value measurement, and in which the aqueous medium is cooled
until the exit from the drying and cooling chamber to a temperature between 12 and 13°C,
b) the aqueous medium is fed to a subsequent prechamber, which is supplied with material
containing oxidizable alkaline earth and/or heavy metal, in which oxidation of alkaline earth
and/or heavy metal by the oxygen resulting from the ionized and destabilized carbon dioxide,
with accompanying neutralization of the aqueous medium containing ionized carbon takes place;
and the formed alkaline earth and/or heavy metal oxide is discharged from the prechamber, in
which material containing oxidizable alkaline earth and/or heavy metal is simultaneously
supplied as a  function of  continuous pH  value  measurement  and
¢) the aqueous medium containing ionized carbon is then fed to a main chamber supplied with
material consisting of organic carbon compounds and/or containing organic carbon compounds,
in which polyreactions with organic carbon compounds occur with participation of the ionized
carbon at temperatures between 5 and 80°C and a pressure between 0,1 and 10 bar, to form a
carbon-enriched end product.

The invention is further explained below with reference to the drawing in which Figure 1 shows a flow
chart according to the invention of a method for processing of carbon dioxide CO contained in an exhaust
gas flow by means of a three-chamber system to a product suitable for energy production and Figure 2a
shows the average initial content of O2 [sic, O2] and CO2 [sic, CO2] of the exhaust gas flow being
processed, Figure 2b shows the average content of O2 [sic, O2] and CO2 [sic, CO2] at the output of the
supply chamber apparent from the flow chart according to Figure 1 and Figure 2c shows the average
content of O2 [sic, Oz] and CO2 [sic, CO-] at the output of the main chamber apparent from the flow chart
according to Figure 1, in each case over a measurement period of 3 days.

It is initially stated that the individual components of the employed materials and the medium present in
the corresponding process steps are subject to continuous measurement 2 during the entire process, in
which case material feed to the corresponding process chambers is controlled, as required or as a function
of measurement results. For example, the amount of aluminum hydroxide and/or hydrated aluminum
oxide to be added is controlled via a continuous pH measurement 2.

In this case the exhaust gas flow 1, for example, crude gas from an incinerator, usually with a pH value of
about 4 and with a temperature in the range from 150 to 170°C, in modern incinerators below 150°C,
during passage through a drying and cooling chamber 3 optionally consisting of several chamber units,
which is supplied with moistened, silicate, porous material and admixed aluminum hydroxide and/or
hydrated aluminum oxide 4 and/or other metal oxidizers, is cooled to a temperature of 30-50°C, in which
case a basic, aqueous medium is generated and the contained carbon dioxide CO; is destabilized. The
moistened, silicate, porous material 4 is pumice, foam lava and/or perlite in granulated form with a
moisture content of 15 to 30% referred to the total dry weight of the silicate material 4. The moistened,
silicate, porous material 4 is then dried or its moisture absorbed by exhaust gas flow 1 so that it is cooled.
The agueous medium generated in the drying and cooling chamber 3 is brought to a pH value between 10
and 13 by means of aluminum hydroxide and/or hydrated aluminum oxide. The aqueous medium formed
in the drying and cooling chamber 3, in which the destabilized carbon dioxide CO: present in ionized form
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is contained, is fed to a subsequent prechamber 5, which is supplied material containing oxidizable
alkaline earth and/or heavy metal, in which case oxidation of alkaline earth and/or heavy metal 6 occurs
with accompanying neutralization of the aqueous medium containing ionized carbon C. The oxidizable
material 6 containing alkaline earth metal, preferably calcium and/or heavy metal is used in fine-granular
form as metal, for example, Fe dust, fly ash, hydrated lime, etc. An alkaline earth and/or heavy metal
oxide 10 formed during neutralization is discharged subsequently as byproducts from prechamber 5, in
which case oxidizable material 6 containing alkaline earth and/or heavy metal is supplied as a function of
continuous measurements 2. Following prechamber 5, the medium ordinarily has a pH value of 6. The
aqueous medium containing ionized carbon C is then fed to a main chamber 7 equipped with a material 8
consisting of organic carbon compounds and/or containing organic carbon compounds, in which the
material 8 can be lignin, lignin derivatives, recovered paper stock and/or plastic materials, pulp or waste
substances, etc. With participation of ionized carbon C polyreactions (chain lengthening) with organic
carbon compounds occurs to form a carbon-enriched end product 9. The polyreactions occurring in the
main chamber 7 occur at temperatures between 5 and 80°C, preferably between 30-60°C and especially
40-45°C and under a pressure between 0.1 and 10 bar, preferably between 0.1 and 0.7 bar or 5 to 8 bar.

A temperature control arranged in the drying and cooling chamber 3 serves to separate the substances into
the corresponding substance-specific state (solid, liquid, gas) in order to produce new compounds.

It is generally observed that under pressure the addition process of carbon C to the moistened silicate
porous material 4 occurs more quickly and significantly greater addition also occurs. Moreover, additional
substance mixtures can be fed to main chamber 7 as reaction accelerators in order to configure the reaction
capacity of the substances and the temperatures in the main chamber 7 so that optimal processing of the
carbon dioxide CO> contained in the exhaust gas flow 1 occurs and a C-enriched end product 9 is formed.

The method according to the invention is further explained by means of a preferred practical example.

Wood waste is used as raw material source for the exhaust gas flow. The crude gas originating from
incineration of ground wood waste, shows an average content of Oz between 11.5 and 14 vol% and a CO»
content between 7 and 9 vol%, is fed to a drying and cooling chamber with a temperature of about 150°C,
in which the exhaust gas flow is cooled to a temperature of <40°C, preferably about 30°C and which is
supplied with pumice as porous silicate material with a moisture content to 60%, referred to the dry
weight, with admixed aluminum hydroxide and/or hydrated oxide, said aluminum compounds occurring
during KOH production. The exhaust gas flow absorbs the moisture of the pumice, in which case the
exhaust gas flow is cooled. At the same time an aqueous medium is generated in the drying and cooling
chamber to form a stable suspension of aluminum compounds in water. In the agqueous medium, which has
a pH value of roughly neutral to more strongly basic, pH 10 to 13, the carbon dioxide (CO2) contained in
it is ionized and destabilized, in which the agueous medium is cooled to a temperature between 12 and
13°C up to its output from the drying and cooling chamber.

The aqueous medium is sent from the drying and cooling chamber to a downline prechamber, which is
supplied with iron shavings as oxidizable material, in which the ratio of oxidizable material to liquid of
the aqueous medium is about 1:7 wt%. The iron shavings are oxidized during simultaneous neutralization
of the prechamber medium by the oxygen coming from the ionized and destabilized carbon dioxide. At the
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output of the prechamber the aqueous medium has an average O> content of about 16-17 vol% and a CO>
content of about 3.5-4 vol% and a pH value of about 6.

For further treatment the aqueous medium containing carbon is sent to a main chamber, which is equipped
with materials containing organic carbon compounds. Recovered paper stock containing lignin is
preferably used here, which can be equally replaced by any plastic materials, pulp and/or waste substances
containing aliphatic and/or aromatic carbon compounds. With participation of the ionized carbon-
containing aqueous medium, polyreactions occur in the main chamber along with polymerizations and
polycondensations with the organic with the organic carbon compounds of the recovered paper stock
situated in it to form a carbon-enriched end product, which has a silicate fraction of about 20-25 vol% as
support skeleton. The polyreaction in the main chamber preferably occurs at a temperature between 40 and
45°C under a pressure of 7 to 8 bar. Under these pressure and temperature conditions the silicate fraction
of the carbon-rich end product is finally also separable, which represents a basic raw material that can be
used in a variety of ways. Through this processing of the exhaust gas flow a pure gas is finally achieved at
the output from the main chamber, which has an average O content of 22 vol% and a CO content of 0.2
vol%.

By continuous measurement of the individual process parameters, like pressure, temperature, material

amounts and compositions in the individual process steps optimization of the process and result is
guaranteed.
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Claims:

1. Method for processing of carbon dioxide (C02) contained in an exhaust gas flow (1) to a product
suitable for energy production, characterized by the fact that

a) the exhaust gas flow (1), having a temperature in the range of 150 to 170°C and a pH value of around 4,
is brought in contact in a drying and cooling chamber (3) with a porous silicate material having a moisture
of 15 to 60 %, referred to the dry total weight of the silicate material and an admixed aluminium
hydroxide and/or hydrated aluminum oxide (4) to form a basic aqueous medium with a pH value between
10 and 13 and is cooled to a temperature between 30 and 50°C, in which the amount of aluminum
hydroxide and/or hydrated aluminum oxide (4) to be added is controlled via a continuous pH value
measurement (2), and in which the aqueous medium is cooled until the exit from the drying and cooling
chamber to a temperature between 12 and 13°C,

b) the aqueous medium is fed to a subsequent prechamber (5), which is supplied with material containing
oxidizable alkaline earth and/or heavy metal (6), in which oxidation of alkaline earth and/or heavy metal
(6) by the oxygen resulting from the ionized and destabilized carbon

dioxide, with accompanying neutralization of the aqueous medium containing ionized carbon takes place;
and the formed alkaline earth and/or heavy metal oxide (10) is discharged from the prechamber (5), in
which material (6) containing oxidizable alkaline earth and/or heavy metal is simultaneously supplied as a
function of continuous pH value measurement (2) and

c) the aqueous medium containing ionized carbon (C) is then fed to a main chamber (7) supplied with
material (8) consisting of organic carbon compounds and/or containing organic carbon compounds, in
which polyreactions with organic carbon compounds occur with participation of the ionized carbon (C) at
temperatures between 5 and 80°C and a pressure between 0,1 and 10 bar, to form a carbon-enriched end
product (9).

2. Method according to claim 1, characterized by the fact that pumice, foam lava and/or perlite in granular
form is used as moistened, porous silicate material (4).

3. Method according to claim 1, characterized by the fact that material (6) containing oxidizable alkaline
earth and/or heavy metal is used in fine granular form as metal, for example, Fe dust, fly ash, hydrated
lime.

4. Method according to claim 1, characterized by the fact that lignin, lignin derivative, recovered paper
stock and/or plastic materials are used as material (8) in the main chamber consisting of organic

compounds and/or containing organic compounds.

5. Method according to claim 1, characterized by the fact that the polyreactions in the main chamber (7)
occur at temperatures between 30 and 60°C, preferably between 40 and 45°C.

6. Method according to claim 1, characterized by the fact that the polyreaction in the main chamber (7)
occurs under a pressure between 0,1 and 0,7 bar or between 5 to 8 bar.
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Figure 2a
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(74) Vladimir Nika

Bul. Gj.Fishta Pall.1 Jeshil prane Shallvareve, Kati 6, Ap. 16, Tirane

(57)

1. Komponim me formulé té pérgjithshme (1)

ku

Ry OH

R1 pérfagéson njé atom hidrogjeni, grup alkil mé té ulét, i cili &shté njé grup alkil i degézuar ose i
padegézuar me 1-4 atome karboni, grup alkenil mé té ulét, i cili &shté njé grup alkenil i degézuar
ose i padegézuar me 2-4 atome karboni, grup aril, grup aralkil, ose grup heterociklik, ku grupet e
mésipérme aril, aralkil dhe heterociklik jané opsionalisht té zévendésuar né pozicionin orto, meta
dhe/ose para me 1, 2, 3 ose 4 grupe térhegése elektronesh té zgjedhur nga atomet halogjen, grupet
trifluorometil ose nitro, ose grupet dhuruese elektronesh té zgjedhur nga grupet alkil mé té ulét, té
cilét jané grupe alkil té degézuar ose té padegézuar me 1-4 atome karboni;

R2 pérfagéson njé atom hidrogjeni, grup alkil mé té ulét, i cili &shté njé grup alkil i degézuar ose i
crregulluar me 1-4 atome karboni, grup aril, grup aralkil ose grup heterociklik, ku grupet e
mésipérme zévendésohen opsionalisht me njé ose mé shumé atome halogjen;

R3 pérfagéson njé grup aril, grup aralkil, ose grup heterociklik, ku grupet e mésipérme
zévendésohen opsionalisht né pozicionin orto, meta ose para me 1, 2, 3 ose 4 grupe térheqgése
elektronesh té zgjedhur nga atomet halogjen, grupet trifluorometil ose nitro, ose grupet dhuruese
elektronesh té zgjedhur nga grupe alkil mé té ulét, t& cilét jané grupe alkil t& degézuara ose té
padegézuara me 1-4 atome karboni;

R4 pérfagéson njé atom hidrogjeni, grup alkil mé té ulét, i cili éshté njé grup alkil i degézuar ose i
padegézuar me 1-4 atome karboni, ose njé grup funksional acid i zgjedhur nga grupi
metoksikarbonil, grup nitrili ose amido acid; n éshté 1 ose 2; dhe kripa e tyre farmaceutike e
pranueshme pér t'u pérdorur né njé metodé pér profilaksin€ ose trajtimin e ishemisé€, démtimit té
reperfuzionit, c¢rregullimeve kardiovaskulare, c¢rregullimeve neurodegjeneruese (pérfshiré
vecanérisht sémundjen e Alzheimer-it dhe sémundjen e Huntington-it), traumés, sémundjeve
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neuropsikiatrike (pérfshiré vecanérisht crregullimet e ankthit dhe depresionit) dhe mélgiseé,
démtimeve né veshka e mushkéri.

(11) 8825

(97) EP3312843/23/10/2019

(96) 17206509.6 / 24/09/2014

(22) 10/12/2019

(21) AL/P/2019/865

(54) Sisteme per Formimin dhe Mirmbajtjen e FRC-se me Performance te Larte

22/01/2020

(30) US201361881874 P 24/09/2013 US and US201462001583 P 21/05/2014 US

(71) TAE Technologies, Inc.

19631 Pauling, Foothill Ranch, CA 92610, US

(72) TUSZEWSKI, Michel (10631 Pauling, Foothill Ranch, CA 92610); BINDERBAUER, Michl (10631
Pauling, Foothill Ranch, CA 92610); SMIRNOV, Artem (10631 Pauling, Foothill Ranch, CA 92610)
;PUTVINSKI, Sergei (10631 Pauling, Foothill Ranch, CA 92610)

(74) Eno DODBIBA

RR."Naim FRASHERI" P.60/3, Shk.1, Ap.16, Tirané

57

(1. : Njé sistem pér gjenerimin dhe mirémbajtjen e njé fushe magnetike me njé fushé me konfigurim té
pérmbysur (FRC) gé pérfshin

njé dhomé izolimi (100),

seksionet e para dhe té dyta té formacionit FRC diametralisht té kundérta (200) té bashkuara me dhomén e
izolimit (100),

divertorét e paré dhe té dyté (300) té bashkuar me seksionin e paré dhe té dyté té formacionit (200),

njé ose mé shumé nga armét plazmatike (350), njé ose mé shumé nga elektrodat biazuese dhe prizat e
pasqyrés sé paré dhe té dyté (440), ku shumésia e arméve plazmatike (350) pérfshin armét plazmatike
aksiale té para dhe té dyta (350) té bashkuara né ményré operative me divertorét e paré dhe té dyté (300),
seksionin e paré dhe té dyté té formacionit (200) dhe dhomén e izolimit (100), ku njé ose mé shumé prej
elektrodave biazuese pozicionohet brenda njé ose mé shumé prej dhomave té izolimit (100), seksioneve té
para dhe té dyta té formacionit (200), dhe divertoréve té paré dhe té dyté (300) dhe ku prizat e pasqyrés sé
paré dhe té dyté (440) jané pozicionuar midis seksionit té paré dhe té dyté té formacionit (200) dhe
divertoréve té paré dhe té dyté (300),

njé sistem marrés (800) i bashkuar né dhomén e mbylljes (100) dhe divertorét e paré dhe té dyté (300),

njé shumiceé e injektoréve té rrezeve atomike neutrale (600, 615) té bashkuara né dhomén e izolimit (100)
ngjitur me njé plan t¢ mesém té dhomés sé izolimit, dhe njé sistem magnetik (410) gé pérfshin njé
shumicé té mbéshtjelljeve kuazi-dc (432, 434, 436 dhe 444) té pozicionuara rreth dhomés sé izolimit
(100), seksionit té paré dhe té dyté té formacionit (200), dhe divertoréve té paré dhe té dyté (300), grupin e
paré dhe té dyté té mbéshtjelljeve té pasqyrés quasi-dc (432, 434, 436 dhe 444) té pozicionuara né mes
dhomeés sé izolimit (100) dhe seksionit té paré dhe té dyté té formacionit (200),

karakterizuar né até gé
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shumésia e injektorit té rrezeve atomike neutrale (600, 615) jané té orientuara pér té injektuar rreze
atomike neutrale drejt planit t&8 mesém né njé kénd brenda intervalit 15°-25° mé pak se normalja né njé
bosht gjatésor t& dhomés sé izolimit,

ku sistemi éshté konfiguruar i tillé qé

pas formimit nga sistemi i njé FRC rreth njé plazme brenda dhomés sé izolimit, plazma FRC mbahet né
distancé nga muri i dhomés sé izolimit dhe né njé vleré konstante ose rreth saj pa rénie ndérsa rrezet e
atomeve té shpejta neutrale injektohen nga shumeésia e injektoréve té rrezeve neutrale né plazmén FRC né
njé kénd brenda intervalit 15° deri né 25° mé pak se normalja me boshtin gjatésor t¢ dhomés sé izolimit
dhe drejt rrafshit t&¢ mesém té dhomés sé izolimit.

2. Sistemi i pretendimit 1, pérmban mé tej dy ose mé shumé mbéshtjellje (460) té bashkuara né
dhomén e izolimit (100).

3. Sistemi i pretendimeve 1-2 pérmban mé tej njé injektor fishekésh jonik (700) té ndodhur né
dhomén e izolimit (100).

4. Sistemi i pretendimit 1, ku secili seksion formacioni (200) pérfshin sisteme formacioni té
moduluar pér gjenerimin e njé FRC dhe pérkthimin e saj drejt njé plani t¢ mésém té dhomés sé izolimit
(100).

5. Sistemi i pretendimit 4, ku shumésia e arméve plazmatike (350) pérmban armé plazmatike aksiale
té para dhe té dyta, té bashkuara né ményré operative me divertorét e paré dhe té dyté (300), seksionin e
paré dhe té dyté té formacionit (200) dhe dhomén e izolimit (100), ku prizat e pasqyrés sé paré dhe té dyté
(440) jané pozicionuar midis seksionit té paré dhe té dyté té formacionit (200) dhe divertoréve té paré dhe
té dyté (300), njé ose mé shumé prej elektrodave anésore pér té ndikuar elektrikisht né sipérfagen e
rrjedhés sé hapur (455) té njé FRC té gjeneruar, ku njé ose mé shumé prej elektrodave anésore qé
pozicionohen brenda njé ose mé shumé prej dhomave té izolimit (100), seksionet e para dhe té dyta té
formacionit (200), dhe divertorét e paré dhe té dyté (300), dhe ku sistemi pérfshin mé tej

dy ose mé shumé mbéshtjellés (460) né dhomén e izolimit (100), dhe
njé injektor fishekésh jonik (700) né dhomén e izolimit (100).

6. Sistemi sipas pretendimeve 1, 4 dhe 5, pérfshin mé tej grupin e treté dhe té katért t& mbéshtjelljeve
té pasqyrés midis secilit prej seksioneve té para dhe té dyta té formacionit (200) dhe divertorét e paré dhe
té dyté (300).

7. Sistemi sipas pretendimit 6, i cili pérmban mé tej njé grup mbéshtjellésish té pasqyrés té

mbéshtjellé rreth njé konstriksioni (442) né vendkalimin midis secilés prej seksioneve té para dhe té dyta
té formacionit (200) dhe divertoréve té paré dhe té dyté (300).
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8. Sistemi sipas pretendimeve 1, 4-5 dhe 7, ku seksionet e para dhe té dyta té formacionit (200)
pérmbajné njé tub kuarci té zgjatur (210) me njé linjé kuarci.

9. Sistemi sipas pretendimeve 1, 4-5 dhe 7, ku sistemet e formacionit jané sisteme formacioni me fuqi
pulsuese.

10.  Sistemi sipas pretendimeve 1, 4-5 dhe 7, ku sistemet e formacionit pérmbajné njé shumicé njésish
té fugisé dhe kontrollit (220) té shogéruara me ato individualet e njé shumésie grupimi shiritash (230) pér
té energjizuar njé seri mbéshtjelljesh té njésive individuale té shumésisé sé grupimeve té shiritave (230) té
mbéshtjellura rreth tubit té zgjatur (210) té seksioneve té para dhe té dyta té formacionit (200).

11.  Sistemi sipas pretendimit 10, ku njésité individuale té shumésisé sé njésive té fuqisé dhe kontrollit
(220), pérmbajné njé mekanizém nxités (222) dhe njé sistem kontrolli.

12.  Sistemi sipas pretendimit 11, ku mekanizmi nxités (222) dhe sistemet e kontrollit té njésive
individuale té shumésisé sé njésive té fuqisé dhe njésive té kontrollit (220) jané té sinkronizueshme pér té
mundésuar formacionin statik t¢ FRC, ku FRC éshté formuar paraprakisht dhe mé pas injektohet ose
formacionin dinamik té FRC, ku FRC formohet dhe pérkthehet njékohésisht.

13.  Sistemi sipas pretendimeve 1, 4-5 dhe 7, ku shumésia e injektoréve té rrezeve atomike neutrale
(600), pérmban njé ose mé shumé injektoré té rrezeve atomike neutrale (600) me burim plazmatik RF dhe
njé ose mé shumé injektoré té rrezeve atomike neutrale (600) me burim té harkut.

14.  Sistemi sipas pretendimeve 1, 4-5 dhe 7, ku shumésia e injektoréve té rrezeve atomike neutrale
(600) jané té orientuara me njé shteg injeksioni tangencial ndaj FRC me njé zoné té bllokuar target brenda
ndarjes (451) té FRC.

15. Sistemi sipas pretendimeve 1, 4-5 dhe 7, ku sistemi marrés (800) pérmban njé ose mé shumé
sisteme depozitimi prej Titani (810) dhe sisteme depozitimi prej Litiumi (820) gé vesh sipérfaget pérballé
me plazmén e dhomés sé izolimit (100) dhe divertorét e paré dhe té dyté (300).

16.  Sistemi sipas pretendimeve 1, 4-5 dhe 7, ku elektrodat biazuese pérfshijné njé ose mé shumé nga
njé ose mé shumé prej elektrodave e treguara té vendosura brenda dhomés sé izolimit (100) pér té géné né
kontakt me linjat e fushés sé hapur, njé grup elektrodash unazore midis dhomés sé izolimit (100) dhe
seksionet e para dhe té dyta té formacionit (200) pér té ngarkuar shtresat e rrjedhes sé largét né ményré
azimutalisht simetrike, njé shumési elektrodash koncentrike té grumbulluara té vendosura né divertorét e
paré dhe té dyté (300) pér té ngarkuar shtresat e shumta té fluksit koncentrik, dhe anodat e arméve
plazmatike (350) pér té ndérpreré fluksin e hapur (452).
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(11) 8832

(97) EP3236985 / 25/09/2019
(96) 15813809.9 / 16/12/2015
(22) 13/12/2019

(21) AL/P/2019/874

(54) PEPTIDE TE REJA DHE KOMBINIM PEPTIDESH PER TU PERDORUR NE
IMUNOTERAPINE KUNDER KARCINOMES HEPATOQELIZORE (HCC) DHE KANCEREVE
TE TJERA
23/01/2020

(30) 201423016 23/12/2014 GB; 201501017 21/01/2015 GB and 201462096165 P 23/12/2014 US
(71) Immatics Biotechnologies GmbH

Paul-Ehrlich-Strasse 15, 72076 Tubingen, DE

(72) WEINSCHENK, Toni (Im Morgenrain 15, 73773 Aichwald); FRITSCHE, Jens (L&rchenweg 11,
72144 Dusslingen); MAHR, Andrea (Horemer 17, 72076 Tibingen); MULLER, Phillip (Obere
Karlsstrasse 14, 34117 Kassel); WIEBE, Anita (Quellenstrasse 49, 72124 Ruebgarten) ;MISSEL, Sarah
(Franzosische Allee 13, 72072 Tibingen)

(74) Ela SHOMO PANIDHA.

Euromarkpat Albania LTD , Rr. A.Z. Cajupi, Pall. 20/4, Ap.15, Tirané, 100

(57)
1.

Njé peptid gé pérmban sekuencén aminoacide té€ SEQ ID No. 53, dhe njé kripé e tij farmaceutikisht
e pranueshme, ku peptidi i pérmendur ka njé gjatési té pérgjithshme prej nga 10 deri né 30
aminoacide, ku peptidi i pérmendur ka aftésiné té lidhet tek njé molekulé e kompleksit té
histokompatibilitetit madhor njerézor (MHC) klasa-1, dhe ku peptidi i pérmendur, kur lidhet tek
MHC-ja, éshté i afté té njihet nga qelizat CD8 T.

Peptidi ose varianti i tij sipas pretendimit 1, ku peptidi i pérmendur ka njé gjatési té pérgjithshme
prej nga 10 deri né 16 aminoacide, dhe akoma mé preferueshém ku peptidi konsiston né njé
sekuencé aminoacide sipas SEQ ID No. 53.

Peptidi sipas Pretendimit 1 ose 2, ku peptidi i pérmendur pérfshin lidhje jo-peptide, dhe/ose ku
peptidi i pérmendur éshté pjesé e njé proteine ndérfutése qé pérmban aminoacide N-fundore té
zinxhirit té pandryshueshém (li) té shogéruar me antigjen t¢ HLA-DR-sé.

Njé antitrup, i tretshém ose me lidhje membranore, i cili specifikisht njeh peptidin sipas secilit prej
pretendimeve 1 ose 2, preferueshém peptidi sipas secilit prej pretendimeve 1 ose 2 i cili éshté njé
lidhje tek njé molekulé MHC.

Njé receptor i gelizés-T (TCR), i tretshém ose me lidhje membranore, gé reagon me njé ligand
HLA, ku ligandi i pérmendur ka té paktén 88% njéjtési me, dhe preferueshém konsiston né,
sekuencén aminoacide té pérzgjedhur nga grupi gé konsiston né SEQ ID No. 53, ku opsionalisht
TCR i pérmendur pérftohet si njé molekulé e tretshme dhe pér mé tej opsionalisht shfag njé
funksion efektor té tillé si njé zoné imuno-stimuluese ose toksiné.

Njé acid nukleik, gé kodon njé peptid sipas secilit prej pretendimeve 1 deri né 3, antitrupi sipas
pretendimit 4, TCR-ja sipas pretendimit 5, ose njé vektor shprehés qé shpreh acidin nukleik té
pérmendur.

Njé gelizé pritése e cila pérmban peptidin sipas secilit prej pretendimeve 1 deri né 3, ose acidi

nukleik ose vektori shprehés sipas pretendimit 6, ku geliza pritése e preferueshme éshté njé gelizé
antigjen pérfagésuese e tillé si njé gelizé dendritike, ose njé qgelizé T ose gelizé NK.
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10.

11.

12.

13.

14.

15.

Njé metodé pér té prodhuar njé peptid sipas secilit prej pretendimeve 1 deri né 3, antitrupi sipas
pretendimit 4, ose TCR-ja sipas pretendimit 5, ku metoda pérmban kultivimin e gelizés pritése
sipas pretendimit 7 gé paraget peptidin sipas secilit prej pretendimeve 1 deri né 3, ose shpreh
acidin nukleik ose vektorin shprehés sipas pretendimit 6, dhe izolimin e peptidit té pérmendur,
antitrupi i pérmendur ose TCR-ja e pérmendur nga geliza pritése dhe/ose ambjenti i tij i kultivimit.

Njé metodé in vitro pér té prodhuar limfocitet T té aktivizuara, ku metoda pérmban kontaktimin in
vitro té gelizave T me molekula MHC-je té klasés | njerézore té ngarkuara me antigjen té
shprehura né sipérfagen e njé gelize antigjen-paraqitése té pérshtatshme ose té njé strukture
artificiale gé imiton qelizén antigjen-paraqgitése pér njé periudhé kohore té mjaftueshme pér té
aktivizuar gelizat T té pérmendura né njé ményré specifike antigjene, ku antigjeni i pérmendur
éshté njé peptid sipas pretendimit 1 ose 2.

Njé qelizé T e aktivizuar, e prodhuar nga metoda sipas pretendimit 9, e cila né ményré
pérzgjedhése njeh njé gelizé e cila paraget njé polipeptid ge pérmban njé sekuencé aminoacide té
dhéné né pretendimin 1 ose 2.

Njé pérbérje farmaceutike qé pérmban té paktén njé pérbérés aktiv té pérzgjedhur nga grupi gé
konsiston né peptidin sipas secilit prej pretendimeve 1 deri né 3, antitrupi sipas pretendimit 4,
TCR-ja sipas pretendimit 5, acidi nukleik ose vektori shprehés sipas pretendimit 6, geliza pritése
pérmban njé vektor shprehés sipas pretendimit 7, geliza T e aktivizuar sipas pretendimit 10, dhe
njé transportues farmaceutikisht i pranueshém, dhe opsionalisht, mbushésa dhe/ose stabilizuesa
farmaceutikisht té pranueshém.

Peptidi sipas secilit prej pretendimeve 1 deri né 3, antitrupi sipas pretendimit 4, TCR-ja sipas
pretendimit 5, acidi nukleik ose vektori shprehés sipas pretendimit 6, geliza pritése pérmban
vektorin shprehés sipas pretendimit 7, geliza T e aktivizuar sipas pretendimit 10, ose pérbérja
farmaceutike sipas pretendimit 11 pér tu pérdorur né mjekési.

Peptidi sipas secilit prej pretendimeve 1 deri né 3, antitrupi sipas pretendimit 4, TCR-ja sipas
pretendimit 5, acidi nukleik ose vektori shprehés sipas pretendimit 6, geliza pritése pérmban
vektorin shprehés sipas pretendimit 7, qeliza T e aktivizuar sipas pretendimit 10, ose pérbérja
farmaceutike sipas pretendimit 11 pér tu pérdorur né trajtimin e kancerit.

Peptidi sipas secilit prej pretendimeve 1 deri né 3, antitrupi sipas pretendimit 4, TCR-ja sipas
pretendimit 5, acidi nukleik ose vektori shprehés sipas pretendimit 6, geliza pritése pérmban
vektorin shprehés sipas pretendimit 7, geliza T e aktivizuar sipas pretendimit 10, ose pérbérja
farmaceutike sipas pretendimit 11 pér tu sipas pretendimit 13, ku kanceri i pérmendur éshté
pérzgjedhur nga grupi i HCC-sé, kancerit té trurit, kancerit té veshkés, kancerit pankreatik,
kancerit té zorrés sé trashé ose kancerit rektal ose leugemisé dhe tumore té tjera qé tregojné njé
mbishprehje té CFHR5-és.

Njé set gé pérmban:

(a) njé konteiner gé pérmban njé pérbérje farmaceutike sipas pretendimit 11, né tretésiré ose né
formé té liofilizuar;

(b) opsionalisht, njé konteiner i dyté gé pérmban njé tretés ose njé tretésiré rindértuese pér
formulimin e liofilizuar;

(c) opsionalisht, té paktén njé ose mé shumé peptide té pérzgjedhur nga grupi gé konsiston né
SEQ ID No. 1 deri né SEQ ID No. 52, dhe SEQ ID No. 54 deri né SEQ ID No. 346, dhe

138



Buletini i Pronésisé Industriale

(d) opsionalisht, instruksione pér (i) té pérdorur tretésirén ose (ii) pér té rindértuar dhe/ose pér
té pérdorur formulimin e liofilizuar, dhe, opsionalisht,

pér mé tej pérmban njé ose mé shumé nga (iii) njé zbutés, (iv) njé tretés, (v) njé filtér, (vi) njé
age, ose njé shiringé.
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(11) 3833

(21) AL/P/2011/3866

(54) PREPARAT STANSOPORFINE ME PASTERTI TE LARTE NE SHKALLE TE GJERE;
(97) EP2079472/ 14/09/2011

(73 ) Mallinckrodt Hospital Products IP limited

College Business & Technology Park, Cruiserath Blanchardstown, Dublin 15,, IE

(74 ) Dhoma e Tregtisé dhe Industrisé Tirané (Albana LAKNORI)

Fusha e Aviacionit, Tirané

(11) 3833

(21) AL/P/2011/3866

(54) PREPARAT STANSOPORFINE ME PASTERTI TE LARTE NE SHKALLE TE GJERE;
(97) EP2079472/ 14/09/2011

(73 ) Mallinckrodt Hospital Products IP limited

College Business & Technology Park, Cruiserath Blanchardstown, Dublin 15,, IE

(74 ) Dhoma e Tregtisé dhe Industrisé Tirané (Albana LAKNORI)

Fusha e Aviacionit, Tirané

(11) 3833

(21) AL/P/2011/3866

(54) PREPARAT STANSOPORFINE ME PASTERTI TE LARTE NE SHKALLE TE GJERE;
(97) EP2079472 / 14/09/2011

(73) Mallinckrodt Hospital Products IP limited

College Business & Technology Park, Cruiserath Blanchardstown, Dublin 15,, IE

(74 ) Dhoma e Tregtisé dhe Industrisé Tirané (Albana LAKNORI)

Fusha e Aviacionit, Tirané

(11) 4415

(21) AL/P/2013/128

(54) ANTITRUPA MONOKLONALE KUNDER KLAUDIN-18 PER TRAJTIMIN E KANCERIT
(97) EP1948693/20/03/2013

( 73 ) Astellas Pharma Inc. and TRON - Translationale Onkologie an der Universitatsmedizin der
Johannes Gutenberg-Universitat Mainz gemeinnutzige GmbH

5-1, Nihonbashi-Honcho 2-chome, Chuo-ku, Tokyo 103-8411, , JP ;Freiligrathstrasse 12, 55131 Mainz,,
DE

(74) Ardit Lologi

Rr. "Déshmorét e 4 Shkurtit", Pall. 1/1, Kati 2,Tirané

(11) 5156

(21) AL/P/2014/307

(54) Sulfonamidé heterociklike, pérdorimet dhe komponimet e tyre farmaceutike
(97 ) EP2445883 /13/08/2014

(73) Biogen MA Inc.
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225 Binney Street Cambridge, Massachusetts 02142, US
(74) Krenar LOLOCI
Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)

(11) 6460

(21) AL/P/2017/123

( 54) HPN-100 PER TU PERDORUR NE TRAJTIMIN E CRREGULLIMEVE SI PASOJE E
MBAJTJES SE AZOTIT

(97 ) EP2846791/08/02/2017

(73) Immedica Pharma AB

Norrtullsgatan 15, 113 29 Stockholm, SE

(74) Ela SHOMO PANIDHA

Euromarkpat Albania LTD , Rr. Pjeter BOGDANI, P.20/4, Ap.7/5, Tirane, 100

(11) 6537

(21) AL/P/2017/128

(54) Pérbérésa anestezike dhe metodat e pérdorimit gé lidhen me to
(97) EP2802325/30/11/2016

(73) The General Hospital Corporation

55 Fruit Street Boston, MA 02114, US

(74) Raimonda KARAPICI

Rr. Ndreko Rino, Nd. 1, H. 34/Ap 28 Tirané

(11) 6580

(21) AL/P/2017/325

(54) BAR PER ELEMINIMIN E AZOTIT PER TU PERDORUR NE NJE METODE PER TRAJTIMIN
E CRREGULLIMIT TE MBAJTJES SE AZOTIT

(97) EP2760479 /03/05/2017

(73) Immedica Pharma AB

Norrtullsgatan 15, 113 29 Stockholm, SE

(74) Ela SHOMO PANIDHA

Euromarkpat Albania LTD , Rr. Pjeter BOGDANI, P.20/4, Ap.7/5, Tirane, 100

(11) 6925

(21) AL/P/2017/473

( 54) TERAPI E KOMBINUAR DUKE PERFSHIRE ANTITRUPA KUNDER KLAUDIN 18.2 PER
TRAJTIMIN E KANCERIT

(97) EP2852408/17/05/2017

( 73 ) TRON - Translationale Onkologie an der Universitdtsmedizin der Johannes Gutenberg-
Universitat Mainz gemeinniitzige GmbH and Astellas Pharma Inc.

Freiligrathstrasse 12, 55131 Mainz, DE ;5-1, Nihonbashi-Honcho 2-chome, Chuo-ku, Tokyo 103-8411,
Japan , JP

(74) Ardit Lologi
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Rr. "Déshmorét e 4 Shkurtit", Pall. 1/1, Kati 2, Tirané

(11) 6993

(21) AL/P/2017/743

(54) MONTIM VESHJEJE

(97) EP2732104 / 13/09/2017

(73) ESCO Group LLC

2141 NW 25th Avenue, Portland, OR , US

(74) Krenar LOLOCI

Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)

(11) 7956

(21) AL/P/2018/756

(54) SISTEM DHE METODE PER GAZIFIKIMIN E MATERIALIT ME KARBON
(97) EP3067407 / 15/08/2018

(73) Glock Okoenergie GmbH

Bengerstralel, 9112 Griffen, Austria, AT

(74) Vladimir NIKA

Bul " Bajram CURRI", Pall.2, Shk.3, Ap.4, Tirané
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(11) 3737

(21) AL/P/2011/3740

(54) INHALATOR PUDRE

(97) EP1658872/30/03/2011

(73) CHIESI FARMACEUTICI S.p.A.

Via Palermo, 26/A 43100 Parma, IT

(74 ) Ela SHOMO PANIDHA

Euromarkpat Albania LTD , Rr. Pjeter BOGDANI, P.20/4, Ap.7/5, Tirane, 100

(57)

1.

no

Sistem deaglomerizues (16) pér deaglomerizimin e njé medikamenti té pudrizuar, gé pérmban:

njé dhomé vorbulluese (73), ku dhoma vorbulluese (73) ka njé hyrje pér té furnizuar
medikamentin e pudrizuar,

dy gypéza ajrimi diametralisht té kundért (75) pér té drejtuar ajrin né ményré tangenciale
brenda dhomés vorbulluese (73), dhe

njé shkarkues (74) pér té nxjerré ajrin me medikamentin e pudrizuar té deaglomerizuar, ku
shkarkuesi (74) éshté zhvendosur né hapésiré nga gypézat e ajrimit (75) né njé drejtim
boshtor té sistemit deaglomerizues (16),

karakterizuar né até gé

njé mur i jashtém i secilit gypéz ajrimi (75) éshté lidhur tek gypéza e ajrimit tjetér pérkatése
(75) nga njé pjesé muri gjysmérrethore (79) te dhomes vorbulluese (73), ¢cdo pjesé muri
gjysmérrethore (79) éshté pozicionuar né ményré jo-koncentrike mbi njé bazé rrethore (77)
duke pércaktuar njé diametér d té dhomés vorbulluese (73), ku gendra e gjysmérrethorit
pérkatés té porcionit té murit (79) éshté pozicionuar né diametrin gé bashkon té dy gypézat
e ajrimit (75) té dhomés vorbulluese (73), dhe

dhoma vorbulluese (73) ka diametrin d prej 6mm <d < 10 mm.

Sistem deaglomerizues sipas pretendimit 1, karakterizuar né até qé
gypézat e ajrimit (75) jané sistemuar pérgjaté perimetrit té bazés rrethore (77) duke pércaktuar
diametrin d té dhomés vorbulluese (73).

Sistem deaglomerizues sipas pretendimeve 1 ose 2, karakterizuar né até qé

diametri i dhomés vorbulluese (73) éshté diametri mé i madh i mundshém i rrethit (77) i cili mund
té shtrihet brenda dhomés vorbulluese (73) né njé plan horizontal duke ndérpreré té paktén dy
gypézat e ajrimit (75) pa u shtriré jashté dhomés vorbulluese (73).

Sistem deaglomerizues sipas pretendimit 3, karakterizuar né até gé
dhoma vorbulluese (73) ka né planin horizontal njé ndérprerje planore eliptike thelbé&sore.

Sistem deaglomerizues sipas secilit prej pretendimeve 1 deri né 4, karakterizuar né até gé
dhoma vorbulluese (73) éshté projektuar rrotullueshmérisht simetrike né varési té aksit té saj
gjatésor gendror.

Sistem deaglomerizues sipas secilit prej pretendimeve 1 deri né 5, karakterizuar né até gé
dhoma vorbulluese (73) e ka diametrin d prej aférsisht 8 mm.

Sistem deaglomerizues sipas secilit prej pretendimeve 1 deri né 6, karakterizuar né até gé
dy gypézat e ajrimit té pé&rmendur (75) kané njé gjerési prej d/5 ku me d éshté shénuar diametri i
dhomeés vorbulluese (73).

Sistem deaglomerizues sipas secilit prej pretendimeve 1 deri né 7, karakterizuar né até gé
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gypi shkarkues (74) éshté shogéruar me njé kanal shkarkues pérkatés (27) gé ka njé ndérprerje
planore rrethore.

9. Sistem deaglomerizues sipas pretendimit 8, karakterizuar né até gé
kanali shkarkues (27) shtrihet pérgjaté dhe mbi té njéjtin bosht me aksin gjatésor gendror té
dhomeés vorbulluese (73).

10. Sistem deaglomerizues sipas pretendimit 7 ose 8, karakterizuar né até gé
kanali shkarkues (27) ka nje diameter prej 0.75-d ku me d éshté shénuar diametri i dhomés
vorbulluese (73).

11. Sistem deaglomerizues sipas secilit prej pretendimeve 1 deri ne 10, karakterizuar né até qé
dy gypézat e ajrimit (75) shogérohen me kanalizimet pérkatése té gypézave té ajrimit, dhoma
vorbulluese (73) éshté ndaré nga kanalizimet e gypézave té ajrimit nga mure anésore (78) duke
gené koncentrike me kanalizimet e gypézave té ajrimit.

12. Sistem deaglomerizues sipas pretendimit 12, karakterizuar né até qé
muret anésore (78) té cilat ndajné kanalizimet e gypézave té ajrimit nga dhoma vorbulluese (73)
pérfundojné né njé fileto e cila mund té keté nje rreze prej 0.3 mm.

13. Sistem deaglomerizues sipas secilit prej pretendimeve 1 deri ne 12, karakterizuar né até gé,
gypézat e ajrimit (75) shogérohen me kanalizimet pérkatése té gypézave té ajrimit, ku sipérfaqet e
sipérme té kanalizimeve té gypézave té ajrimit jané ekspozuar né ményré té tillé gé té lejojné
hyrjen e ajrit brenda kanalizime té gypézave té ajrimit.

14. Sistem deaglomerizues sipas pretendimit 13, karakterizuar né até gé,
sipérfaget e sipérme té kanalizimeve té gypave té ajrimit shfagen né njé kénd prej aférsisht 80°
pérgjaté njé drejtimi periferik té kanalizimeve té gypave té ajrimit.

15. Njé inhalator pudre qé ka nje kanal inhalacioni (27) me njé sistem deaglomerizues sipas secilit prej
pretendimeve 1 deri né 14.

(11) 4276

(21) AL/P/2013/3

(54) Liksizenatide si terapi shtese ndaj metformines dhe glargines se insulines per trajtimin e diabetit te
tipit 2;

(97) EP2329848 / 24/10/2012

(73) Sanofi-Aventis Deutschland GmbH

Briningstrasse 50 65929 Frankfurt am Main , DE

(74) Krenar LOLOCI

Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)

(57)

1. Njé kombinim pér pérdorim né trajtimin e diabetit mellitus té tipit 2, ku kombinimi pérmban

(@) desPro®Exendin-4(1-39)-Lyss-NH, ose/dhe njé kripé té saj té pranueshme
farmaceutikisht,

(b) glargine insuline ose/dhe njé kripé té saj té pranueshme farmaceutikisht, dhe

(c) metforminé ose/ dhe njé kripé té saj té pranueshme farmaceutikisht.
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2. Kombinimi pér pérdorim sipas pretendimit 1, ku desPro®Exendin-4(1-39)-Lyss-NH. ose/dhe njé
kripé e saj e pranueshme farmaceutikisht pérdoret nén-l1ékuré.

3. Kombinimi pér pérdorim sipas pretendimit 1 ose 2, ku glargine e insulinés ose/dhe njé kripé e saj e
pranueshme farmaceutikisht pérdoret nén-lékuré.

4. Kombinimi pér pérdorim sipas cdonjérit prej pretendimeve 1 né 3, ku metformina pérdoret
oralisht.

5. Kombinimi pér pérdorim sipas ¢donjérit prej pretendimeve paraardhése, ku desPro*®Exendin-4(1-
39)-Lyss-NH2 ose/dhe njé kripé e pranueshme farmaceutikisht pérdoret né njé terapi shtesé né
pérdorimin e metforminés dhe glargines sé insulinés.

6. Kombinimi pér pérdorim sipas ¢donjérit prej pretendimeve paraardhése, ku subjekti gé do té
trajtohet éshté njé person madhor.

7. Kombinimi pér pérdorim sipas ¢donjérit prej pretendimeve paraardhése, ku diabeti mellitus i tipit 2
nuk kontrollohet né ményré adekuate vetém me metforminén dhe insulinén.

8. Kombinimi pér pérdorim sipas pretendimit 7, ku trajtimi me njé dozé prej té paktén vetém 1.5
g/dité metforminé dhe té paktén 10 njési/dité pér tre muaj nuk e kontrollon né ményré adekuate
diabetin mellitus té tipit 2.

9. Kombinimi pér pérdorim sipas ¢donjérit prej pretendimeve paraardhése, ku subjekti gé do té
trajtohet ka njé vleré HbA1 c né kufirin nga 7% deri né 10% ose/dhe njé pérgendrim shpejtues
glukozé plazme prej té paktén 7 mmol/L ose/dhe 2 oré glukozé postprandiale plazme prej té paktén
11.1 mmol/L.

10. Njé kombinim farmaceutik gé pérmban

(@) desPro®Exendin-4(1-39)-Lyss-NH, ose/dhe njé kripé té saj té pranueshme
farmaceutikisht,

(b) glargine insuline ose/dhe njé kripé té saj té pranueshme farmaceutikisht, dhe

(c) metforminé ose/ dhe njé kripé té saj té pranueshme farmaceutikisht.

11. Kombinimi i pretendimit 10, ku kombinimi éshté pér pérdorim né trajtimin e diabetit mellitus té
tipit 2.

(11) 4534

(21) AL/P/2013/203

( 54) TRAJTIMI | SIMPTOMAVE TE SEMUNDJES SE PARKINSTONIT ME ALKYLAMINE PA
IMIDAZOL SI LIGANDA TE RECEPTORIT HISTAMIN H3

(97) EP1863487 /29/05/2013

(73) BIOPROJET

30, rue des Francs-Bourgeois 75003 Paris , FR

(74) Neriza Brami

Rr. Ibrahim Rugova, Sky Tower, Kati 8/3, Tirane
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(57)

1. Pérbérés pér pérdorim né trajtimin e pérgjumjes sé tepért gjaté dités, e shogéruar me sémundjen e
Parkinsonit ose apnené obstruktive té gjumit, sic éshté komponimi 3- (4-klorofenil) propil 3-
piperidinopropil eter, ose kripérat e tij, hidratet ose kripérat e hidratuara farmaceutikisht té
pranueshme, ose strukturat polimorfike té Kkristalit té kétij kompleksi ose izomerét optiké té tij,
racematet, diastereoizomeret ose enantiomeret.

2. Pérbérési pér pérdorim sipas kérkesés 1, ku pérbérési éshté né formén e njé kripe farmaceutikisht
té pranueshme dhe kripa e pérmendur zgjidhet nga grupi i pérbéré nga hidroklorur, hidrobromid,
maleat hidrogjeni ose oksalat hidrogjeni.

3. Njé kombinim gé pérfshin njé pérbérje sipas kérkesés 1 ose 2 me njé medikament anti-parkinson.

4. Kombinimi sipas kérkesés 3 ku medikamenti antiparkinsonian éshté zgjedhur nga levodopa,
ropinorole, lisuride, bromocriptine dhe pramixepole.

(11) 5656

(21) AL/P/2016/30

(54) MBULESE PER NJE PAJISJE PER QELLIME MJEKESORE

(97) EP2575590/ 16/12/2015

(73) Arc Medical Design Limited

First Floor 43 Park Place,Leeds, Yorkshire LS1 2RY, GB

(74) Ardit Lologi

Rr. "Déshmorét e 4 Shkurtit", Pall. 1/1, Kati 2, Tirané

(57)

1. Njé mbulesé (1) pér boshtin e pajisjes pér géllime mjekésore (33), boshti gé pérmban njé anétar gypor
gjatésoré (3) dhe qé ndodhet i1 rregulluar pér t’u aplikuar mbi njé cep skajor t€ boshtit t& pajisjes pér
géllime mjekésore me mbulesén gé shtrihet népér gjatésiné e té paktén njé fundi skajor té boshtit, anétari
gypor gé pérmban njé sipérfage té bréndshme (7) njé pjesé e sé cilés té pakté mbérthen boshtin dhe mban
mbulesén né vend dhe njé sipérfage té jashtme gé pérmban njé shumicé té elementéve projektues té ndaré
(2), té karakterizuar né até gé elementét projektues té ndaré jané varur dhe bashkélidhur tek njé
sipérfage e jashtme e anétarit gypor gjatésor, secili element projektues kané njé cep dhe njé bazé,
elementét projektues gé ndodhen té lévizshém rreth bazés sé tyre té varur nga njé kénd 0° ku cepat e
elementéve projektues piketojné drejt njé fundi proksimal t& mjetit pér géllime mjekésore, tek njé kénd
prej 170 ° — 180° ku qé cepat e elementéve projektues piketojén drejt fundit skajor t€ mjetit pér géllime
mjekésore ose cdo kénd ndérmjet O deri 170-180° dhe mw tej ku elementét projektues (2) jané té
Iévizshém ndérmjet njé pozicioni pushimi deri né njé pozicion té dyté ku cepi i elementit projektues éshté
substancialisht paralel tek njé aks gjatésoré i mjetit pér gqéllime mjekésore (33) dhe tek njé pozicion i treté
qé éshté tek njé kénd aférsisht pingul tek aksi gjatésor i boshtit t&€ mjetit pér géllime mjekésore né ményré
gé elementét projektues té pérmendur jané shpérndaré pér té kontaktuar me dhe té japin mbéshtetje pér
dhe té zgjerojné njé mur lumen té njé trup kalimi brenda té cilit mjeti pér géllime mjekésore ka qéné futur,
elementét projektues gé ndodhen né Iévizje pértej pozicionit té treté tek njé pozicion i katért ku Iévizin
lehté mbi njé piké kritike drejt fundit skajor té mjetit pér géllime mjekésore né ményré qé mjeti pér
géllime mjekésore mund té térhiget pérmes grykés brenda té cilés ishte futur mé paré.

2. Njé mbulesé sipas secilit pretendim 1 ku bashkélidhésja e elementéve projektues tek sipérfagja e
jashtme e anétarit gypor gjatésor éshté secili duke géné i formuar integralisht me to ose duke géné i
modeluar me to.
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3. Njé€ mbulesé sipas ndonjé nga pretendimet paraprijése ku mbulesa €shté rregulluar pér t’u aplikuar mbi
boshtin e mjetit pér géllime mjekésore né ményré gé ta rrethoj até dhe té shtrihet gjaté té paktén njé rajoni
té cepit té boshtit.

4. Njé mbulesé sipas ndonjé nga pretendimet paraprijése ku elementét projektues (2) jané né formén e
gimeve, majave, gjémbave, pluhura minerali i holluar, kunjave, lopata ose koneve dhe jané rregulluar pér
t’u shtrir€ s€ jashtmi dhe larg nga sipérfagja e jashtme e anétarit gypor t& zgjatur.

5. Njé mbulesé sipas ndonjé nga pretendimet paraprijése ku elementét projektues jané cilindriké, koniké
ose i holluar.

6. Njé mbulesé sipas ndonjé nga pretendimet paraprijése ku té paktén njé pjesé e sipérfages sé bréndshme
(7) i anétarit gypor i cili shtréngon boshtin dhe mban mbulesén né vend éshté ose rajoni fundor proksimal
ose skajor i anétarit gypor ose e gjithé sipérfagja e bréndshme e anétarit gypor.

7. Njé mbulesé sipas ndonjé nga pretendimet paraprijése ku anétari gypor i zgjatur éshté edhe njé anétar
gypor i ngjitur ose né ményré alternative éshté dhéné me té cara gjatésore, dallgézime ose me vrima (30)
gé vazhdojné né njé drejtim gjatésor dhe paralel me aksi gjatésoré té mjetit pér géllime mjekésore, ku
opsionalisht numri i té carave gjatésore ose vrimat éshté né ményré direkte proporcionale tek numri i
elementéve projektues (2) dhe ku elementét projektues gjénden té pozicionuar né té carat gjatésore ose
vrimat ndérmjet pjeséve solid té anétarit gypor.

8. Njé mbulesé sipas ndonjé nga pretendimet paraprijése ku gjatésia e elementéve projektues jané té
shkurtér né ményré margjinalisht tek secili ose té dyja fundet skajore ose proksimale té€ mbulesés.

9. Njé mbulesé sipas pretendimit 8 ku elementét projektues qé jané té njé gjatésie mé té gjaté jané mé
shumeé fleksibél dhe jané ndértuar tek njé material i buté se elementét projektues té njé gjatésie té shkurtér.

10. Njé mbulesé sipas ndonjé nga pretendimet paraprijése ku anétari gypor i zgjatur dhe/ose elementét
projektues jané ndértuar nga njé material fleksibél biokompatibél i zgjedhur nga grupi gé pérmban
polimere, plastike, elastomere, silikon dhe materiale elastomerik silikon dhe kaucuk.

11. Njé mbulesé sipas ndonjé pretendimet paraprijése ku elemtentét projektues né njé pozicion pushimi
jané kénddrejt mjaftueshém né lidhje me aksi gjatésor géndror té boshtit t& mjetit pér géllime mjekésore
tek njé kénd ndérmjet 35° deri 85°.

12. Njé mbulesé sipas ndonjé nga pretendimet paraprijése gé pérmban mé tej njé mansheté pérbri (25).

13. Njé mbulesé sipas pretendimit 13 ku mansheta pérbri &shté vendosur mbi mbulesén dhe éshté dhéné
me ta cara gjatésore ose vrima (26) prej aférsisht té dimensioneve té njéjta sic jané ato té mbulesés (1) né
ményré q€ elementét projektues (2) jané t€ afté pér t’u zgjatur pérmes té€ carave t€ zgjatura ose vrimave t&é

rradhitura (26).

14. Njé mbulesé sipas secilit pretendim 13 ose 14 ku mansheta pérbri (25) éshté i gjatési sé njéjté ose
aférsisht sa edhe mbulesa.

15. Njé mbulesé sipas ndonjé nga pretendimet paraprijése qé pérmban mé tej njé ményré shikimi (20) tek
fundi i skajshém e cila éshté opsionalisht né formén e njé fundi té kapaku plastik transparent i pakufizuar.
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16. Njé mjet pér géllime mjekésore gé pérmban mbulesén sipas ndonjé nga pretendimet 1 deri 16 pér té
formuar té paktén njé pjesé té boshtit skajor.

(11) 6457

(21) AL/P/2017/185

(54) DERIVATE KROMANIL PER TRAJTIMIN E SEMUNDJES MITOKONDRIALE
(97) EP2872497/08/03/2017

(73) KHONDRION IP B.V.

Van Heemstraweg 49 e6641 AA Beuningen (Gld), NL

(74) Krenar LOLOCI

Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)

(57)

1.

Pérbérja e formulés sé pérgjithshme (1):

HO
RY
N—-L—g\li—Ra
O ke x@
0 (D,

ku
- L éshté njé lidhés gé pérfshin 1 deri né 10 atome té shtyllés opsionalisht té zévendésueshém té

zgjedhur nga karbon, nitrogjen dhe oksigjen, ku L éshté zgjedhur nga
-CH2-CH2-NH-C(0)-CH2-(L?),
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ose

-CH,-CH,-CH,~(L3),
-CH,-CH,-NH-C(NH,)=(L4),
-CH,-CH,-NH-C(0)-CH,-NH-C(NH,)=(L5),
-CHy-CHy-CH,-NH-C(NH,)=(L8),
-CH,-CH,-NH-C(Me)=(L7),
-CH,-CH,-NH-C(O)-CH,-NH-C(Me)=(L8),
-CH,-CHy-CH,-NH-C(Me)=(L9),
-CH,-CHo-NRT-C(NH,)=(L19),
-C(CO,H)-CH,-CH,-CH,~(L1"),

-C(CO4H)-CH,-CH,-CHo-NH-C(NH,)=(L12),

-C(CO;H)-CH,-(L13),
'C(CDEH}'CHE-CHZ-{LM},
-C(CO;H)-CH5-CH5-CH4-CH4-(L19),
-CH,-CH4-CH5-CH4-(L18),
-CH,-CH45-CH5-CH4-CHo-(L 1),
-CHRZ-C(0)-(L18),

CHR2-CH,~(L9),
~CHR5-CH,-NR5'-C(Me)=(L20),

~CHRZ-CH,-CH,(L2"),
-CH,-CH,-CHR"-(L22),
-CH,-CHo-CHR"-NH-C(0)-C(Me)-(L23),
~CH,-CHR™-(L24),

-CH,-CHR"-NH-C(Me)=(L25),
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-CHRs-CH2-CH2-CHRY'-(L2%);
dhe

- R! dhe R? zgjidhen secili né ményré té pavarur nga hidrogjen dhe C; - Cg alkil, ose R* dhe R?
bashkohen sé bashku pér té formuar njé lidhés té dyté midis atomit nitrogjen amide dhe atomit
nitrogjen kationik, ose R bashkohet me R!" né njé strukturé ciklike me 4-10 elemente dhe/ose R?
bashkohet me R?' né njé strukturé ciklike me 4-10 elemente; dhe
- R® zgjidhet nga hidrogjen dhe C1 - Cs alkil, ku pjesa alkil mund té zévendésohet me njé ose mé
shumé atome halogjen ose pjesé (halo)alkoksi, ose R® mungon kur atomi nitrogjen kationik éshté
pjesé e njé pjese imine; dhe
- R* zgjidhet nga hidrogjen dhe C1 - Cs alkil, ku pjesa alkil mund té zévendésohet me njé ose mé
shumé atome halogjen ose pjesé (halo)alkoksi; dhe
- R® bashkohet me R®' ng njé strukturé ciklike me 4-10 elemente, dhe
- X" éshté njé anion farmaceutikisht i pranueshém,

ku pérbérja nuk éshté:

(i) pérbérja e formulés (1), ku L = -(CH2)s-(L%), R* = H, R?
(i) pérbérja e formulés (1), ku L = -(CH2)s-(L3), R'=H, R?
cila éshté né konfigurimin S- né pozicionin 2-;

2. Pérbérja sipas pretendimit 1, ku X = CI, I, TFA ose formate.

3. Pérbérja sipas ¢donjérit prej pretendimeve 1 - 2, ku
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- L =-(CH,),NHC(O)CH,-(L?), R' =H, RZ= H, R® = H, R* = H; X = CI; ose
- L =-(CH),NHC(NH,)= (L%), R! = H, R2 = H, R3 = mungon R4 = H; X = TFA;

ose

- L = -(CH,),NHC(O)CH,NHC(NH,)= (L5), R! = H, R2 = H, R? = mungon, R4 = H; X = TFA; ose

- L = -(CH,)sNHC(NH,)= (L6), R! = H, R2 = H, R? =mungon R4 = H; X = TFA;

ose

-L =-(CHp)s- (L3), R = H, R2 = Me, R = Me, R* = Me; X = |; ose

- L =-(CH,),NHC(Me)= (L7), R = H, RZ = H, R3 = mungon R4 = H; X = C|; °s¢

- L = +(CH,),NHC(O)CH,NHC(Me)= (L8), R' = H, R? = H, R3 = mungon, R4 = H; X = CI; ose

- L =-(CH)3;NHC(Me)= (L9), R! = H, R2 = H, R3 =mungon R* = H; X = Cl; ose

- L =-(CH,),NRTC(NH,)= (L19), R1-R" = -(CH,),- (L"), R2 = H, R3 = mungon R* = H; X = TFA; ose
-L= 'C(COzH)(CH2)3- (L”). Rl= H, R2 =H, R3 =H, R4 =H; X=Cl; ose

- L = -C(CO,H)(CH;)sNHC(NH,)=(L12), R! = H, RZ = H, R® = mungon R* = H; X = Cl; ose

-L =-C(CO,H)CH,- (L13), R1=H,R2=H,R3=H, R* = H; X = CI; ose

- L =-C(CO,H)(CH,),- (L14), R =H, R2=H, R¥ = H, R* = H; X = Cl; 0s¢

-L =-C(CO,H)(CH,);- (L'5),R1=H,R2=H, R3=H, R*= H; X = Cl; ose

- L =-C(CO,H)(CH,)5- (L'1), R = H, R2 = Me, R3 = Me, R* = H; X = Cl; ose
-L=-(CH,)s-(L'®),R'=H,RZ2=H,R3=H,R*=H; X = Cl; ose

-L=-(CHy)s- (LV7),RT=H,R2=H,R3=H,R4=H; X = CI; ose

-L =-(CH,),- (L'6), R! = H, R2 = Me, R3 = Me, R* = H; X = Cl; ose

-L =-CHRZC(0)- (L'8), R! = H, R2-R? = -(CH,)5- (L3), R3 = H, R* = H; X = Cl; ose

-L =-CHRZCH,- (L19), R' = H, R%-R? = -(CH,)5- (L3), R3 = H, R* = H; X = Cl; ose

- L = -CHRSCH,NR®C(Me)= (L29), R" = H, R? = H, R5-R% = (CH,)5- (L?), R® = mungon, R* = H; X = Cl;0se
- L = -CHRZ(CHy,),- (L21), R' = H, RZR? = -(CH,),- (L"), R® = H, R4 = H; X = Cl; ose

-L =-(CH,),CHR"- (L), R"-R" = -(CH,),- (L"), R2=H, R3=H, R* = H; X = CI; ose

- L = -(CH,),CHRTNHC(0)C(Me)- (L23), R1-R! = -(CH,),- (L), R2=H,R3 =H, R = H; X = CI; ose
-L =-CH,CHR'- (L2%), R1-R" = -(CH,)3- (L3), R2 =H, R3 = H, R4 = H; X = CI; ose

- L = -CH,'CHRYNHC(Me)= (L25), R1-R"" = -(CH,)s- (L), RZ = H, R3 = mungon, R4 = H; X = CI; ose
- L = -CHR3(CH,),CHR%- (L%), R! = H, RZ = H, R5-R% = -(CH,),- (L"), R®=H, R* = H; X = Cl; ose
-L =-CHRZCH,- (L'9), R = H, R2-R? = -(CH,)s- (L3), R3 = Me, R* = H; X = Cl; 0se

-L =-CHRZCH,- (L'9), R' = H, R%-R? = -(CH,),- (L"), R¥®=H,R*=H; X = CI; ose

- L = -CHRZ(CH,),- (L21), R'= H, RZR? = -(CH,),- (L"), R®= Me, R* = H; X = CI.

4. Pérbérja sipas pretendimit 34, ku

- L = -(CH,),NHC({O)CH,NHC(NH,)= (L5), R' = H, R2 = H, R3 = mungon R* = H; X = TFA; ose
- L = -(CH,),NHC(O)CH,NHC(Me)= (L8), RT = H, RZ = H, R3 =mungon, R* = H; X = CI; ose
-L =-C(CO5H)(CH,)s- (L), R =H,R2=H, R3=H, R4 = H; X = CI; ose

- L = -C(CO,H)(CH,)sNHC(NH,)= (L'2), R' = H, R2 = H, R3 = mungon R* = H; X = CI; ose

-L =-(CH,)s (L'7),R1=H,R2=H,R3=H, R*=H; X = Cl; ose

- L =-(CH,),- (L'8), R" =H, RZ= Me, R® = Me, R* = H; X = CI; ose

-L =-CHRZCH,- (L19), R = H, R2-RZ = -(CH)5- (L3), R3 =H, R4=H; X = Cl; ose

- L = -CHRZ(CH,),- (L2"), R' = H, RZ-RZ = -(CH,),- (L"), R®=H, R* = H; X = CI; ose

- L = -CHRS5(CH,),CHRS5- (L26), R1 = H, R2 = H, R5-R5' = -(CH,),- (L'), R = H, R4 = H; X = Cl; ose
-L=-CHRZCH,- (L19), R = H, R2-RZ =-(CH,)4- (L3), R3 = Me, R* = H; X = CI; ose

- L =-CHRZ(CH,),- (L21), R' = H, RZ-R2 = -(CH,),- (L), R3=Me, R* = H; X =Cl.

5. Pérbérja sipas pretendimit 34, ku
- L=-(CH2)s- (L?), R =H, R?=Me, R®=Me, R* = Me; X = |
6. Pérbérja e formulés sé pérgjithshme (I):
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HO

R1 R2
i
N~L—&fvi~ﬂﬂ
4
R XE:'
0 .

ku

-L=+(CH,),- (L"), R'=H,R2=H,R3=H, R*=H: X = CI; ose
-L =-(CH,),- (L"), R'=H, R2= Me, R3 = Me, R* =Me: X = I.

7. Njé kompozim farmaceutik ose kozmetik gé pérfshin njé pérbérje sipas ¢donjérit prej pretendimeve 1 -
6 dhe njé mbartés fiziologjikisht té pranueshém.

8. Njé pérbérje sipas ¢donjérit prej pretendimeve 1 - 6, pér pérdorim si njé medikament.

9. Njé pérbérje sipas ¢donjérit prej pretendimeve 1 - 6, pér pérdorim né modulimin e té paktén njérit prej
morfologjisé mitokondriale dhe shprehjes sé enzimave OXPHOS.

10. Njé pérbérje pér pérdorim né trajtimin, parandalimin, ose shtypjen e simptomave té lidhura me njé
¢rregullim mitokondrial, ku pérbérja éshté njé pérbérje e formulés sé pérgjithshme (I):

HO

WP
NMLm&h}Ra
4
R XG

0 O,
ku

- L &shté njé lidhés gé pérfshin 1 deri né 10 atome té shtyllés opsionalizsht té zévendésueshém té
zgjedhur nga karbon, nitrogjen dhe oksigjen, ku L éshté zgjedhur nga

-CH,-CHo-NH-C(0)-CHo- (L2),
-CH,-CH,-CH,- (L),
-CH,-CH,NH-C(NH,)= (L#).
-CH,-CH,-NH-C(0)-CH,-NH-C(NH,)= (L5),
-CHy-CH,-CH,-NH-C(NH,)= (L8),

-CH,-CH,-NH-C(Me)= (L7),
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-CH,-CH,-NH-C(0)-CH,-NH-C(Me)= (L),
-CH,-CH45-CH5-NH-C(Me)= (L9),
-CH,-CH,-NRT-C(NH,)= (L19),
-C(CO,H)-CH,)-CH4-CH,- (L11),
-C(CO,H)-CH3)-CH,-CH5-NH-C(NH,)= (L12),
-C(CO,H)-CH,~(L13),
-C(CO;H)-CH45-CH,)- (L14),
-C(CO,H)-CH,)-CH,)-CH5-CH,- (L19),
-CH,-CH,-CH,-CH,- (L16),
-CH,-CH45-CH5-CH,-CH.- (L17),
-CHRZ'-C(O)- (L"8),
-CHRZ-CH.- (L19),
-CHR3-CH,-NR¥-C(Me)= (L20),
-CHRZ-CH4-CH,- (L21),

-CH,-CHo-CHR*- (L22),
-CH,-CH,-CHR""-NH-C(0)-C(Me)- (L23),

-CH,-CHR™- (L24),

-CH,-CHR"-NH-C(Me)= (L25),

ose
-CHRS-CH,-CH,-CHRS"- (L29);

dhe

- R dhe R? zgjidhen secili né ményré té pavarur nga hidrogjen dhe C: - Cg alkil, ose R dhe R? bashkohen
sé bashku pér té formuar njé lidhés té dyté midis atomit nitrogjen amide dhe atomit nitrogjen kationik, ose
R? bashkohet me njé R" né njé strukturé ciklike me 4-10 elemente dhe/ose R? bashkohet me R?né njé
strukturé ciklike me 4-10 elemente; dhe

- R® zgjidhet nga hidrogjen dhe Ci - Cs alkil, ku pjesa alkil mund té zévendésohet me njé ose mé shumé
atome halogjen ose pjesé (halo)alkoksi, ose R® mungon kur atomi nitrogjen kationik éshté pjesé e njé pjese
imine; dhe
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- R* zgjidhet nga hidrogjen dhe C; - Cg alkil, ku pjesa alkil mund t& zévendésohet me njé ose mé shumé
atome halogjen ose pjesé (halo)alkoksi; dhe

- R® bashkohet me R né njé strukturé ciklike me 4-10 elemente, dhe

- X" éshté njé anion farmaceutikisht i pranueshém.

11. Pérbérja pér pérdorim sipas pretendimit 10, ku

- L = -(CH,),NHC(O)CH,NHC(NH,)= (L5), R = H, RZ = H, R3 =mmungon, R* = H; X = TFA; ose
- L = -(CH,),NHC(0)CH,NHC(Me)= (L8), R! = H, R2 = H, R3 =mungon, R4 = H; X = CI; ose
-L =-C(CO,H)(CHy)5 (L"), R =H,RZ=H, R3 = H, R% = H; X = CI; 0s¢

- L = -C(CO,H)(CH4)sNHC(NH,)= (L12), R' = H, R2 = H, R3 = mungon R* = H; X = C; ose

L =-(CH,)s (L7),RT=H,RZ=H,R3=H, R4 = H; X = CI; ose

-L =-(CHy)4 (L8), R1 = H, R2 = Me, R3 = Me, R* = H; X = CI; ose

-L =-CHR2ZCH,- (L19), R! = H, R2-RZ = -(CH,)5- (L3), R¥ = H, R4 = H: X = CI: ose

- L =-CHR2(CH,),- (L2"), R! = H, RZ-RZ = ~(CH,),- (L1), R3 = H, R* = H; X = CI; ose

- L =-CHR5(CH,),CHRS- (L26), R = H, RZ = H, R5-R5 = -(CH,),- (L), R¥=H, R* =H; X = Cl; ose
-L =-CHRZCH,- (L19), R! = H, RZ-RZ = -(CH,)5- (L3), R3 = Me, R4 = H: X = CI; 0se

-L =-CHR2(CH,),- (L"), R! = H, R&-RZ = ~(CH,),- (L), R3 = Me, R* = H; X = CL.

12. Njé pérbérje pér pérdorim sipas pretendimit 10 ose 11, ku ¢rregullimi mitokondrial éshté njé
crregullim i zgjedhur nga grupi i pérbéré prej: epilepsi Mioklonike; Epilepsi Mioklonike me Fibra té Kuge
té Copétuara (MERRF); Neuropati Optike e Trashégueshme e Leber-it (LHON); ataksia neuropati dhe
pigmentoza retinitit (NARP); Miopati Mitokondriale, Enkefalopati, Laktakidozé, Goditje cerebrale
(MELAS); Sindroma Leigh; Sindroma e ngjashme me Leigh; atrofi Optike Dominante (DOA); Sindroma
Kearns-Sayre (KSS); Diabeti i Trashégueshém Maternal dhe Shurdhimi (MIDD); sindroma Alpers-
Huttenlocher; spektri Neuropati Ataksia; Oftalmoplegjia e Jashtme Progresive Kronike (CPEO); sindroma
Pearson; Enkefalopati Neuro-Gastro-Intestinale Mitokondriale (MNGIE); sindroma Sengers; akiduria 3-
metilglutakonik, shurdhimi sensorineural, enkefalopati dhe gjetjet neuroradiologjike té sindromés sé
ngjashme me Leigh (MEGDEL); miopati; miopati mitokondriale; kardiomiopati; dhe enkefalomiopati,
SURF1(sindroma Leigh e mangét e COX pér shkak t& mangésisé sé proteinés sé ngopur té kompleksit 1V)
dhe mangésité OXPHOS té izoluara ose té kombinuara me defekte gjenetike té pazgjidhura deri tani gé
pérmbajné oksidim piruvate té trazuar dhe norma té prodhimit ATP plus PCr.

13. Njé pérbérje sipas ¢donjérit prej pretendimeve 3 - 6, pér pérdorim né trajtimin, parandalimin, ose
shtypjen e simptomave té lidhura me njé gjendje té lidhur me mosfunksionimin mitokondrial, ku, né
ményré té preferuar pérbérja éshté njé pérbérje sipas pretendimit 5.

14. Njé pérbérje pér pérdorim sipas pretendimit 13, ku gjendja e lidhur me mosfunksionimin mitokondrial
éshté njé gjendje e zgjedhur nga grupi i pérbéré prej: Ataksia e Friedreich-it (FRDA); acidozé tubulare
renale; sémundja e Parkinson-it; sémundja e Alzheimer-it; skleroza laterale amiotrofike (ALS); sémundja
e Huntington-it; ¢rregullime pervazive zhvillimore; humbje e dégjimit; shurdhim; diabeti; plakja; dhe
efektet anésore té ilacit gé pengon funksionimin mitokondrial.

15. Njé pérbérje pér pérdorim sipas ¢cdonjérit prej pretendimeve 10 - 14, ku njé shénues klinik i matshém
pérdoret pér té vlerésuar efikasitetin e terapisé qé pérdor pérbérjet e shpikjes.

16. Njé pérbérje pér pérdorim sipas pretendimit 15, ku shénuesi klinik éshté njé ose mé shumé shénues té
zgjedhur nga grupi i pérbéré prej niveleve (laktateve) té acidit laktik, qofté né gjithé gjakun, plazma, Iéngu
cerebroshpinor, ose l1éngu ventrikular cerebral; nivele (piruvate) té acidit piruvik, gofté né gjithé gjakun,
plazma, Iéngu cerebroshpinor, ose I1éngu ventrikular cerebral; raporte laktate/piruvate, gofté né gjithé
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gjakun, plazma, 1éngu cerebroshpinor, ose 1éngu ventrikular cerebral; aminoacide, né vecanti alanine,
citruline dhe proline né gjithé gjakun, plazma ose léngu cerebroshpinor, acide organike né Iéngje té trupit;
FGF21 né serum dhe muskuj skeletik; nivele fosfokreatine, nivele NADH (NADH + H*) ose NADPH
(NADPH + H™); nivele NAD ose NADP; nivele ATP; kufiri anaerobik; nivele té reduktuara té koenzimés
Q (CoQ"9); koenzimé e oksidizuar Q (nivele CoQ%; nivele té koenzimés pérfundimtare Q (CoQ'); nivele
té citokromés sé oksidizuar C; nivele té reduktuara té citokromés C; raporti citokromé e oksidizuar C/
citokromé e reduktuar C; nivele acetoacetate, nivele beta-hidroksi butirate, raporti
acetoacetate/betahidroksi butirate, nivele 8-hidroksi-2’-deoksiguanosine (8-OHdG); nivele té llojit
oksigjen reaktiv; dhe nivele té konsumimit oksigjen (VO2), nivele té prodhimit té karbon diokside
(VCO2), dhe koeficienti respirator (VCO2/V0O2).

17. Njé pérbérje pér pérdorim né trajtimin, parandalimin, ose shtypjen e simptomave té lidhura me njé
sémundje neoplastike, ku pérbérja éshté njé pérbérje e formulés sé pérgjithshme (1):

ku

-L =-(CH,)4 (L3), R = H, R2 = Me, R3 = Me, R* = Me; X = |;0s¢
-L =-(CH,),- (L"), RT=H,R2=Me, R3 = Me, R* = Me; X = I.

18. Njé pérbérje pér pérdorim sipas pretendimit 17, ku sémundja neoplastike éshté kancer, né ményré té
preferuar njé kancer i zgjedhur nga grupi gé pérfshin njé karcinoma té gelizés bazore, kancer i kockave,
kancer i zorrés, kancer i trurit, kancer i gjirit, kancer cervikal, leucemia, kancer i mélcisé, kancer i
mushkérive, limfoma, melanoma, kancer ovarian, kancer pankreatik, kancer i prostatés ose kancer i
tiroides.

19. Njé metodé kozmetike pér trajtimin ose frenimin e plakjes sé métejshme té lékurés né njé subjekt,
metoda gé pérfshin hapin e administrimit né lékurén e subjektit té njé sasie efektive té njé kompozimi qé
pérfshin njé pérbérje té formulés sé pérgjithshme (1):

HO
R’ 2
|
o N"L"(-BNE-RE'
4
o iy
(@,

ku

- L éshté njé lidhés gé pérfshin 1 deri né 10 atome té shtyllés opsionalisht t& zévendésueshém té
zgjedhur nga karbon, nitrogjen dhe oksigjen; dhe
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- R! dhe R? zgjidhen secili né ményré té pavarur nga hidrogjen dhe Ci - Cs alkil, ose R* dhe R?
bashkohen sé bashku pér té formuar njé lidhés té dyté midis atomit nitrogjen amide dhe atomit
nitrogjen kationik, ose R bashkohet me njé atom té shtyllés sé lidhésit L né njé strukturé ciklike
dhe/ose R? bashkohet me njé atom té shtyllés sé lidhésit L né njé strukturé ciklike; dhe

- R® zgjidhet nga hidrogjen dhe C1 - Cs alkil, ku pjesa alkil mund té zévendésohet me njé ose mé
shumé atome halogjen ose pjesé (halo)alkoksi, ose R® mungon kur atomi nitrogjen kationik éshté
pjesé e njé pjese imine; dhe

- R* zgjidhet nga hidrogjen dhe C1 - Cs alkil, ku pjesa alkil mund té zévendésohet me njé ose mé
shumé atome halogjen ose pjesé (halo)alkoksi; dhe

- X" éshté njé anion farmaceutikisht i pranueshém.

20. Njé metodé e pretendimit 19, ku
- L = -(CH,),NHC(O)CH,NHC(NH,)= (L5), R1 = H, R2 = H, R3 =mungon, R4 = H; X = TFA;0se
- L =-(CH,),NHC(O)CH,NHC(Me)= (L8), R = H, R2 = H, R? =mungon, R* = H; X = C|;
-L =-C(CO,H)(CH,)s- (L'),R"=H,R2=H,R3=H,R4=H; X =CI;
- L =-C(CO,H)(CH4)3NHC(NH,)= (L12), RT = H, R2 = H, R3 = mungon, R* = H; X = CI; ose
-L=-(CHy)s- (L17),RT=H,R2=H,R3=H, R4 = H; X = Cl; ose
-L =-(CH,),- (L), R1 = H, RZ = Me, R3 = Me, R* = H; X = C; ose
- L =-CHRZCH,- (L'9), R'=H, R2- RZ = -(CH,)s- (L3), R3=H, R* =H; X = CI; ose
- L =-CHRZ(CH,),- (L2"), R" = H, RZ-R? = -(CH,),- (L"), R3 =H, R* = H; X = Cl; ose
- L = -CHR5(CH,),CHRS5- (L26), R = H, R2 = H, R5-R5' = -(CH,),- (L"), R3 = H, R* = H; X = C; ose
- L =-CHR? CH.- (L19), R! =H, R%-R? =-(CH,)- (L3), R? = Me, R* = H; X = Cl; ose
- L = -CHR2(CH,)- (L21), R1= H, R2-R2 = -(CH,)-- (L1), R3= Me, R* = H; X = Cl.
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