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PATENTA TE LESHUARA

(11) 9436

(97) EP3152312 /12/02/2020

(96) 15729724.3 / 05/06/2015

(22) 02/04/2020

(21) AL/P/2020/219

(54) METODA DHE PERBERJE PER MODIFIKIMIN E VENDIT TE TARGETUAR
21/10/2020

(30) 201462008832 P 06/06/2014 US and 201462017916 P 27/06/2014 US

(71) Regeneron Pharmaceuticals, Inc.

777 Old Saw Mill River Road, Tarrytown, NY 10591, US
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(72) FRENDEWEY, David (c/o Regeneron Pharmaceuticals Inc.777 Old Saw Mill River Road,
Tarrytown, New York 10591); DROGUETT, Gustavo (c/o Regeneron Pharmaceuticals Inc.777
Old Saw Mill River Road, Tarrytown, New York 10591); GAGLIARDI, Anthony (c/o
Regeneron Pharmaceuticals Inc.777 Old Saw Mill River Road, Tarrytown, New York 10591);
KUNO, Junko (c/o Regeneron Pharmaceuticals Inc.777 Old Saw Mill River Road, Tarrytown,
New York 10591); AUERBACH, Wojtek (c/o Regeneron Pharmaceuticals Inc.777 Old Saw Mill
River Road, Tarrytown, New York 10591) ;VALENZUELA, David M. (c/o Regeneron
Pharmaceuticals Inc.777 Old Saw Mill River Road, Tarrytown, New York 10591)
(74) Krenar LOLOCI
Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)
(57)
1. Njé metodé pér modifikimin serial t& njé vendi té targetuar né njé qgelizé, gé pérfshin:
(@) sigurimin e gelizés gé pérfshin vendin e targetuar, ku vendi i targetimit pérfshin njé
polinukleotide gé kodon njé shénues zgjedhés té paré né ményré té operueshme té lidhur me njé
promotor fillestar dhe gé pérfshin njé vend njohje fillestare pér njé agjent nukleaze fillestar, ku
vendi i njohjes nukleaze fillestare &shté vendosur né njé rajon kodues shénues zgjedhés té paré
ose cdo rajon jo-proteiné-koduese té shénuesit zgjedhés té paré, opsionalisht ku vendi i targetuar
éshté né gjenomin e gelizés ose éshté vendosur né njé vektor né gelizé;
(b) prezantuar né qgelizé:
(1) agjenti nukleaze fillestar, ku agjenti nukleaz fillestar sjell njé ndérpreje ose thyerje e
dyfishté né vendin e njohjes nukleaze fillestare, né kété ményré duke ndérpreré shprehjen
ose aktivitetin e shénuesit zgjedhés fillestar; dhe
(ii) njé vektor targetues fillestar gé pérfshin njé polinukleotide fillestare té pérfshiré
anésore nga njé krah fillestar homologjie gé korrespondon me njé vend fillestar té
targetuar té vendosur né vendin e targetuar dhe njé krah dytésore homologjie gé
korrespondon me njé vend dytésor té synuar té vendousr né njé vend té targetuar, ku
hyrja fillestare e polinukleotidit pérfshin: (I) njé polinukleotid fillestar me interes; dhe (1)
njé polinukleotide gé kodon njé shénues zgjedhés dytésor né ményré té operueshme té
lidhur me njé promotor dytésor dhe gé pérfshin njé vend njohje nukleaze dytésore pér njé
agjent nukleaze dytésore,
ku shénuesi zgjedhés fillestar dhe shénuesi zgjedhés dytésor jané té ndryshém, ku agjenti
nukleaze fillestar éshté i ndryshém nga agjenti nukleaze dytésor, dhe ku vendi i njohjes nukleaze
dytésor éshté vendosur né njé rajon kodimi té shénuesit zgjedhés dytésor ose cdo rajon jo-
proteiné-koduese i shénuesit zgjedhés dytésor;
(c) identifikimin e njé gelize té modifikuar gé pérfshin polinukleotide fillestare té pérfshiré né
njé vend té targetuar, ku geliza e modifikuar ka aktivitetin e shénuesit zgjedhés dytésor por nuk
ka aktivitet té shénuesit zgjedhés fillestar, opsionalisht ku identifikimi kryhet népérmjet njé
modifikimi té provés allele (MOA);
(d) prezantimin e gelizés sé modifikuar:
(i) agjent nukleaze dytésor, ku agjenti nukleaze dytésor indukton njé sjell njé ndérpreje
ose thyerje e dyfishté né vendin e njohjes nukleaze dytésore, né kété ményré duke
ndérpreré shprehjen ose aktivitetin e shénuesit zgjedhés dytésor; dhe

(i) njé vektor targetues dytésor gé pérfshin njé polinukleotide dytésore té pérfshiré
anésore nga njé krah i treté homologjie qé korrespondon me njé vend té targetuar té treté
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té vendosur né njé vend té targetuar dhe njé krah i katért homologjik gé korrespondon me
njé vend té katért té targetuar té vendosur né njé vend té targetuar, ku hyrja e dyté e
polinukleotides pérfshin: (1) njé polinukleotide dytésore me interes; dhe (1) njé
polinukleotide gé kodon njé shénues zgjedhés té treté né ményré té operueshme té lidhur
me njé promotor aktiv té treté né gelizé dhe duke pérfshiré njé vend njohje té nukleazes
Sé treté pér njé agjent nukleaze té treté,
ku shénuesi zgjedhés fillestar dhe shénuesi zgjedhés i treté jané identiké, dhe ku vendi i njohjes
sé nukleazes sé treté éshté identik me vendin e njohjes sé nukleazes sé paré dhe i ndryshém nga
vendi i njohjes sé nukleazes dytésore, dhe agjenti nukleaze fillestar dhe agjenti nukleaze dytésor
dhe agjenti nukleaze i treté jané identike me njéri-tjetrin dhe jané té ndryshém nga agjenti
nukleaze dytésor; dhe
(e) identifikimin té paktén njé qelizé gé pérfshin polinukleotide dytésore té pérfshiré té integruar
né vendin e targetuar, opsionalisht ku identifikimi éshté kryer népérmjet njé modifikimi té njé
prove allele (MOA).
2. Metoda e pretendimit 1, ku identifikimi i hapit (c) pérfshin:
(1) kultivimin e gelizés sipas kushteve gé lejojné identifikimin e gelizave gé nuk kané
aktivitet té shenjés zgjedhése fillestare; ose
(ii) identifikimin e té paktén njé gelize gé pérfshin polinukleotide fillestare té pérfshiré té
integruar né vendet fillestare dhe dytésore té targetuara; dhe/ose
ku hapi identifikues (e) pérfshin
(1) kultivimin e gelizés sipas kushteve gé lejojné identifikimin e gelizave gé nuk kané
aktivitet té shénjuesit zgjedhés dytésor; ose
(ii) identifikimin e té paktén njé gelize gé pérfshin polinukleotide dytésore té pérfshiré té
integruar né vendet e targetura té treta dhe té katérta.
3. Metoda e ¢donjé prej pretendimeve parardhése, ku polinukleotide gé kodon shénjuesin
zgjedhés dytésor né gelizén e modifikuar né hapin (c) éshté rrethuar nga vendi i targetuar i treté
dhe vendi i targetuar i katért.
4. Metoda e ¢donjé prej pretendimeve parardhése, ku shénjuesi zgjedhés i paré, i dyté, ose i treté
shfaq rezistencé ndaj njé antibiotiku, opsionalisht ku antibiotiku pérfshin G418, higromicin,
blasticidin, neomicin, ose puromicin, ose ku shénjuesi zgjedhés i paré, i dyté, ose i treté éshté né
ményré té operueshme i lidhur me njé promotor induktues, dhe shprehja e shénjuesit zgjedhés
éshté toksik ndaj gelizés, opsionalisht ku shénjuesi zgjedhés fillestar, dytésor, ose i treté pérfshin
hipoksantine-guanine fosforibosiltransferaze (HGPRT) ose timidine kinaze i virus Herpes
simpleks (HSV-TK).
5. Metoda e ¢donjé prej pretendimeve parardhése, ku geliza éshté njé gelizé eukariotike,
opsionalisht ku geliza eukariotike éshté njé qelizé gjitare, opsionalisht ku geliza gjitare éshté:
(@) njé gelizé gjitare jo-njerézore;
(b) njé gelizé pluripotent;
c) njé gelizé njerézore rrénjé e induktuar pluripotente;
(d) njé fibroblast njerézore; ose
(e) njé gelizé rodente.
6. Metoda e ¢donjé prej pretendimeve parardhése, ku geliza éshté njé gelizé embrionike rrénjé e
miut (ES) ose njé gelizé e miut ES.
7. Metoda e ¢donjé prej pretendimeve parardhése, ku pérdorimi i kombinuar i vektorit targetues
fillestar me agjentin nukleaze fillestar rezulton né njé eficencé targetuese té rritur krahasuar me
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pérdorimin e vektorit targetues fillestar vetém, opsionalisht ku eficenca targetuese e vektorit
targetues fillestar éshté rritur té paktén 2-fish krahasuar me pérdorimin e vektorit targetues
fillestar té vetém.
8. Metoda e ¢donjé prej pretendimeve parardhése, ku agjenti nukleaze fillestar, agjenti nukleaze
dytésor, ose agjenti nukleaze i treté:
(a) pérfshijné njé polinukleotide qé kodon njé agjent nukleaze, ku polinukleotide
pérmbahet né njé mbajtése shprehése dhe éshté né ményré té operueshme e lidhur me njé
promotor kushtézues, njé promotor induktues, njé promotor pérbérés, ose njé promotor
indi-specifik;
(b) éshté nj¢. ARNm @é kodon njé nukleaze;
(c) éshté njé gisht zink nuklease (ZFN);
(d) éshté njé Transkriptim Aktivizues-Si Efektues Nukleaze (TALEN);
(e) éshté njé meganukleaze; ose
(F) éshté njé Pérséritje Palindromike Té rregullta Clustered me Hapésiré té Shkurtra
(CRISPR)-proteiné e shogéruar (Cas) dhe njé udhézues ARN (ARNgQ).
9. Metoda e pretendimit 8, ku agjenti nukleaze fillestar, agjenti nukleaze dytésor, ose agjenti
nukleaze i treté éshté proteina Cas dhe udhézuesi ARN, ku proteina Cas éshté Cas9, dhe ku
udhézuesi ARN (ARNg) pérfshin:
(@) njé CRISPR ARN (ARNCcr) gé targeton vendin e njohjes fillestare, dytésore ose té
treté, ku vendi i njohjes fillestar, dytésor ose i treté éshté né ményré té menjéhershme
rrethuar nga njé sekuencé Protospacer Adjacent Motif (PAM); dhe
(b) njé trans-aktivizues CRISPR ARN (ARNItracr);
opsionalisht ku vendi i targetuar pérfshin sekuencén nukleotide té SEQ ID NO: 1; dhe
opsionalisht ku ARNg pérfshin njé ARN kimerik gé ka sekuencé acidi nukleik t&¢ SEQ ID NO: 2
ose SEQ ID NO: 3 ose njé ARNtracr duke pérfshiré SEQ ID NO: 7 ose SEQ ID NO: 8.
10. Metoda e ¢donjé prej pretendimeve parardhése, ku:
(a) vendi fillestar i targetuar dhe vendi dytésor i targetuar jané menjéheré té lidhur me vendin e
njohjes nukleaze fillestare;
(b) vendi fillestar i targetuar dhe vendi dytésor i targetuar jané rreth 10 nukleotide deri né rreth
14 kb nga vendi i njohjes nukleaze fillestare;
(c) vendi i treté i targetuar dhe vendi i katért i targetuar jané menjéheré té lidhur me vendin e
njohjes nukleaze dytésore; ose
(d) vendi i treté i targetuar dhe vendi i katért i targetuar jané rreth 10 nukleotide deri né rreth 14
kb nga vendi i njohjes nukleaze dytésore.
11. Metoda e ¢donjé prej pretendimeve parardhése, ku:
(a) shuma totale e krahut fillestar homologjik dhe krahu dytésor homologjik éshté té
paktén rreth 10 kb ose secili nga krahét fillestar dhe dytésor homologjik renditet nga rreth
5 kb deri né rreth 100 kb; dhe/ose
(b) shuma totale e krahut té treté homologjik dhe krahut té katért homologjik éshté té
paktén rreth 10 kb ose secili nga krahét e treté dhe té katért homologjik renditet nga rreth
5 kb deri né rrreth 100 kb; dhe/ose
(c) vektori targetues fillestar &shté té paktén rreth 10 kb ose éshté nga rreth 20 kb deri né
rreth 300 kb; dhe/ose
(d) vektori targetues dytésor éshté té paktén rreth 10 kb ose éshté nga rreth 20 kb deri né
rreth 300 kb; dhe/ose
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(e) polinukleotide fillestare e pérfshiré renditet nga rreth 5 kb deri né rreth 300 kb né
gjatési; dhe/ose

(F) polinukleotide dytésore e pérfshiré renditet nga rreth 5 kb deri né rreth 300 kb né
gjatési.

12. Metoda e ¢donjé prej pretendimeve parardhése, ku:

(@) integrimi i polinukleotides fillestare té pérfshiré né vendin e targetuar rezulton né njé
dalje, njé hyrje, njé piké mutacion, njé shkémbim domaini, njé shkémbim ekson, njé
shkémbim intron, njé shkémbim rregullues sekuence, njé shkémbim geni, ose njé
kombinim i tyre; dhe/ose

(b) integrimi i njé polinukleotide dytésore té pérfshiré né vendin e targetuar rezulton né
njé dalje, njé hyrje, njé piké mutacion, njé shkémbim domaini, njé shkémbim ekson, njé
shkémbim intron, njé shkémbim rregullues sekuence, njé shkémbim geni, ose njé
kombinim i tyre.

13. Metoda e ¢donjé prej pretendimeve parardhése, ku:

(a) polinukleotide fillestare me interes pérfshin njé polinukleotide njerézore, njé sekuencé acidi
nukleik gé éshté homologe ose ortologe me njé sekuencé acidi nukleik né gjenomin e gelizés,
ose njé sekuencé acidi nukleik eksogjenoz, opsionalisht ku polinukleotide fillestare me interes
pérfshin:

(1) njé rajon té vendit alfa té gelizés T receptor, opsionalisht ku polinukleotide fillestare
me interes pérfshin té paktén njé rajon variabél té segementit gjen dhe/ose njé rajon
bashkues té segmentit gjen té vendit alfa té qelizés T receptor; ose

(ii) njé sekuencé acidi nukleik té rajonit variabél me zinxhir té réndé imunoglobuline
njerézore té pa-rrirregulluar né ményré té operueshme té lidhur me njé sekuencé acidi
nukleik té rajonit konstant té zinxhirit té réndé té imunoglobulinés; dhe/ose

(b) plonukleotide dytésore me interes pérfshin njé polinukleotide njerézore, njé sekuencé acidi
nukleik gé éshté homologe ose ortologe me njé sekuencé acidi nukleik né gjenomin e gelizés,
ose njé sekuencé acidi nukleik eksogjenoz, opsionalisht ku polinukleotide dytésore me interes
pérfshin:

(i) njé rajon té vendit alfa té gelizés T receptor, opsionalisht ku njé polinukleotide
dytésore me interes pérfshin té paktén njé rajon variabél té segmentit gjen dhe/ose njé
rajon bashkues té segementit gjen té vendit alfa té qelizés T receptor; ose

(ii) njé sekuencé acidi nukleik té rajonit variabél me zinxhir té réndé imunoglobuline
njerézore té pa-rrirregulluar né ményré té operueshme té lidhur me njé sekuencé acidi
nukleik té rajonit konstant té zinxhirit té réndé té imunoglobulinés.

14. Metoda e ¢donjé prej pretendimeve parardhése, ku:

(a) polinukleotide fillestare me interes dhe/ose polinukleotide dytésore me interes pérfshin té
paktén njé sémundje alele;

(b) polinukleotide fillestare me interes dhe/ose polinukleotide dytésore me interes pérfshin njé
sekuenceé acidi nukleik gjenomik gé kodon njé zinxhir té réndé imunoglobuline njerézor té
rajonit variabél té sekuencés aminoacide; ose

(c) polinukleotide fillestare me interes dhe/ose polinukleotide dytésore me interes pérfshin njé
sekuencé acidi nukleik gjenomik gé kodon njé zinxhir té lehté imunoglobuline njerézor té rajonit
variabél té sekuencés aminoacide, opsionalisht ku:

(i) sekuenca acide nukleike gjenomike pérfshin njé sekuencé acidi nukleik té rajonit
variabél té zinxhirit té lehté njerézor té pa-rrirregulluar A dhe/ose «; ose
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(i) sekuenca acide nukleike gjenomike pérfshin njé sekuencé acidi nukleik té rajonit
variabél té zinxhirit té lehté njerézor té pa-rirregulluar A dhe/ose «.
15. Metoda e ¢donjé prej pretendimeve parardhése, ku:
(a) vendi i targetuar pérfshin njé vend imunoglobulin; ose
(a) vendi i targetuar pérfshin njé vend receptor té gelizés T, opsionalisht ku vendi
receptor i gelizés T éshté njé vend alfa receptor i qelizés T.
16. Metoda e ¢donjé prej pretendimeve parardhése, ku agjenti nukleaze fillestar, agjenti nukleaze
dytésor, dhe agjenti nukleaze i treté jané secili njé protéiné Cas dhe njé udhézues ARN, dhe ku
udhézuesi ARN (ARNg) éshté specific pér njé gjen rezistence higromicin ose neomicin.
17. Metoda e pretendimit 16, ku ARNg specifike pér njé gjen rezistence neomycin éshté koduar
nga njé acid nukleik gé pérfshin sekuencén nukleotide té vendosur né SEQ ID NO: 13, 14, 15,
ose 16, ose ku ARNg specifike pér njé gjen rezistence higromicin éshté koduar nga njé acid
nukleik gé pérfshin sekuencén nukleotide té vendosur né SEQ ID NO: 17, 18, 19, ose 20.
18. Metoda e pretendimit 17, ku:
(@) ARNQ fillestare éshté koduar nga njé acid nukleik gé pérfshin njé sekuencé
nukleotide té vendosur né SEQ ID NO: 13, 14, 15, ose 16, dhe ARNg dytésore éshté
koduar nga acidi nukleik gé pérfshin sekuencén nucleotide té vendosur né SEQ ID NO:
17, 18, 19, ose 20; ose
(b) ARNg fillestare éshté koduar nga njé acid nukleik gé pérfshin njé sekuencé
nukleotide té vendosur né SEQ ID NO: 17, 18, 19, ose 20, dhe ARNg dytésore éshté
koduar nga acidi nukleik gé pérfshin sekuencén nucleotide té vendosur né SEQ ID NO:
13, 14, 15, ose 16.

(11) 9442

(97) EP3271389 /12/02/2020

(96) 16716979.6 / 18/03/2016

(22) 30/04/2020

(21) AL/P/2020/278

(54) Antritrupa neutralizues ndaj GP120 dhe perdorimi i tyre

29/10/2020

(30) 201562136228 P 20/03/2015 US and 201562250378 P 03/11/2015 US

(71) The United States of America, as Represented by the Secretary Department of Health and
Human Services
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National Institutes of Health Office of Technology Trensfer 6011 Executive Boulevard Suite 325
Msc 7660, Bethesda, MD 20852-7660, US

(72) CONNORS, Mark (Niaid Building 10Magnuson Clinical Center 11B0910 Center Drive,
Bethesda, MD 20814); HUANG, Jinghe (Laboratory of Immunoregulation/HIV-
Specificimmunity SectionBuilding 10 Rm 11B-07, Bethesda, MD 20892); KANG, Byong, Ha
(Building 10 Room 11B07C10 Center Drive, Bethesda, MD 20814); MASCOLA, John
(NIH/NIAID/VRC Building 40Vaccine Research Center 551240 Convent DriveMS 3005,
Bethesda, MD 20892); ISHIDA, Elise (Niaid Building 1010 Center Drive, Bethesda, MD
20892); ZHOU, Tongging (Niaid Building 40Vaccine Research Center 4609B40 Convent Drive,
Bethesda, MD 20892); KWONG, Peter (NIH/NIAID/VRCBuilding 40 Room 450840 Convent
Drive, Bethesda, MD 20892) ;ZHENG, Angi (Niaid Building 4040 Convent Drive, Bethesda,
MD 20892)

(74) Raimonda KARAPICI

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

(57) 1.Njé antitrup monoklonal i izoluar, gé pérfshin:

njé rajon i ndryshueshém i zinxhirit t& réndé (Vu) qé pérfshin njé rajon pércaktues té
komplementaritetit t& zinxhirit té¢ réndé (HCDR)1, nj¢ HCDR2, dhe nj¢ HCDR3 qé
pérfshin sekuencat e aminoacideve té pércaktuara si SEQ ID NOs: 7, 8, dhe 9, pérkatésisht,
dhe njé rajon i ndryshueshém i zinxhirit té lehté (VL) qé pérfshin njé rajon pércaktues té
komplementaritetit té zinxhirit té lehté (LCDR)1, njé LCDR2, dhe njé LCDR3 gé pérfshin
sekuencat e aminoacideveté pércaktuara si SEQ ID NOs: 10, 11, dhe 12, pérkatésisht (N6
CDRs);

njé Vu qé pérfshin njé HCDR1, njé HCDR2, dhe njé HCDR3 gé pérfshin sekuencat e
aminoacideve té pércaktuara si SEQ ID NOs: 13, 14, dhe 15, pérkatésisht, dhe njé V gé
pérfshin njé LCDR1, njé LCDR2, dhe njé LCDR3, gé pérfshin sekuencat e aminoacideve
té pércaktuara si SEQ ID NOs: 16, 17, dhe 18, pérkatésisht (N17 CDRs); ose njé Vu qé
pérfshin njé HCDR1, njé HCDR2, dhe njé HCDR3 gé pérfshin sekuencat e aminoacideve
té pércaktuara si SEQ ID NOs: 7, 8, dhe 9, pérkatésisht, dhe njé V_qé pérfshin njé¢ LCDR1,
njé LCDR2, dhe njé LCDR3, gé pérfshin sekuencat e aminoacideve té pércaktuara si SEQ
ID NOs: 10, 17, dhe 18, pérkatésisht (F8 CDRs); dhe ku antitrupi lidhet né ményré
specifike me HIV-1 gp120 dhe neutralizon infeksionin HIV-1.

2.Antitrupi monoklonal i izoluar i pretendimit 1, qé pérfshin rajonin e ndryshueshém té zinxhirit
té réndé (Vn) gé pérfshin rajonin pércaktues té komplementaritetit té zinxhirit té réndé (HCDR)1,
HCDR2, dhe HCDR3 qé pérfshin sekuencat e aminoacideve té pércaktuara si SEQ ID NOs: 7, 8,
dhe 9, pérkatésisht, dhe rajoni i ndryshueshém i zinxhirit t& lehté (V) gé pérfshin rajonin
pércaktues té komplementaritetit sé zinxhirit té lehté (LCDR)1, LCDR2, dhe LCDR3 qé pérfshin
sekuencat e aminoacideve té pércaktuara si SEQ ID NOs: 10, 11, dhe 12, pérkatésisht (N6 CDRSs).

3.Antitrupi monoklonal i izoluar i pretendimit 2, kuVy dhe V_pérfshijné sekuencat e aminoacideve
té paktén 90% identike me SEQ ID NOs: 1 dhe 2, pérkatésisht (N6 mAD).

4.Antitrupi monoklonal i izoluar i pretendimit 3, ku Vu dhe V. pérfshijné sekuencat e
aminoacideve té pércaktuara si SEQ ID NOs: 1 dhe 2, pérkatésisht (N6 mAD).
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5.Antitrupi monoklonal i izoluar i ndonjérit prej pretendimeve té méparshme, ku Vy dhe VL
pérfshijné sekuencat e aminoacideve té paktén 90% identike me SEQ ID NOs: 3 dhe 4, pérkatésisht
(N17 mADb), ose SEQ ID NOs: 5 dhe 6, pérkatésisht (F8 mAb).

6.Antitrupi monoklonal i izoluar i pretendimit 5, ku Vu dhe V. pérfshijné sekuencat e
aminoacideve té pércaktuara si SEQ ID NOs: 3 dhe 4, pérkatésisht (N17 mAb), ose SEQ ID NOs:
5 dhe 6, pérkatésisht (F8 mAD).

7.Antitrupi monoklonal i izoluar i ndonjérit prej pretendimeve té méparshme, ku

VH pérfshin njé mbetje arginine né pozicionin kabat 71,

VH pérfshin njé origjiné njé origjiné mikrobiale VH1-2 gé éshté nga 20-35% divergjente nga
gjeni mikrobial; dhe

Vi pérfshin njeIGKV3-11, IGKV3-20, IGKV1-33, ose origjiné mikrobiale IGLV2 qgé éshté nga
15-35% divergjente nga gjeni mikrobial pérkatés.

8.Antitrupi monoklonal i izoluar i ndonjérit prej pretendimeve té méparshme, gé pérfshin njé rajon
té kuadrit human, dhe/ose ku antitrupi éshté njé IgG, IgM ose IgA, vecanérisht ku antitrupi éshté
njé IgG dhe pérfshin njé zinxhir té réndé gé pérfshin sekuencén e aminoacideve té pércaktuara si
SEQ IDNO: 94, dhe/ose gé pérfshin njé domen i vazhdueshém rekombinant gé pérfshin njé
modifikim gé rrit lidhjen me receptorin neonatal Fc, veganérisht ku domeni konstant rekombinant
éshté njé domen konstant i IgG1 gé pérfshin M428L dhe mutacionet N434S.

9.Njé fragment lidhés antigjeni gé pérfshinVy dhe V té antitrupit monoklonal té izoluar té
ndonjérit prej pretendimeve 1- 7, ku fragmenti lidhés i antigjenit éshté njé fragment Fv, Fab,
F(ab’)., scFV ose njé scFVo.

10.Antitrupi monoklonal i izoluar ose fragmenti lidhés i antigjenit té ndonjérit prej pretendimeve
té méparshme, ku antitrupi ose fragmenti lidhés i antigjenit lidhet né ményré specifike me njé vend
lidhés CD4 né gp120, dhe/ose ku antitrupi ose fragmenti lidhés i antigjenit neutralizon té paktén
50% té izolimeve té HIV-1té pércaktuara si 6540.v4.cl, 620345.c1, T278-50, 6322.V4.C1,
DU422.01, X2088.c9, 6545.V4.C1, 242-14, T250-4, 7165.18, BL01.DG, HO86.8, 6471.V1.C16,
6631.VV3.C10, TVI.29, TZA125.17, CAP210.E8, DU172.17 me njé pérgendrim frenues (ICso)
prej<50 pg/ml.

11.Njé antitrup i izoluar bispecifik gé pérfshin antitrupin monoklonal té izoluar té njeriut ose
fragmenti lidhés i antigjenit té ndonjérit prej pretendimeve té méparshme, vecanérisht ku antitrupi
lidhet né ményré specifike me gp120 dhe me CD3.

12.Njé molekulé e izoluar e acidit nukleik té izoluar gé kodon antitrupin ose fragmentin lidhés té
antigjenit té ndonjérit prej pretendimeve 1-11.

13.Molekula e acidit nukleik té izoluar té pretendimit 12, ku Vn dhe V té antitrupit ose fragmentit
lidhés té antigjenit jané koduar nga sekuencat e acidit nukleik té pércaktuara si SEQ ID NOs: 36
dhe 37, pérkatésisht (N6 mAb), ose variante té degjeneruara té tyre.
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14.Molekula e acidit nukleik té izoluar té pretendimit 12 ose pretendimi 13, qé kodon njé receptor
kimerik té antigjenit qé pérfshin njé domen jashtéqgelizor, ku domeni jashtégelizor pérfshin
fragmentin lidhés té antigjenit t€ koduar nga molekula e acidit nukleik, dhe ku acidi nukleik
kodifikon mé tej receptorin kimerik té antigjenit.

15.Njé vektor i shprehjes gé pérfshin molekulén e acidit nukleik té pretendimit 12-14 vecanérisht
ku vektori i shprehjes éshté njé vektor viral, vecanérisht ku Vektori viral éshté njé vektor viral i
shogéruar nga adeno.

16.Njé gelizé e izoluar pritése e shndérruar me molekulé té acidit nukleik ose vektor té shprehjes
té ndonjérit prej pretendimeve 12 - 15.

17.Njé kompozim farmaceutik pér pérdorim né trajtimin e njéinfeksioni HIV-1, qé pérfshin:
njé sasi efektive terapeutike té antitrupit, fragmentit lidhés té antigjenit, molekulés sé acidit
nukleik, vektorit té shprehjes, gelizés pritése té ndonjérit prej pretendimeve 1-16; dhe njé
mbartés farmaceutikisht i pranueshém.

18.Njé metodé e prodhimit té njé antitrupi gé lidhet né ményré specifike me HIV-1 gp120, gé
pérfshin:
duke shprehur njé molekulé acidi nukleik heterologjik qé pérfshin molekulén e acidit
nukleik té ndonjérit prej pretendimeve 12-14 né njé gelizé pritése pér té prodhuarantitrupin,
vecanérisht ku qeliza pritése &shté njé gelizé pritese e gjitaréve,
dhe/ose gé pérfshin mé tej pastrimin e antitrupit gé lidhet né ményré specifike me HIV-1
gp120.

19.Njé metodé e zbulimit té njé infeksioni HIV-1 né njé subjekt, gé pérfshin:
kontaktimi i njé kampioni biologjik nga subjekti me antitrupin ose fragmentin lidhés té
antigjenit té ndonjérit prej pretendimeve 1-11 né kushte té mjaftueshme pér té formuar njé
kompleks imunitar; dhe gé pérfshin zbulimin e pranisé sé kompleksit imunitar né mostér,
ku prania e kompleksit imunitar né mostér tregon qé subjekti ka infeksionin HIV-1.

20.Njé sasi efektive terapeutike e antitrupit, fragmentit lidhés té antigjenit, molekulés sé acidit
nukleik, vektorit té shprehjes, qelizés pritése, ose kompozimit farmaceutik té ndonjérit prej
pretendimeve 1-17 pér pérdorim né njé metodé té parandalimit ose trajtimit té njéinfeksioni HIV-
1 né njé subjekt, gé pérfshin administrimin e subjektit njé sasi efektive terapeutikisht té antitrupit,
fragmentit lidhés té antigjenit, t&é molekulés sé acidit nukleik, vektorit té shprehjes, gelizés pritése,
ose kompozimit farmaceutik té ndonjérit prej pretendimeve 1-17, duke parandaluar ose trajtuar né
kété ményré infeksionin HIV-1.

21.Njé mjet gé pérmban njé ené gé pérfshin antitrupin, fragmentin lidhés té antigjenit, té molekulés
sé acidit nukleik, vektorit té shprehjes, gelizés pritése, ose kompozimit farmaceutik té ndonjérit
prej pretendimeve 1-17, dhe udhézimet pér pérdorimin e mjetit.
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22.Antitrupi, fragmenti lidhés i antigjenit, molekula e acidit nukleik, vektori i shprehjes, geliza
pritése ose kompozimi farmaceutiki ndonjérit prej pretendimeve 1-17 pér pérdorim né frenimin
ose trajtimin e infeksionit HIV-1 né njé subjekt.
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FIG. 12A

VRCO1 resistant gp120
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FIG. 12B

VRCO1 resistant gp120
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FIG. 18

1 10 20 30 40 5052a 57

| I | | | |11 I
Heavy Chain FR1 CDR1_ FR2 CDR2

IGHV1-2*02 QVQLVQSCAEVKKPGASVKVSCKASGYTFT GYYMH WVYRQAPGQGLEWMG WINPNSGGT

N6 RAHLVQSGTAMKKPGASVRVSCQTSGYTFT AHILF WFRQAPCRCLEWVG WIKPQYGAV
2_2014 00173626 H RAHLVQSGTAMKKPGASVRVSCQTSGYTFT AHILF WFROAPGRGLEWVG WIKPQYGAV
2_2014_00173626_H Mt RAHL,VOSGTAMKKPGASVRVSCQTSGYTFT AHILF WFROAPGRGLEWVG WIKPQYGAV

60 70 8082ABC 920 100ABCDE102 110113

| | RN | (RN [

Heavy Chain _CDR2_ FR3 CDR3 FR4 (HJ5*01)
IGHV1-2*02 NYAQKFQG RVTMTRDTSISTAYMELSRLRSDDTAVYYCAR AYCGGDCYNWEFDS WGQGTLVIVSS
N6 NFGGGFRD RVILTRDVYREIAYMDIRGLKPDDTAVYYCAR DRSYGDSSWALDA WGQGTTVVVSA

2_2014 00173626 H NFGGGFRD RVTLTRDIYREIAYMDIRGLKLDDTAVYYCAR DRSYGDSSWALDA WGQGTTVVVS
2_2014_00173626_HMt NFGGGFRD RVTLTRDIYREIAYMDIRGLELDDTAVYYCAR DRSYGDSSWALDA WGQOGTTVVVSA

1 10 20 30 40 5052

| | | | | I
Kappa Chain FR1 ___ CDR1 FR2 _CDR2
IGKV1-33*01 DIQMTQSPSSLSASVGDRVTITC QASQDISNYLN WYQQKPCKAPKLLIY DASNLET
N6 YIHVTIQSPSSLSVSIGDRVTINC QTSQOGVGSDLH WYQHKPCRAPKLLIH HTSSVED
1 2015 00106641 L YIHVTQSPSSLSVSICDRVTIINC QTSQGVGSDLH WYQHKPCRDPKLLIR HTTSVED
1_2015_oooese70_L YIHVTQSPSSLSVSIGDRVTINC QTSQGVGSDLH WYQHKPCRAPKLLIH HASSVDD
1_2014_0oo19094_ L YTIHVTQSPSSLSVSIGDRVIINC QTSQGVGSDLH WYQHKPGRAPKLLIH HASSVED
12015 00217585 L YIHVTQSPSSLSVSIGDRVIINC QTSQGFGRDLH WYQHKPGRAPKLLIH HAPYVDD

€0 70 80 90 100 107
| | | | | |

Kappa Chain FR3 ___CDR3__ FR4 (KJ5*01)
IGKV1-33*01 GVPSRFSGSGSGIDFTFTISSLOPEDIATYYC QQYDNLPIT FGQGTRLEIK
N6 GVPSRFSGSGFHTSFNLTISDLOADDIATYYC OVL-— QF FGRGSRLHIK
1_2015_00106641 L GVPSRVSGSGFHTSFNLT ISDLOADDIATYYC VL QF FGRGSRLHIK
1_2015_ooosss70 L GVPSRESGSGFHTSFNLTINDLOQADDIATYYC QVL-—— QF FGRGSRLHIK
1_2014_00019094_L GVPSRFSGSTFHTSFNLTINDLQADDIGTYYC QVL-——-8F FGRGSRLDTK

1.2015_00217585_ L GVPSRFSGSGFHTSFNLT INDLOADDIATYYC (OVL-——QF FGRGSRLHIK
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(11) 9461

(97) EP3370756 / 08/04/2020

(96) 16802132.7 / 04/11/2016

(22) 26/05/2020

(21) AL/P/ 2020/336

(54) KOMBINIM | CANRENOATE DHE EKSENATIDE

05/11/2020

(30) 20150100486 06/11/2015 GR

(71) Genesis Pharma SA

270 Kifissias Avenue, 15232 Athens, GR

(72) VOGIATZIS, George (Genesis Pharma SA270 Kifissias Avenue, 15232 Athens)
(74) Krenar LOLOCI

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

(57) 1. Njé kombinim gé pérfshin njé modulator insuline, ku modulatori i insulinés éshté

eksenatide ose njé kripé farmaceutikisht e pranueshme e saj, dhe njé antagonist aldosterone, ku

antagonisti aldosterone éshté kalium canrenoate.

2. Njé kombinim sipas pretendimit 1, i cili pérfshin té paktén njé pérbérés farmaceutik aktiv té
métejshém (API) té zgjedhur nga beta bllokuesi, njé frenues renin-angiotensin, njé statin (frenues
HMG-CoA reduktaze), njé frenues i aktivizimit ose grumbullimit platelet, njé frenues

fosfodiesteraze-3, njé sensitizues kalcium, njé antioksidant dhe njé agjent anti-inflamator.

3. Njé pérbérje farmaceutike gé pérfshin njé kombinim sipas cdonjé prej pretendimeve

parardhése dhe njé transportues, hollues ose pérshpejtues farmaceutikisht i pranueshém.

4. Njé pérbérje farmaceutike sipas pretendimit 3 né njé formé té pérshtatshme pér administrim

parenteral, né ményré té preferuar administrim intravenoz.

5. Njé produkt farmaceutik qé pérfshin njé modulator insuline, ku modulatori i insulinés éshté
eksenatide ose njé kripé farmaceutikisht e pranueshme e saj, dhe njé antagonist aldosterone, ku

antagonisti aldosterone éshté kalium canrenoate.

6. Njé kombinim sipas pretendimit 1 ose pretendimit 2, ose njé pérbérje farmaceutike sipas

pretendimit 3 ose pretendimit 4, pér pérdorim né trajtimin dhe/ose parandalimin e njé ose mé
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shumé démtimeve nga ishemia dhe/ose reperfuzioni, goditja ishemike, ataku kardiak, infarkti
miokardiak akut, asfiksia neonatale dhe shoku kardiogjenik, ose pér pérdorim né ofrimin e

mbrojtjes kardiake kundér medikamenteve kardiotoksike.

7. Njé kombinim ose pérbérje farmaceutike pér pérdorim sipas pretendimit 6 ku ishemia dhe/ose
démtimi nga reperfuzioni éshté démtimi nga ishemia dhe/ose reperfuzioni i trurit, zemrés,
mushkeérisé, veshkés, né ményré té preferuar ishemia miokardiake, démtimi nga reperfuzioni

miokardiak ose infarkti miokardiak akut.

8. Njé kombinim ose pérbérje farmaceutike pér pérdorim sipas pretendimit 6 ose pretendimit 7

ku pérbérésit jané pér administrim intravenoz.

9. Njé kombinim ose pérbérje farmaceutike pér pérdorim sipas cdonjé prej pretendimeve 6 deri

né 8 ku pérbérésit jané pér administrim gjaté reperfuzionit.

10. Njé kombinim ose pérbérje farmaceutike pér pérdorim sipas cdonjé prej pretendimeve 6 deri

né 8 ku pérbérésit jané pér administrim para reperfuzionit.

11. Njé kombinim ose pérbérje farmaceutike pér pérdorim sipas cdonjé prej pretendimeve 6 deri

né 8 ku pérbérésit jané pér administrim pas reperfuzionit.

12. Njé produkt farmaceutik sipas pretendimit 5 pér pérdorim né trajtimin dhe/ose parandalimin
e njé ose mé shumé prej kétyre mé poshté: ishemia dhe/ose démtimi nga reperfuzioni, goditja
ishemike, ataku kardiak, infarkti miokardiak akut, asfiksia neonatale dhe shoku kardiogjenik, ose
pér pérdorim né ofrimin e mbrojtjes kardiake kundér medikamenteve kardiotoksike, ku

pérbérésit jané pér administrim té njékohshém, radhazi ose té ndaré.

13. Njé produkt farmaceutik pér pérdorim sipas pretendimit 12 ku ishemia ose démtimi nga
reperfuzioni éshté démtimi nga ishemia dhe/ose reperfuzioni i trurit, zemrés, mushkérisé,
veshkés, né ményré té preferuar ishemia miokardiake, démtimi nga reperfuzioni miokardiak ose

infarkti miokardiak akut.
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14. Njé produkt farmaceutik pér pérdorim sipas pretendimit 12 ose pretendimit 13 ku pérbérésit

jané pér administrim parenteral, né ményré té preferuar adminstrim intravenoz.

15. Njé produkt farmaceutik pér pérdorim sipas cdonjé prej pretendimeve 12 deri né 14 ku
pérbérésit jané pér administrim gjaté reperfuzionit.

16. Njé produkt farmaceutik pér pérdorim sipas cdonjé prej pretendimeve 12 deri né 14 ku

pérbérésit jané pér administrim para reperfuzionit.

17. Njé produkt farmaceutik pér pérdorim sipas cdonjé prej pretendimeve 12 deri né 14 ku

pérbérésit jané pér administrim pas reperfuzionit.

18. Njé produkt farmaceutik pér pérdorim sipas cdonjé prej pretendimeve 12 deri né 17 ku

pérbérésit jané pér administrim té njékohshém.

19. Pérdorimi i nj& kombinimi gé pérfshin njé modulator insuline, ku modulatori i insulinés éshté
eksenatide ose njé kripé farmaceutikisht e pranueshme e saj dhe njé antagonist aldosterone, ku
antagonisti aldosterone éshté kalium canrenoate, pér trajtimin dhe/ose parandalimin e ishemisé

dhe/ose démtimit nga reperfuzioni né njé organ ex vivo pérpara transplantimit.

20. Njé pérdorim sipas pretendimit 19 ku ishemia dhe/ose démtimi nga reperfuzioni éshté

ishemia miokardiake, démtimi nga reperfuzioni miokardiak ose infarkti miokardiak akut.

21. Njé pérdorim sipas pretendimit 19 ose pretendimit 20 ku pérbérésit jané administruar pérpara
transplantimit.

(11) 9432
(97) EP2964199 / 22/04/2020
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(96) 14710757.7 /1 03/03/2014
(22) 01/06/2020
(21) AL/P/2020/348
(54) KOMPOZIMET FARMACEUTIKE TE THATA QE PERFSHIINE
NANOGRIMCAT E AGJENTIT AKTIV TE LIDHURA ME GRIMCAT MBARTESE
20/10/2020
(30) 201361772095 P 04/03/2013 US
(71) Besins Healthcare Luxembourg SARL
2-8 rue Julien Vesque, 2668 Luxembourg, LU
(72) LICHTY, Maynard Emanuel (3604 Lochnora Parkway, Durham, North Carolina 27705)
;GWOZDZ, Garry T. (432 Pine Street, Jim Thorpe, Pennsylvania 18229)
(74) Krenar LOLOCI
Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)
(57) 1. Njé kompozim farmaceutik i thaté gé pérfshin grimca té thata gé pérfshijné
- nanogrimcat e agjentit farmaceutikisht aktiv,
- njé lidhés, dhe
- grimcat e mbartésit té pérbéré prej njé mbartési farmaceutikisht té pranueshém té zgjedhur
nga grupi i pérbéré prej pérbéhet nga celuloza mikrokristaline, celuloza kristaline, celuloza,
a-celuloza, celuloza karboksimetil natriumi i ndérlidhur, vinil polivinil pirolidoni i
ndérlidhur, poliidroksietilmetakrilati i ndérlidhur, niseshte hidroksipropil, niseshte
karboksimetil, niseshte e krygézuar, amilaza, amilopektina, pektina, xhelatina, kazeina,
camcakéz Arab, camcakéz tragakant dhe glukomanan; ku nanogrimcat e agjentit
farmaceutikisht aktiv jané té lidhur me grimcat e mbartésit
2. Kompozimi farmaceutik i thaté i pretendimit 1, ku grimcat e thata jané grimca té thara me llak
qé pérfshijné nanogrimcat e agjentit farmaceutikisht aktiv, njé lidhés, dhe njé mbartés
farmaceutikisht té pranueshém, ku nanogrimcat e agjentit aktiv té keté njé diametér mesatar té
madhésisé sé grimcave para tharjes me llak mé pak se rreth 1 mm); dhe deri né 10% té grimcave
té thara me llak kané njé madhési grimcash mé té vogél se 10 mm), té paktén 50% té grimcave té
thara me llak kané njé madhési té grimcave té paktén rreth 15 mm), dhe té paktén 90% té
grimcat e thara me llak kané njé madhési té grimcave deri né rreth 55 mm).
3. Kompozimi farmaceutik i pretendimit 1 ose pretendimit 2, ku agjenti aktiv éshté progesteron,
ose njé metabolit, derivativ ose prodrogeé e tij.
4. Kompozimi farmaceutik i pretendimit 1 ose pretendimit 2, ku agjenti aktiv éshté mometason
ose mometason furoat.
5. Kompozimi farmaceutik i pretendimit 1 ose pretendimit 2, ku lidhési éshté zgjedhur nga grupi
i pérbéré prej metilcellulozé hidroksipropil (HPMC), karboksimetilcelulozé natriumi (NaCMC),
polakrilate dhe kripéra té tyre,alkil etere e celulozé si¢ karboksimetilcelulozes kalciumi,
hidroksipropil celuloze (HPC, HPC-SL, dhe HPC-L), hidroksipropil metilcelulozé (HPMC),
hipromeloze 2910, karboksimetilceluloze natriumi (NaCMC), metilcelulozé,
hidroksietilceluloze, celulozé hidroksipropil, hidroksipropilmetilceluloze ftalat, celuloza
jokristaline, acidi oleik, glicerina, benzina e bardha, glicerina ester e kolofonit té hidrogjenizuar,
glikolet polietileni, glikol propilen dhe polietileni glukoli 400.
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6. Kompozimi farmaceutik i pretendimit 1 ose pretendimit 2, ku nanogrimcat e agjentit aktiv
pérbéhen prej agjentit aktiv dhe né ményré opsionale ndihma e bluarjes zgjedhur nga grupi i
pérbéré prej polisorbat 20, polisorbat 80, dhe benzalkonium Klorid.
7. Kompozimi farmaceutik i pretendimit 1 ose pretendimit 2, ku agjenti aktiv pérfshin rreth 10
deri né rreth 75 wt.%, rreth 40 deri né rreth 75 wt.%, rreth 25 deri né rreth 50 wt.%, ose rreth 1.0
deri né rreth 25.0 wt. %, ose rreth 5% deri né rreth 10% wt. té grimcave.
8. Kompozimi farmaceutik i pretendimit 1 ose pretendimit 2, ku lidhési pérfshin rreth 1 deri né
rreth 15 wt.% ose rreth 10.0 deri né 50.0 wt. % e grimcave té thara me llak.
9. Kompozimi farmaceutik | pretendimit 6, ku ndihma e bluarjes pérfshin rreth 0.1 deri né rreth 5
wt.% té grimcave té thara me llak.
10. Kompozimi farmaceutik i pretendimit 1 ose pretendimit 2, ku nanogrimcat e agjentit
farmaceutikisht aktiv pérbéhen prej agjentit aktiv.
11. Kompozimi farmaceutik i pretendimit 2, ku grimcat e thara me llak pérfshijné:

rreth 40 deri né rreth 75 wt.% progesteron;

rreth 25 deri né rreth 50 wt.% MCC,;

rreth 1 deri né rreth 15 wt.% HPMC; dhe

rreth 0.1 deri né rreth 5.0 wt.% polisorbat 20.
12. Kompozimi farmaceutik i pretendimit 2, ku grimcat e thara me llak pérfshijné:

rreth 5 deri né rreth 10 wt.% mometason furoat;

rreth 60 deri né rreth 80 wt.% MCC,;

rreth 20 deri né rreth 50 wt.% HPMC; dhe

rreth 0.05 deri né rreth 0.1 wt.% benzalkonium klorid.
13. Kompozimi farmaceutik i pretendimit 1 ose pretendimit 2, gé pérfshin mé tej njé ose mé
shumé eksipient farmaceutikisht té pranueshém.
14. Kompozimi farmaceutik i pretendimit 1 ose pretendimit 2, qé pérfshin mé tej rreth 5.0 deri
né 30.0 % wt./wt. té celulozés mikrokristaline qé ka njé diametér mesatar té madhésisé sé
grimcave nga rreth 30 deri né rreth 150 mm), niseshte, ose njé pérzierje e tyre dhe rreth 0.1 deri
né 10 % wt./wt. fosfat tribazik kalciumi.
15. Kompozimi farmaceutik i pretendimit 1 ose pretendimit 2, ku mé shumé se 90% e agjentit
aktiv éshté léshuar nga kompozimi brenda 60 minutave, kur testohet pérmes testimit té
shpérbérjes.
16. Njé metodé pér pérgatitjen e njé kompozimi farmaceutik té thaté si¢c pércaktohet né
pretendimin 1; metoda e sipérpérmendur gé pérfshin hapat e kombinimit té nanogrimcave té
agjentit aktiv, lidhésit dhe mbartésit farmaceutikisht t& pranueshém pér té formuar njé pezulli
ujore, dhe pezullia ujore e tharé me llak pér té formuar grimca qé pérfshijné nanogrimcat e
agjentit farmaceutikisht aktiv té lidhur pér té formuar grimcat e mbartésit.
17. Metoda e pretendimit 16, ku nanogrimcat e agjentit aktiv kané njé diametér mesatar té
madhésisé sé grimcave para tharjes me llak mé pak se rreth 1 mm); deri né 10% té grimcave té
thara me llak kané njé madhési té grimcave mé té vogél se 10 mm), té paktén 50%> e grimcave
té thara me llak kané njé madhési té grimcave prej té paktén rreth 15 mm), dhe té paktén 90% e
grimcave té thara me llak kané njé madhési té grimcave prej deri né rreth 55 mm).
18. Metoda e pretendimit 16 ose pretendimit 17, ku agjenti aktiv éshté progesteron, ose njé
metabolit, derivativ ose prodrogé e tij, 0se mometason ose mometason furoat, mbartési pérfshin
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celulozé mikrokristaline (MCC), dhe lidhési éshté zgjedhur nga grupi i pérbéré prej
hidroksipropil metil celuloza (HPMC) dhe karboksimetilcelluoza e natriumit (NaCMC).
19. Metoda e pretendimit 16, ku nanogrimcat e agjentit aktiv pérftohen nga bluarje mediatike,
bluarje me presion té larté ose bluarje reaktive té grimcave mé té médha pér té prodhuar
nanogrimca me njé diametér mesatar té madhésisé sé grimcave mé pak se 1 mm)
20. Metoda e pretendimit 16, ku nanogrimcat e agjentit aktiv pérftohen duke formuluar grimca
mé té médha agjentésh aktivé né njé pezulli duke pérfshiré njé ndihmé bluarje dhe media e
bluarjes dhe copétimin e grimcave té agjentit aktiv né njé madhési mé té vogél pérmes gérryesit
mekanik té krijuar nga nxitja e rruazave té mediave.
21. Metoda e pretendimit 16, ku nanogrimcat e agjentit aktiv mund té pérgatitet nga njé proces
qé pérfshin:
(@) formimi i njé pezullimi qé pérfshin agjent aktiv, njé ndihmé bluarje dhe ujé;
(b) bluarja e pezullisé me njé media té paré bluarése;
(c) bluarjen e pezullisé me njé media té dyté bluarése, ku media e paré e bluarjes ka njé
diametér gé éshté mé i madh se ai i medias sé dyté té bluarjes; dhe
(d) mbledhjen e nanogrimcave té agjentit aktiv té bluar nga pezullia, ku nanogrimcat e
agjentit aktiv kané njé diametér mesatar t& madhésisé sé grimcave mé pak se 1 mm).

(11) 9435

(97) EP2814843/18/03/2020

(96) 13748708.8 / 13/02/2013

(22) 12/06/2020

(21) AL/P/2020/389

(54) ANTITRUPA MONOKLONALE NJEREZORE NEUTRALIZUES IL-B
20/10/2020

(30) 201201007 13/02/2012 SG

(71) Agency for Science, Technology and Research

1 Fusionopolis Way 20-10 Connexis, Singapore 138632, SG

(72) WANG, Cheng-I (8A Biomedical Grove30-00, Singapore 138648); GOH, Angeline (8A
Biomedical Grove30-00, Singapore 138648); YEO, Siok Ping (8A Biomedical Grove30-00,
Singapore 138648); MORTELLARO, Alessandra (8A Biomedical GroveLevel 3-4lmmunos,
Singapore 138648); BISWAS, Subhra Kumar (8A Biomedical GrovelLevel 3-4lmmunos,
Singapore 138648); GINHOUX, Florent (8A Biomedical Grove03-06 Immunos, Singapore
138648) ;ZHONG, Pingyu (8A Biomedical GroveLevel 3-4lmmunos, Singapore 138648)
(74) Krenar LOLOCI

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

(57)

1. Njé proteiné lidhése e antigjenit specifik té izoluar IL-1p g€ pérfshin CDRs e méposhtme:

- njé rajon variabél zinxhiri i réndé qé pérfshin CDRs H1 = DYYWS, H2 = EIDHSGSTNYNPSLKS, H3 =
ASPSSGWTLDY; dhe
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- njé rajon variabél zinxhiri i lehté qé pérfshin CDRs L1 = GDKLGDKFAF, L2 = LDNKRPS, L3 =
YAWADTYEV.

2. Proteina lidhése e antigjenit té izoluar té pretendimit 1, gé pérfshin njé zinxhir té réndé dhe/ose
njé zinxhir té lehté, ku zinxhiri i réndé pérfshin
QVQLQQWGAGLLKPSETLSLTCAVYGGSFSDYYWSWIRQPPGKGLEWIGEIDHSGSTN
YNPSL KSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARASPSSGWTLDYWGQGTL,

dhe zinxhiri i lehté pérfshin

QSVLTQPPSVSVSPGQTASITCSGDKLGDKFAFWYQQKPGQSPVLVIYLDNKRPSGIPERFSGSN
SGNTATLTISGTQALDEADYYCYAWADTYEVFGGGTK.

3. Proteina lidhése e antigjenit té izoluar e cdonjé prej pretendimeve parardhése, ku proteina e
pérmendur éshté njé antitrup; opsionalisht

ku antitrupi i pérmendur éshté monoklonal, poliklonal, bispecifik, multispecifik ose
heterokonjugate; opsionalisht

ku antitrupi i pérmendur éshté plotésisht njerézor; opsionalisht

ku antitrupi i pérmendur éshté i nénllojit IgG1, i nénllojit 19G2, i nénllojit 1IgG4, ose i nénllojit
1gG3; opsionalisht

ku proteina e pérmendur éshté njé domein variabél i vetém, njé antitrup domein, njé fragment
lidhés antigjen, njé fragment efektiv imunologjikisht, njé zinxhir i vetém Fv, njé diatrup ose njé
antitrup bispecifik tetravalent (Tandab); opsionalisht

ku fragmenti i pérmendur pérfshin njé zinxhir té réndé gé pérfshin sekuencén
QVQLQQWGAGLLKPSETLSLTCAVYGGSFSDYYWSWIRQPPGKGLEWIGEIDHSGSTN
YNPSL KSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARASPSSGWTLDYWGQGTL dhe

njé zinxhir té lehté gé pérfshin sekuencén

QSVLTQPPSVSVSPGQTASITCSGDKLGDKFAFWYQQKPGQSPVLVIYLDNKRPSGIPERFSGSN
SGNTATLTISGTQALDEADYYCYAWADTYEVFGGGTK.

4. Proteina lidhése e antigjenit té izoluar e ¢donjé prej pretendimeve parardhése, ku proteina

éshté rikombinant; opsionalisht
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ku proteina lidhése e pérmendur pérfshin mé tej njé agjent té zgjedhur nga grupi i pérbéré nga
njé molekulé imunoadezioni, njé agjent imazherie, njé agjent terapeutik, dhe njé agjent
citotoksik; opsionalisht

ku agjenti i pérmendur éshté njé agjent imazherie i zgjedhur nga grupi i pérbéré nga njé
radiolabel, njé enzimé, njé etiketé fluoreshente, njé etiketé lumineshente, njé etiketé
biolumineshente, njé etiketé manjetike, dhe biotin; opsionalisht

ku agjenti i pérmendur éshté njé agjent terapeutik ose citotoksik i zgjedhur nga grupi i pérbéré
nga njé anti-metabolite, njé agjent alkilate, njé antibiotik, njé faktor rritjeje, njé citokine, njé

agjent anti-angiogjenik, njé agjent anti-mitotik, njé antracikline, toksin dhe njé agjent apoptotik.

5. Proteina lidhése e antigjenit té izoluar e cdonjé prej pretendimeve parardhése, pér pérdorim né
trajtimin e kancerit, njé sémundje inflamatore ose njé sémundje autoimune té zgjedhur nga grupi
i pérbéré nga artriti, sémundja inflamatore e zorrés, sémundja e Crohn, artriti reumatid, cerma,

diabeti, uveiti, sindromat periodike té lidhura me kriopirinin dhe aknet inflamatore.

6. Njé pérbérje qé pérfshin proteinén lidhése té antigjenit té izoluar té ¢donjé prej pretendimeve 1

deri né 4 dhe njé transportues farmaceutikisht té pranueshém.

7. Pérbérja e pretendimit 6, gé pérfshin mé tej njé ose mé shumé agjenté terapeutiké.

8. Njé acid nukleik i izoluar gé kodon proteinén lidhése té antigjenit té izoluar té ¢cdonjé prej
pretendimeve 1 deri né 5, ku acidi nukleik pérfshin njé sekuencé té paré qé kodon rajonin
variabél té zinxhirit té réndé dhe njé sekuencé té dyté gé kodon rajonin variabél té zinxhirit té
lehté té proteinés lidhése-té antigjenit té pérmendur.

9. Njé set i dy acideve nukleike té izoluara té cilat sébashku kodojné proteinén lidhése té
antigjenit té izoluar té pretendimit 1, ku:
- acidi nukleik i paré pérfshin njé sekuencé gé kodon rajonin variabél té zinxhirit té réndé té proteinés
antigjen-lidhése té pérmendur, dhe

- acidi nukleik i dyté pérfshin njé sekuencé gé kodon rajonin variabél té zinxhirit té lehté té proteinés

antigjen-lidhése té pérmendur.
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10. Njé vektor gé pérfshin acidin nukleik té izoluar té pretendimit 8, ose setin e acideve nukleike

té pretendimit 9.

11. Njé gelizé pritése gé pérfshin acidin nukleik té izoluar té pretendimit 8, ose setin e acideve
nukleike té pretendimit 9, ose vektorin e pretendimit 10.

12. Njé metodé e prodhimit té proteinés lidhése té antigjenit té izoluar e cdonjé prej
pretendimeve 1-4, gé pérfshin kultivimin e gelizés pritése sipas pretendimit 11 nén kushte té
pérshtatshme dhe rikuperimi i proteinés sé pérmendur nga ajo.

(11) 9428

(97) EP3378188 /08/04/2020

(96) 16802147.5/18/11/2016

(22) 26/06/2020

(21) AL/P/2020/430

(54) METODE DHE SISTEM MBROJTJEJE KUNDER KOPJIMIT TE
PAAUTORIZUAR (ANTIKLONIMI) METHOD AND SYSTEM
20/10/2020

(30)

(71) Permanent Privacy Ltd.

Sea Meadow House Blackburne Highway Road Town, Tortola, VG

(72) YUEN, Pak Kay (9 1/F Pine PathKaktin VillageShatinN.T., Hong Kong)
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(74) Krenar LOLOCI

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

(57)

1. Njé metodé (200) pér mbrojtjen e njé objekti (10) nga kopjimi i paautorizuar, gé pérmban:

parashikimin e njé gjenerator celésash (410) pér objektin (10);

gé prodhon njé celés té paré dhe njé té dyté (30, 40) dhe njé dryn (60) pér celésat e paré dhe té
dyté (30, 40);

depozitimin e gelésit té paré (30) né objekt (10);

depozitimin e gelésit té dyté (40) dhe njé celés me kohé né njé bazé té dhénash (50) té ndaré nga
objekti (10);

leximin e celésat té paré dhe té dyté (30, 40);

duke bashkuar celésat e paré dhe té dyté (30, 40);

gé celin drynin (60) me ané té njé pérputhjeje té dekriptimit né celésat e paré dhe té dyté té
bashkuar (30, 40) duke pérdorur ¢elésin me kohé té depozituar;

prodhimin e njé celési me kohé té ri, celésa té treté dhe té katért dhe njé dryn i ri (60);

gé invalidon celésat e paré dhe té dyté (30, 40) me drynin e ri (60);

qé zévendésojné celésin e paré (30) né objekt (10) me c¢elésin e treté; dhe

zévendésimin e si té celésit me kohé ashtu dhe celésit té dyté (40) né bazén e té dhénave (50) me
celésin me kohé té ri dhe celésin e katért, né té cilin

celési i paré (30) éshté zévendésuar né objekt (10) me celésin e treté dhe ¢elési me kohé dhe
celési i dyté (40) jané zévendésuar né bazén e té dhénave (50) me ¢elésin me kohé té ri dhe

celésin e katért, pas ¢cdo here gé objekti (10) pérdoret.

2. Metoda (200) e pretendimit 1, né té cilin objekti (10) éshté pérzgjedhur nga grupi gé konsiston
né:

njé pasaporteé,

njé karté bankare,

njé karté elektronike udhétimi,

njé dokument elektronik i mbrojtur,

njé kuti pér smart TV,

njé kuti pér TV kabllor,



njé automjet,

njé pjesé automijeti,

njé ligencsé programi kompjuterik dhe
njé media digjitale.

3. Metoda (200) e pretendimit 2, né té cilin karta bankare éshté pérzgjedhur nga grupi gé
konsiston né:

njé karté krediti,

njé karté ATM,

njé karté debiti,

njé karté depozitimi dhe

njé karté elektronike pagese.

4. Metoda (200) e pretendimit 2, né té cilin karta elektronike e udhétimit éshté pérzgjedhur nga

grupi gé konsiston né njé karté Oyster dhe njé karté Octoplus.

5. Metoda (200) e pretendimit 2, né té cilin licenca e programit kompjuterik éshté pérzgjedhur
nga grupi qé konsiston né njé licencé programi kompjuterik njé licencé programi kompjuterik

automatizimi, njé ligencé sistemi shfrytézimi dhe njé aplikacioni pér telefon té lévizsshém.

6. Metoda (200) e pretendimit 2, né té cilin media digjitale éshté pérzgjedhur nga grupi gé
konsiston né:

njé lojé,

muzikeé,

film,

videoklip,

televizion dhe

seri televizive né linjé.

66
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7. Metoda (200) e pretendimit 1, né té cilin ¢elésat e paré dhe té dyté (30, 40) jané prodhuar duke
kriptuar informacionin e llogarisé me fjalékalim kohor ose me celés me kohé dhe duke ndaré

informacion e kriptuar té llogarisé né celésat e paré dhe té dyté (30, 40).

8. Metoda (200) e pretendimit 7, né té cilin informacioni i llogarisé éshté informacion llogarie i
njé pérdoruesi té objektit (10).

9. Njé sistem (100, 300) pér mbrojtjen e objektit (10) nga kopjimi i paautorizuar, gé pérmban:
njé memorja (302); dhe

njé procesor (304) i ¢iftuar me memorjen (302) dhe konfiguruar pér:

parashikimin e njé gjeneratori celési (410) pér objektin (10);

prodhimin e njé celési té paré dhe njé té dyté (30, 40) dhe njé dryn (60) pér celésat e paré dhe té
dyté (30, 40);

depozitimin e gelésit té paré (30) né objekt (10);

depoztimin e cgelésit té dyté (40) dhe njé celési me kohé né bazén e té dhénave (50) té ndaré nga
objekti (10);

leximin e celésave té paré dhe té dyté (30, 40);

bashkimin e ¢elésave té paré dhe té dyté (30, 40);

celjen e drynit (60) me ané pérputhjeje me dekriptimin e ¢elésave té paré dhe té dyté té bashkuar
(30, 40) duke pérdorur celésin me kohé té depozituar;

prodhimin e njé celési me kohé té ri, njé celés té treté dhe té katért dhe njé dryn té ri (60);
invalidimin e celésave té paré dhe té dyté (30, 40) me drynin e ri (60);

zévendésimin e celésit té paré (30) né objekt (10) me celésin e treté; dhe

zévendésimin e celésit me kohé dhe celésit té dyté (40) né bazén e té dhénave (50) me celésin me
kohé té ri dhe celésit té katért, né té cilin

celési i paré (30) éshté zévendésuar ne objekt (10) me celésin e treté dhe ¢elési me kohé dhe
celési me kohé dhe celési i dyté (40) jané zévendésuar me bazén e té dhénave (50) me ¢elésin me
kohé té ri dhe celésin e katért, pas ¢do here gé objekti (10) pérdoret.
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10. Sistemi (100, 300) i pretendimit 9, né té cilin objekti (10) éshté pérzgjedhur nga grupi gé
konsiston né:

njé pasaporteé,

njé karté bankare,

njé karté elektronike udhétimi,

njé dokument elektronik i mbrojtur,
njé kuti pér smart TV,

njé kuti pér TV kabllor,

njé automjet,

njé pjesé automijeti,

njé licencsé programi kompjuterik dhe

njé media digjitale.

11. Sistemi (100, 300) i pretendimit 10, né té cilin karta bankare éshté pérzgjedhur nga grupi gé
konsiston né:

njé karté krediti,

njé karté ATM,

njé karté debiti,

njé karte depozitimi dhe

njé karté elektronike pagese.

12. Sistem (100, 300) i pretendimit 10, né té cilin karta elektronike e udhétimit éshté pérzgjedhur
nga grupi gé konsiston né njé karté Oyster dhe karté Octoplus.

13. Sistemi (100, 300) i pretendimit 10, né té cilin licenca e programit kompjuterik éshté
pérzgjedhur nga grupi gé konsiston né njé licencé programi kompjuterik njé licencé programi
kompjuterik automatizimi, njé ligencé sistemi shfrytézimi dhe njé aplikacioni pér telefon té

lévizsshém.
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14. Sistemi (100, 300) i pretendimit 10, né té cilin media digjitale éshté pérzgjedhur nga grupi qé
konsiston né:

njé lojé,

muzike,

film,

videoklip,

televizion dhe

seri televizive né linjé.

15. Sistemi (100, 300) i pretendimit 9, né té cilin celésat e paré dhe té dyté (30, 40) jané prodhuar
duke kriputar informacionin e llogarisé duke pérdorur njé celés me kohé té gjeneruar dhe duke
ndaré informacionin e kriptuar té llogarisé né gelésat e paré dhe té dyté (30, 40).

16. Sistemi (100, 300) i pretendimit 15, né té cilin informacioni i llogarisé éshté informacioni i

llogarisé sé njé pérdoruesi té objektit (10).

17. Njé aparaturé (400) pér mbrojtjen e njé objekti (10) nga kopjimi i paautorizuar, gé pérmban:
njé pajisje kriptimi (402);

njé lexues celési objekti (404) dhe njé emetues lexuesi celési (406) té ciftuar me pajisjen e
kriptimit (402) dhe konfiguruar pér té lexuar njé celés objekt dhe njé celés emetues respektivisht;
njé celés validues (408) ciftuar me pajisjen e kriptimit (402) dhe konfiguruar pér té kriptuar ose
dekriptuar ¢elésin objekt dhe celésin emetues pér té validuar celésin objekt té celésin emetues;
njé gjenerues celési (410) ciftuar me pajisjen e kriptimit (402) dhe konfiguruar pér té gjeneruar
njé celés me kohé dhe pér té kriptuar ose dekriptuar celésin objekt dhe ¢elésin emetues pér té
gjeneruar njé kod kriptimi dhe ndaré né celésin objekt dhe celésin emetues; dhe

njé celés pérditésues cifutar me gjeneruesin e celésit (410) dhe konfiguruar pér té pérditésuar
celésin objekt dhe celésin emetues duke zévendésuar objektin dhe gelésin emetyes me njé celés
objekt té ri dhe gelés emetues té ri, respektivisht dhe skartuar ¢elésin objekt dhe ¢elésin emetues,
né té cilin

celési objejt éshté zévendésuar me celésin e ri objekt dhe celési emetues éshté zévendésuar me

celésin e ri emetues, pas ¢do here gé objekti (10) pérdoret.
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(11) 9433

(97) EP2555789 / 10/06/2020

(96) 11718957.1/08/04/2011

(22) 03/07/2020

(21) AL/P/2020/439

(54) FRENIMIN E PEPTIDEVE TE DERIVUARA NGA TRANSKRIPTI 1 | NGJASHEM
ME TREM (TLT-1) DHE PERDORIMET E TYRE

20/10/2020

(30) 10305364 08/04/2010 EP

(71) INSERM (Institut National de la Santé et de la Recherche Médicale) and Université de
Lorraine

101, rue de Tolbiac, 75013 Paris, FR ;34 Cours Léopold CS 25233, 54052 Nancy Cedex, FR
(72) GIBOT, Sébastien (22 chemin de Nancy, 54110 Rémeéréville) ;DERIVE, Marc (30 rue
Général de Castelnau, 54600 Villers-lés-Nancy)

(74) Krenar LOLOCI

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

(57)

1. Njé polipeptid me 6 deri né 16 aminoacide gé pérfshin té paktén 6 aminoacide té
njépasnjéshme nga sekuenca e aminoacideve SEQ ID NO: 4 pér pérdorim né trajtimin e njé
gjendjeje inflamatore, ku polipeptidi i sipérpérmendur pérfshin sekuencén e aminoacideve si¢
pércaktohet né SEQ ID NO: 8.

2. Polipeptidi pér pérdorim sipas pretendimit 1 gé pérfshin njé sekuencé aminoacide si¢
pércaktohet né SEQ ID NO: 9.

3. Polipeptidi pér pérdorim sipas pretendimit 1 i pérbéré prej njé sekuence aminoacide si¢
pércaktohet né SEQ ID NO: 9.

4. Polipeptidi pér pérdorim sipas pretendimit 1 i pérbéré prej njé sekuence aminoacide si¢
pércaktohet né SEQ ID NO: 8.

5. Njé polipeptid me 6 deri né 16 aminoacide i pérbéré prej njé sekuence aminoacide si¢
pércaktohet né SEQ ID NO: 8 ose qé pérfshin njé sekuencé aminoacide si¢ pércaktohet né SEQ
ID NO: 9.

6. Polipeptidi sipas pretendimit 5 i pérbéré prej njé sekuence aminoacide si¢ pércaktohet né SEQ
ID NO: 9.

7. Polipeptidi sipas pretendimit 5 i pérbéré prej njé sekuence aminoacide si¢ pércaktohet né SEQ
ID NO: 8.

8. Njé sekuencé e acidit nukleik e izoluar gé kodon pér njé polipeptid sipas ¢do njérit prej
pretendimeve 5 deri né 7.
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9. Njé plazmid gé pérfshin njé sekuencé té acidit nukleik sipas pretendimit 8.

10. Njé vektor i shprehjes gé pérmban njé sekuencé té acidit nukleik sipas pretendimit 8.

11. Polipeptidi pér pérdorim sipas ¢do njérit prej pretendimeve 1 deri né 4, ku gjendja
inflamatore éshté sepsis, sepsis e réndé, shoku septik, shoku hemoragjik, ishemi-reperfuzion ose
pankreatit.

12. Polipeptidi pér pérdorim sipas ¢do njérit prej pretendimeve 1 deri né 4, ku gjendja
inflamatore éshté shoku septik.

13. Njé kompozim farmaceutik pér pérdorim né trajtimin e njé gjendje inflamatore, ku
kompozimi farmaceutik i sipérpérmendur pérfshin njé sasi terapeutikisht efektive té té paktén njé
polipeptidi sipas ¢do njérit prej pretendimeve 5 deri né 7 sé bashku me té paktén njé eksipienti
farmaceutikisht té pranueshém.

14. Njé kompozim farmaceutik gé pérfshin té paktén njé polipeptid sipas ¢do njérit prej
pretendimeve 5 deri né 7, ose nje acid nukleik sipas pretendimit 8, ose njé plazmid sipas
pretendimit 9, ose njé vektor té shprehjes sipas pretendimit 10 sé bashku me té paktén njé
eksipent farmaceutikisht té pranueshém.

15. Njé kompozim farmaceutik pér pérdorim né trajtimin e njé gjendjeje inflamatore, ku
kompozimi farmaceutik i sipérpérmendur pérfshin njé sasi terapeutikisht efektive té té paktén njé
polipeptidi nga 6 deri né 16 aminoacide qé pérfshijné té paktén 6 aminoacide té njépasnjéshme
nga sekuenca aminoacide SEQ ID NO: 4, ku polipeptidi i sipérpérmendur pérfshin sekuencén e
aminoacideve si¢ pércaktohet né SEQ ID NO: 8, sé bashku me té paktén njé eksipient
farmaceutikisht té pranueshém.

(11) 9434

(97) EP3037104 / 27/05/2020

(96) 15189425.0/20/10/2010

(22) 14/07/2020

(21) AL/P/ 2020/456

(54) 1ZOLIMI DHE PASTRIMI | ANTITRUPAVE ANTI-IL-13 DUKE PERDORUR

KROMATOGRAFINE E TERHEQJES SE PROTEINES A

20/10/2020

(30) 253411 P 20/10/2009 US

(71) AbbVie Inc.

1 North Waukegan Road, North Chicago, IL 60064, US

(72) HICKMAN, Robert (6 Hibiscus Drive, Worcester, MA 01605)

(74) Krenar LOLOCI

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

(57) 1. Njé metodé pér prodhimin e njé pérgatitje antitrupi anti-1L-13 té njé gelize pritése me

proteiné té reduktuar (HCP-reduced) nga njé pérzierje mostrash gé pérfshijné njé antitrup anti-

IL-13 dhe té paktén njé HCP, metoda e sipérpérmendur pérfshin:
(@) filtrimin e pérzierjes sé mostrés sé sipérpermendur me njé filtér filtrimi té thellé dhe
mbledhjen e njé pérzierje mostrash té filtruar thellésisht;
(b) kontaktimin e pérzierjes sé mostrés sé sipérpermendur me njé reziné kromatografie
térheqje Proteine A, larjen e rezinés sé kromatografisé sé terhegjes sé sipérpérmendur me
njé zbutés gé pérfshin 25 mM Tris, 100 mM NaCl, pH 7.2, ndjekur nga njé larje me njé
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zbutes gé pérfshin 20 mM citrate natriumi/ acid citrik, 0.5 M NaCl, pH 6, dhe mé pas me
njé zbutés gé pérfshin 25 mM Tris, 100 mM NaCl, pH 7.2 dhe mbledhjen e njé mostre
kromatografie me térhegje;
(c) subjektimin e mostrés sé kromatografisé me térheqje té sipérpérmendur né njé
reduktim né pH qé formon njé mostér té reduktuar pH, ku mostra e reduktuar e pH té
sipérpérmendur ka njé pH prej rreth 3 deri né rreth 4;
(d) pérshtatjen e pH té mostrés sé reduktuar té pH té sipérpérmendur né njé pH prej rreth
4.5 deri né rreth 8.5 dhe kontaktimin e mostrés sé pérshtatur té pH té sipérpérmendur me
njé reziné ndérrimi anioni gé pérfshin njé cerek zévendésuesi anionik aminoetil (QAE)
dhe mbledhjen e njé mostre kémbimi joni; dhe
(e) kontaktimin e mostrés sé kémbimit té jonit té sipérpérmendur me njé materal
kromatografik interveprimi hidrofobik (HIC) dhe mbledhjen e njé mostre HIC, ku mostra
HIC e sipérpérmendur pérfshin pérgatitjen e antitrupit té reduktuar HCP té
sipérpérmendur,
ku rreth referohet te 20% me e madhe se ose mé e vogél se vlerat e referencés,
dhe ku antitrupi anti-1L-13 i sipérpérmendur éshté antitrup IgA1, 1gA2, 19G1, 19G2, 19gG4, or IgM i
humanizuar gé pérfshin njé rajon variabél té zinxhirit té réndé prej
EVTLRESGPGLVKPTQTLTLTCTLYGFSLSTSDMGVDWIRQPPGKGLEWLAHIWWDDV
KRYN
PALKSRLTISKDTSKNQVVLKLTSVDPVDTATYYCARTVSSGYIYYAMDYWGQGTLVT
VSS dhe njé rajon variabél té zinxhirit té lehté prej

DIQMTQSPSSLSASVGDRVTISCRASQDIRNYLNWYQQKPGKAPKLLIFYTSKLHSGVPSRFSG
SGSGTDYTLTISSLQPEDIATYYCQQGNTLPLTFGGGTKVEIK.

2. Metoda e pretendimit 1, ku reduktimi i sipérpérmendur né pH né hapin (c) realizohet nga
pérzierja e acidit té pérshtatshém me pérzierje té mostrave té sipérpérmendur, né ményré
opsionale ku acidi i pérshtatshém i sipérpérmendur éshté zgjedhur nga grupi i pérbéré prej acidit
citri, acidit acetik, dhe acidit kaprilik.
3. Metoda e pretendimit 1, ku materiale HIC i sipérpérmendur éshté:

(i) njé koloné HIC faza e palévizshme e té cilit pérfshin grupe hidrofobike, ose

(i) njé koloné HIC faza e palévizshme e té cilit pérfshin grupe hidrofobike zgjedhur nga

grupi i pérbéré prej grupeve-alkil, grupeve-aril, dhe njé kombinim i tyre; ose

(iii) njé reziné agarose zévendésuar me grupet fenil.
4. Metoda e pretendimit 1 qé pérfshin mé tej njé hap filtrues, ku mostra HIC e sipérpérmendur
éshté subjektuar né filtrim pér té hequr grimcat virale dhe pér té lehtésuar kémbimin e zbutésit.
5. Metoda e pretendimit 1 ose 2, ku mostra pH e reduktuar e sipérpérmendur né hapin (c) ka njé
pH prej rreth 3.5.

(11) 9431
(97) EP3436334 / 06/05/2020
(96) 17711225.7 / 20/03/2017
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(74) Krenar LOLOCI

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

(57) 1. Njé jaht (10), qé pérmban njé trup (2) dhe njé superstrukturé (3), me njé kic (2) gé
pércakton njé majé (12) dhe njé hark (11), ku harku (11) pérmban njé ndérprerje (13) né pamje
anésore, pérkufizuar nga njé formé, gé fillon me vijén e ujit (15), pérkulur sé sipérmi prapa né
trupin e anijes dhe mé pas, gé vijon mé tej sé sipérmi, duke u kthyer né njé orientim té dalé
pérpara (16), né té cilin trupi pérmban njé sup té ngritur (17), duke pérkufizuar njé zgajtim té
varur té njé pjese té sipérme té trupit relativisht me njé pjesé té ulét té trupit, qé shtrihet nga
harku (11) né ményré thelbésore né drejtimin e majés (12) sé trupit,

KARAKTERIZUAR NE ATE QE

supi i ngritur (17) shtrihet nga pjesa mé e ndérpreré (13) e harkut (11), ku sé sipérmi nga prapa
né formén e pérkulur sé sipérmi nga prapa té trupit té anijes (14) kthehet né njé orientim té dalé
pérpara (16).

2. Jahti sipas pretendimit 1, né té cilin supi i ngritur shtrihet pértej harkut né pjesén mée té
ndérpreré té harkut né shikim anésor dhe larg nga harku nga té dyjat e trupit.

3. Jahti sipas pretendimit 1 ose 2, gé pérmban gjithashtu njé dalje té zgjatur né pjesét e jasthme té
kundérta té trupit relativisht me harkun.

4. Jahti sipas pretendimit 3, né té cilin daljet e zgjatura shtrihen né njé orientin thelbésisht
horizontal.

5. Jahti sipas pretendimit 3 ose 4, né té cilin daljet e zgjatura shtrihen nga njé distancé prapa
harkut, té paktén drejt harkut.

6. Jahti sipas pretendimit 5, né té cilin njé cift i daljeve né anét e kundérta té trupit jané bashkuar
te harku pér té pérkufizuar njé dalje té vetme pértej harkut.

7. Jahti sipas ¢donjérit prej ose mé shumé se njé prej pretendimeve té méparshém 3 - 6, né té
cilin dy ose mé shumé dalje né formé shirita jané rregulluar né njé ané té trupit.

8. Jahti sipas pretendimit 7, né té cilin dy ose mé shumé daljhet né formé shiriti jané rregulluar
né anén e trupit né nivel té dallueshém sipér linjés sé ujit gé shtrihet pértej trupit.

9. Jahti sipas ¢donjérit prej ose mé shumé se njé prej pretendimeve té méparshém 3 - 8, né té
cilin daljet e zgjatura jané thelbésisht gjysém tubulara né prerje térthore.

(11) 9441
(97) EP3497308 / 03/06/2020
(96) 17754461.6 / 04/08/2017
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(21) AL/P/ 2020/529
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21/10/2020
(30) 201613952 15/08/2016 GB
(71) Futurebay Limited
2nd Floor Commercial Wharf, 6 Commercial Street, Manchester M15 4PZ, GB
(72) HUTCHINGS, Adrian Charles (3 Carriers Close West Mersea, ColchesterEssexCO5 8NY)
;HENSHAW, lain James (17 Eleanor Road, ManchesterGreater Manchester M21 9FZ)
(74) Krenar LOLOCI
Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)
(57) 1. Aparaturé i ciklit termodinamik (100) gé pérmbabn:
(i) njé rezervuar té paré (2) gé pérmban njé medium té paré pér depozitim;
(i1) njé rezervuar té dyté (3) gé pérmban njé medium té dyté pér deporitim;
(iii) njé pompé nxehtésie (1) qé ka njé ané té ftohté té bashkuar termikisht me rezervuarin e paré
(2) pér ftohjen e mediumit té paré té ruajtjes dhe njé ané té nxehté té bashkuar termikisht né
rezervuarin e dyté (3) pér ngrohjen e mediumit té dyté té depozitimit;
(iv) njé gark i paré termodinamik (4) i njé Iéngu té paré té punés (23), gark i paré termodinamik
qé pérfshin:
njé avullues té paré (9) pér avullimin e léngut té paré té punés (23) pér té krijuar njé avull
té paré nén presion;
njé shtensionues té paré (6) i rregulluar pér té shtensionuar avullin e paré nén presion;
dhe
njé kondensator té paré (7) i rregulluar pér té kondensuar léngun e paré té punés (23) té
marré nga shtensionuesi i paré (6) dhe té sigurojé Iéngun e paré té punés tek avulluesi i
paré (9), kondensatori i paré (7) duke u bashkuar termikisht me rezervuarin e paré (2);
(v) njé gark i dyté termodinamik (5) i njé l1éngu té dyté té punés (24), garku i dyté termodinamik
(5) pérfshin:
njé avullues té dyté (14) pér avullimin e Iéngut té dyté té punés (24) pér té krijuar njé
avull té dyté nén presion, avulluesi i dyté (14) éshté bashkuar termikisht né rezervuarin e
dyté (3);
njé shtensionues té dyté (11) i rregulluar pér té zgjeruar avullin e dyté nén presion; dhe
njé kondensator i dyté (12) i rregulluar pér té kondensuar léngun e dyté té punés té marré
nga eksponenti i dyté (11) dhe té sigurojé l1éngun e dyté té punés pér avulluesin e dyté
(14);
(vi) mjete té hyrjes ndihmése té nxehtésisé té lidhur termikisht me garkun e paré termodinamik
(4), né ményré gé nxehtésia ndihmése té kontribuojé né krijimin e avullit t& paré nén presion;
dhe
(viimjete té prodhimit ndihmés té nxehtésisé té lidhur termikisht me garkun e dyté termodinamik
(5) né ményré qé léngu i dyté i punés té mund té humbasé nxehtésiné né njé lavaman ndihmés té
nxehtésisé (15);
né té cilin garku i paré termodinamik (4) éshté i pavarur termikisht nga qarku i dyté
termodinamik (5), dhe aparati éshté vihet né puné né njé gjendje karikimi, né njé gjendje
depozitimi dhe njé gjendje té shkarkuar;
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né té cilin né modaliteti i karikimit pompa e nxehtésisé (1) aktivizohet pér té ftohur mediumin e
paré té depozitimit dhe pér té ngrohur mediumin e dyté té depozitimit;
né gjendjen e depozitimit mediumi i paré i ftohur i depozitimit ruhet né rezervuarin e paré (2)
dhe mediumi i dyté i nxehté i ruajtjes ruhet né rezervuarin e dyté (3); dhe
né ményrén e shkarkimit, avulli i paré nén presion zgjerohet nga shtensionuesi i paré (6) dhe /
ose avulli i dyté me presion zgjerohet nga shtensionuesi i dyté (11).
2. Aparatura e pretendimit 1, ku secila ose té dy shtensionuesi i paré (6) dhe shtensionuesi i dyté
(11) pérfshijné njé nga njé turbing, shtensionues lévizés, shtensionues vidé, turbiné Tesla, ose njé
motor reciprok; dhe / ose né té cilin secili ose té dy shtensionuesi i paré (6) dhe shtensionuesi i
dyté (11) pérfshijné njé gjenerator shtensionues pér gjenerimin e energjisé elektrike.
3. Aparatura (100) e cdo pretendimi té méparshém, ku secila ose té dy garget e paré dhe té dyté
termodinamiké (4, 5) pérfshijné njé pompé (8, 13) pér garkullimin e Iéngut té paré ose té dyté té
punés (23, 24).
4. Aparatura (100) e pretendimeve té méparshme, qé pérmban mé tej njé burim ndihmés té
nxehtésisé (10) pér sigurimin e nxehtésisé ndihmése né garkun e paré termodinamik (4) pérmes
mjeteve ndihmése té nxehtésisé, ku burimi ndihmés i nxehtésisé (10) mund té pérfshijé njé ose
mé shumé nga: njé burim i jashtém i ajrit té ambientit, njé burim ajri nga brenda njé ndértese,
nxehtésia e larguar nga njé sistem kondicionimi ose ftohjeje, njé burim uji ambienti, njé burim
tokésor, njé burim gjeotermik, njé burim termik diellor, njé basen diellor, njé burim biologjikisht
aktiv i nxehtésisé, nxehtésiné e mbeturinave nga njé proces industrial dhe nxehtésiné e
mbeturinave nga teknologjia e gjenerimit.
5. Aparatura (100) e pretendimeve té méparshme, e cila pérmban mé tej njé lavaman ndihmés té
nxehtésisé (15) pér marrjen e nxehtésisé nga garku i dyté termodinamik (5) pérmes mjeteve
dalése té nxehtésisg, né té cilin lavamani ndihmés i nxehtésisé (15) mund té pérfshijé njé ose mé
shumeé té: njé burimi té jashtém té ajrit t€ ambientit, njé burimi ajri nga brenda njé ndértese, njé
burim uji ambienti, njé burim tokésor dhe burime té ftohjes sé mbeturinave; dhe / ose né té cilin
garku i dyté termodinamik (5) pérfshin njé mjet shtesé té nxehtésisé ndihmése né ményré qé
nxehtésia shtesé ndihmése té mund té kontribuojé né krijimin e avullit té dyté nén presion.
6. Aparatura (100) e pretendimeve té méparshme: qé pérfshin mé tej njé super-ngrohés té paré
(16) midis avulluesit té paré (9) dhe shtensionuesit té paré (6), super-ngrohésit té paré (16) gé
éshté rregulluar pér té ngrohur Iéngun e paré té punés (23); dhe/ose
qé pérfshin mé tej njé super-ngrohés té dyté (18) né mes té avulluesit té dyté (14) dhe
shtensionuesit té dyté (11), super-ngrohésit sé dyté (18) gé éshté rregulluar pér té ngrohur
Iéngun e dyté té punés (24); dhe/ose
qé pérfshin mé tej njé para-ngrohés (17) midis kondensatorit té dyté (12) dhe avulluesit té
dyté (14), para-ngrohja (17) gé konfigurohet pér té ngrohur lIéngun e dyté té punés (24).
7. Aparatura (100) cdo pretendimit té méparshém, né té cilin secila ose té dyja medium i paré i
depozitimit dhe mediumi i dyté i depozitimit pérfshijné njé material té€ ndryshimit té fazés sé
kapsuluar ose njé material té ndryshimit té fazés sé pakapsuluar; dhe / ose né té cilin ana e ftohté
e pompés sé nxehtésisé (1) éshté bashkuar termikisht né rezervuarin e paré (2) me njé qgark té
paré pér transferimin e nxehtésisé té njé léngu té paré té transferimit té nxehtésisé (25) dhe
opsionalisht ku mediumi i paré i depozitimit pérmban njé material ndryshimi té fazés té
pakapsuluar dhe léngu i paré i transferimit té nxehtésisé (25) nuk éshté i pérzier né mediumin e
paré té depozitimit.
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8. Aparatura (100) e cdo pretendimit té méparshém, né té cilin: ana e nxehté e pompés sé
nxehtésisé (1) éshté bashkuar termikisht né rezervuarin e dyté (3) me njé gark té dyté pér
transferimin e nxehtésisé nga njé 1éng i dyté i transferimit té nxehtésisé (28); dhe/ose
rezervuari i paré (2) éshté bashkuar termikisht me kondensatorin e paré (7) té garkut té
paré termodinamik (4) me njé qgark té treté té transferimit té nxehtésisé nga njé léng i treté
I transferimit té nxehtésisé; dhe/ose
rezervuari i dyté (3) éshté bashkuar termikisht me avulluesin e dyté (14) té garkut té dyté
termodinamik (5) me njé gark té katért pér transferimin e nxehtésisé nga njé 1éng i katért i
transferimit té nxehtésisé.
9. Aparatura (100) e cdo pretendimi té méparshém, ku pompa e nxehtésisé (1) pérfshin njé gark
ftohés té njé ftohési, ku garku i ftohjes mund té pérfshijé njé kompresor ftohés (19), njé avullues
ftohés (20), njé kondensator ftohés (21 ) ose ftohés gazi, dhe njé mjet pér zgjerimin e ftohésit
(22) pér zgjerimin e ftohésit, ku ana e ftohté e pompés sé nxehtésisé (1) pérfshinte avulluesin e
ftohjes (20) dhe anén e nxehté té pompés sé nxehtésisé (1) pérfshin kondensatorin ftohés (21)
ose ftohésin e gazit.
10. Aparatura (100) e cdo pretendimi té méparshém, ku mediumi i paré i depozitimit dhe / ose
mediumi i dyté i depozitimit pérfshin njé 1éng gqé nuk ndryshon fazén gjaté funksionimit té
aparaturés (100) né cilindo nga ményrat e ngarkimit, ményrén e depozitimit dhe ményrén e
shkarkimit.
11. Aparatura (100) e pretendimeve té méparshme, gé pérfshin mé tej njé ose mé shumé
shkémbyes nxehtésie té& vendosur né rezervuarin e paré dhe / ose rezervuarin e dyté; dhe / ose ku
ose ose té dy garget termodinamike té paré dhe té dyté (4, 5) pérfshinin njé cikél Rankine, cikél
Lorenz ose njé cikél Kalina.
12. Njé metodé e funksionimit té njé aparature té ciklit termodinamik (100) gé pérfshin:
(a) sigurimin e njé aparature té ciklit termodinamik (100) gé pérfshin:

(i) njé rezervuar té paré (2) gé pérmban njé medium té paré pér depozitim;

(i) njé rezervuar té dyté (3) gé pérmban njé medium té dyté pér deporitim;

(iii) njé pompé nxehtésie (1) gé ka njé ané té ftohté té bashkuar termikisht me rezervuarin
e paré (2) pér ftohjen e mediumit té paré té ruajtjes dhe njé ané té nxehté té bashkuar
termikisht né rezervuarin e dyté (3) pér ngrohjen e mediumit té dyté té depozitimit;

(iv) njé gark i paré termodinamik (4) i njé 1éngu té paré té punés (23), garku i paré
termodinamik gé pérfshin:

njé avullues té paré (9) pér avullimin e l1éngut té paré té punés (23) pér té krijuar
njé avull té paré nén presion;
njé shtensionues té paré (6) i rregulluar pér té shtensionuar avullin e paré nén
presion; dhe
njé kondensator té paré (7) i rregulluar pér té kondensuar léngun e paré té punés
(23) té marré nga shtensionuesi i paré (6) dhe té sigurojé léngun e paré té punés
tek avulluesi i paré (9), kondensatori i paré (7) duke u bashkuar termikisht me
rezervuarin e paré (2); and
(V) njé gark i dyté termodinamik (5) i njé léngu té dyté té punés (24), garku i dyté
termodinamik (5) pérfshin:
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njé avullues té dyté (14) pér avullimin e Iéngut té dyté té punés (24) pér té krijuar
njé avull té dyté nén presion, avulluesi i dyté (14) éshté bashkuar termikisht né
rezervuarin e dyté (3);

njé shtensionues té dyté (11) i rregulluar pér té zgjeruar avullin e dyté nén
presion; dhe

njé kondensator i dyté (12) i rregulluar pér té kondensuar Iéngun e dyté té punés té
marré nga eksponenti i dyté (11) dhe té sigurojé Iéngun e dyté té punés pér
avulluesin e dyté (14);

(vi) mjete té hyrjes ndihmése té nxehtésisé té lidhur termikisht me garkun e paré
termodinamik (4), né ményré gé nxehtésia ndihmése té kontribuojé né krijimin e avullit té
paré nén presion; dhe
(vii) mjete té prodhimit ndihmés té nxehtésisé té lidhur termikisht me garkun e dyté
termodinamik (5) né ményré qé 1éngu i dyté i punés té mund té humbasé nxehtésiné né
njé lavaman ndihmés té nxehtésisé (15);
né té cilin garku i paré termodinamik (4) éshté termikisht i pavarur nga garku i dyté
termodinamik (5)
(b) vénien né puné té aparaturés (100) né njé gjendje karikimi duke aktivizuar pompén e
nxehtésisé pér té ftohur mediumin e paré té depozitimit dhe pér té ngrohur mediumin e dyté té
depozitimit;
(c) vénien né puné té aparaturés (100) né njé gjendje depozitimi duke depozituar mediumin e
paré té ftohur té depozitimit né rezervuarin e paré (2) dhe duke depozituar mediumin e dyté té
nxehté té depozitimit né rezervuarin e dyté (3);
(d) vénien né puné té aparaturés (100) né njé ményré té paré shkarkimi duke pérdorur njé burim
ndihmés té nxehtésisé pér té krijuar avullin e paré nén presion né avulluesin e paré (9), duke
zgjeruar avullin e paré nén presion me shtensionuesin e paré (6) dhe kondensimin e Iéngut té
paré té punés né kondensatorin e paré (7); dhe
(e) vénien né puné té aparaturés (100) né njé ményré té dyté shkarkimi duke pérdorur nxehtésiné
nga rezervuari i dyté (3) pér té krijuar avullin e dyté nén presion né avulluesin e dyté (14), duke
zgjeruar avullin e dyté nén presion dhe duke pérdorur njé lavaman ndihmés té nxehtésisé (15)
pér kondensimin e léngut té dyté té punés (24) né kondensatorin e dyté (12); ku hapat (d) dhe (e)
jané té zbatueshém njékohésisht dhe né ményré té pavarur nga njéri-tjetri.
13. Metoda e pretendimit 12, ku secila ose té dyja medium i paré i depozitimit dhe mediumi i
dyté i depozitimit pérfshijné njé material t& ndryshimit té fazés sé kapsuluar ose njé material té
ndryshimit té fazés sé pakapsuluar; opsionalisht, ku mediumi i paré i depozitimit pérfshint njé
material té pakapsuluar dhe metoda pérfshin depozitimin e mediumit té paré té depozitimit si njé
suspension ose njé léndé té ngurté té fragmentueshme né njé fund té vénies né puné té
modalitetit té karikimit, dhe / ose né té cilin mediumi i dyté i depozitimit pérfshin njé material té
pakontrolluar dhe metoda pérmban depozitimin e mediumit té dyté té depozitimit si njé
suspension ose njé léndé té ngurté e fragmentueshme né fund té funksionimit té ményrés sé dyté
té shkarkimit.
14. Metoda e pretendimeve 12 ose 13, né té cilin: garku i paré termodinamik (4) pérfshin njé
shkémbyes té nxehtésisé me njé kalim té vetém, dhe metoda e pérfshiré, kur vihet né puné
aparatura (100) né ményrén e paré té shkarkimit, duke shkarkuar mediumin e paré té depozitimit
pérmes shkémbyesit té nxehtésisé mé njé kalim dhe té lejojé qé mediumi i paré i depozitimit té
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stratifikohet pas késaj; dhe / ose ku garku i dyté termodinamik (5) pérfshin njé shkémbyes té
nxehtésisé me njé kalim té vetém, dhe metodén e pérfshiré, kur vihet né puné aparatura (100) né
ményrén e shkarkimit té dyté, duke shkarkuar mediumin e dyté té depozitimit pérmes
shkémbyesit té nxehtésisé me njé kalim dhe duke lejuar qé mediumi i dyté i depozitimit té
stratifikohet pas késaj.

15. Metoda e secilit prej pretendimeve 12 deri 14, ku aparatura (100) pérfshin mjete shtesé té
depozitimit té energjisé té rregulluar pér té prodhuar energji né ményré té pavarur nga energjia e
prodhuar nga shtensionuesi i paré (6) dhe shtensionuesi i dyté (11), ku opsionalisht mjetet e
depozitimit shtesé té energjisé pérfshin njé kondensator, bateri, timon fluturues ose mjete té tjera
depozituese té energjisé elektrike ose mekanike jo-termike; dhe / ose opsionalisht metoda gé
pérmban pérdorimin e mjeteve shtesé té depozitimit té energjisé pér té siguruar njé prodhim té
energjisé elektrike derisa energjia e prodhuar nga modlitetet e shkarkimit té paré dhe / ose té dyté
té arrijé njé sasi té paracaktuar.

16. Metoda e secilit prej pretendimeve 12 deri 15, gé pérfshin ngarjen e shtensionuesit té paré (6)
dhe / ose shtensionuesit té dyté (11) para futjes sé léngut té paré / té dyté té punés (23, 24) né té.
17. Metoda e secilit prej pretendimeve 12 deri 16, ku aparatura (100) pérfshin tubacionet e para té
lidhura me njé hyrje té shtensionuesit té paré (6), dhe metoda pérfshin presionin e tubacionit té
paré me léng té gazit té paré té punés (23) para vénies né puné té ményrés sé paré té shkarkimit;
dhe / ose ku aparatura (100) pérfshin tubacionin e dyté té lidhur me njé hyrje té shtensionuesit té
dyté (11), dhe metoda pérfshin presionin e tubacionit té dyté me léng pune té dyté té gazté (24)
para vénines né puné té modalitetit té dyté té shkarkimit.

(11) 9430

(97) EP3604117 / 15/07/2020

(96) 18187392.8/03/08/2018

(22) 20/08/2020

(21) AL/P/ 2020/546

(54) PAJISJE SHTYTESE ME HEDHJE UJI JASHTE PER MJETE DETARE

20/10/2020

(30)

(71) SEALENCE S.R.L.

Vicolo S. Giorgio 25/27, 20090 Buccinasco (M), IT

(72) Benini, Ernesto (Via Pozzacale, 6A, 1-35037 Teolo (PD)) ;Gobbo, William (Via Cadorna,

8/54, 1-20090 Buccinasco (Ml))

(74) Krenar LOLOCI

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

(57) 1. Pajisje shtytése (1) me hedhje uji jashté pér mjete detare me shpejtési té larté, e cila

pérmban:
- njé nacelé (2) qé pérmban njé strehé (4) me formé hidrodinamike, e cila shtrihet né
ményré boshtore sipas njé drejtim shtrirjeje (X) ndérmjet njé skaji té pérparmé (5) dhe njé
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skaj té pasmé (6), dhe pajiset me njé kanal transportues ( 7), i cili shtrihet pérgjaté
drejtimit té pérmendur té zgjerimit (X) ndérmjet njé seksioni hyrje (8), té rregulluar né
skajin e pérparmé té sipérm (5) dhe njé seksion daljeje té kundért (9) té rregulluar né
skajin e pasém té sipérm té pérmendur (6); nacela e pérmendur (2) duke synuar té lidhet
me pjesén e jashtme té njé fundi té njé anijeje né ményré qé té zhytet brenda njé léngu né
té cilin anija e pérmendur ka pér géllim té pérparojé;

- njé heliké (3) e rregulluar brenda kanalit té pércjelljes (7) té strehave té pérmendura (4)
dhe e lejueshme pér té pércaktuar njé shtytje né njé drejtim specifik pérparimi (V1) né
ményré té konsiderueshme té térthorté né seksionin e hyrjes (8) té strehés sé pérmendur

(4);
né té cilén:

- helika e pérmendur (3) pérmban njé pompé (11) gé mund té aktivizohet pér gjenerimin e
njé rrjedhje té l1éngut té pérmendur pérmes kanalit t& pérmendur té pércjellésit (7) sipas
njé sensi dalés (VF) i cili shkon nga seksioni i hyrjes sé pérmendur (8) né seksionin e
daljes sé pérmendur (9) ; ku pompa e pérmendur (11) éshté e pajisur me té paktén njé
centrifugé (18) qé ka bosht rrotullues () paralel me drejtimin e shtrirjes (X) té strehimit
té pérmendur (4);

- nacela (2) e pérmendur:

- njé marrje dinamike (12), e cila pérfshin té paktén njé pjesé té pérparme (13) té
strehave té pérmendura (4); ku pjesa e pérparme e pérmendur (13) shtrihet né
ményré boshtore pérgjaté drejtimit té pérmendur té shtrirjes (X) ndérmjet
seksionit té hyrjes sé pérmendur (8) dhe pompés sé pérmendur (11), dhe ka
seksione kalimi, térthor me drejtimin e pérmendur té shtrirjes (X), duke u rritur
sipas sensit rrjedhés té pérmendur (VF), né ményré té tillé gé té shkaktojé, né
marrjen dinamike té pérmendur (12), njé ngadalésim té shpejtésisé lokale té
Iéngut té pérmendur dhe njé ngritje té presionit té 1éngut té pérmendur;

- njé gryké shkarkimi (14), e cila pérfshin njé pjesé té pasme (15) gé éshté shtriré
né ményreé thelbésore simetrike aksialisht pérgjaté strehés sé pérmendur (4); ku
seksioni i pasém i pérmendur (15) shtrihet né ményré boshtore pérgjaté drejtimit
té pérmendur té shtrirjes (X) ndérmjet pompés sé pérmendur (11) dhe seksionit té
daljes sé pérmendur (9), dhe ka seksione kalimi, térthor me drejtimin e pérmendur
té shtrirjes (X), duke zbritur né sensin e rrjedhés sé pérmendur (VF), né até
ményré gé té shkaktojé, né grykén e shkarkimit té pérmendur (14), njé rritje té
shpejtésisé lokale té 1éngut té pérmendur dhe njé ulje té presionit té léngut té
pérmendur, duke krijuar njé shtytés reaktor gé del nga dalja e seksionit té
pérmendur (9);

- njé trup gendror (16) gé pérfshin njé seksion té& ndérmjetém (17) té strehés sé
pérmendur (4); ku seksioni i ndérmjetém i pérmendur (17) shtrihet pérgjaté
drejtimit té pérmendur té shtrirjes (X) ndérmjet marrjes dinamike té pérmendur
(12) dhe grykeés sé shkarkimit té& pérmendur (14), né shtépité e saj té brendshme
pompé e pérmendur (11) dhe ka seksione kalimi, térthor ndaj drejtimit té
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pérmendur té shtrirjes (X), qé ka zoné té géndrueshme pérgjaté drejtimit té
pérmendur té shtrirjes (X);
né té cilin pjesa e pérparme (13) e marrjes dinamike té pérmendur (12) éshté e lidhur me
sipérfagen e jashtme té strehés (4) té nacelés sé pérmendur (2) me ané té njé buze (27) me
formés té rrumbullakosur, e cila kufizon skajin e pjesa hyrése (8) té nacelés sé pérmendur (2);
dhe
ku centrifuga (18) i pompés sé pérmendur (11) pajiset me tehe (19) gé kané profil aerodinamik
korda e sé cilés rritet, i cili rritet si njé funksion i rrezes sé centrifugés sé pérmendur (18).

2. Pajisje shtytése (1) sipas pretendimit 1, e karakterizuar né até gé seksioni i hyrjes (8) té
strehimit té pérmendur (4) shtrihet né njé plan té shtriré né thelb ortogonal me boshtin e
rrotullimit (Y) té centrifugés sé pérmendur (18).

3. Pajisje shtytése (1) sipas pretendimit 1 ose 2, e karakterizuar né até gé pompa e pérmendur
(11) éshté njé pompé rrjedhése boshtore ose njé pompé rrjedhése gjysmé boshtore.

4. Pajisje shtytése (1) sipas secilit prej pretendimeve té€ méparshme, e karakterizuar né até qé
pompa e pérmendur (11) pérfshin dy ose mé shumé faza (20, 21) té pozicionuara né vazhdimési
pérgjaté drejtimit té shtrirjes (X) té strehés sé pérmendur (4), dhe secila prej fazave té tilla (20,
21) pajiset me njé shtytés pérkatés té pérmendur (18).

5. Pajisje shtytése (1) sipas pretendimit 4, e karakterizuar né até qé pompa e pérmendur (11) e
pérfshiré:

- njé fazé e paré (20), e rregulluar pér gjenerimin e ngritjes sé presionit té paré té léngut té
pérmendur;

- njé fazé e dyté (21), e pozicionuar né mes fazés sé paré té pérmendur (20) dhe grykés sé
shkarkimit té pérmendur (14), dhe e rregulluar pér gjenerimin e njé ngritjeje té presionit
té dyté té l1éngut té pérmendur mé té madh se ngritja e presionit té paré té pérmendur.

6. Pajisje shtytése (1) sipas secilit prej pretendimeve té€ méparshme, e karakterizuar né até gé
secila fazé e pérmendur (20, 21) pérfshin njé centrifugé pérkatése té pérmendur (18), dhe shtytési
(18) i fazés sé paré té pérmendur (20) éshté rregulluar pér duke rrotulluar né kuptimin e kundért
me sensin e centrifugés (18) té fazés sé dyté té pérmendur (21).

7. Pajisje shtytése (1) sipas secilit prej pretendimeve té méparshme, e karakterizuar né até qé
pérfshin té paktén njé motor elektrik té lidhur operativisht me pompén e pérmendur (11) né
ményré qé té aktivizojé rotacionin e centrifugés sé pérmendur (18).

8. Pajisje shtytése (1) sipas pretendimit 7 dhe sipas pretendimit 5 ose 6, e karakterizuar né até
gé pérfshin motoré elektriké té shuméfishté té pérmendur, té pavarur nga operacioni, secila prej
té cilave lidhet me centrifugén (18) té njé faze pérkatés (20, 21) e pompés sé pérmendur (11).
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9. Pajisje shtytése (1) sipas pretendimit 7 ose 8, e karakterizuar né até gé motori elektrik té
pérmendur pérfshihet:

- njé stator unazor (25) i fiksuar né strehimin sé pérmendur (4) koaksial me boshtin e
rrotullimit (Y) té centrifugés sé pérmendur (18);

- njé rotor unazor (26) i montuar né ményré té rrotullueshme brenda kanalit té bartjes (7)
té strenimit té pérmendur (4), té rregulluar koaksial me boshtin e rrotullimit té pérmendur
(YY), gé mbante centrifugén e pérmendur (18) té fiksuar né té, dhe té bashkuar me statorin
unazor té pérmendur (25).

10. Pajisje shtytése (1) sipas secilit prej pretendimeve té méparshme, e karakterizuar né até qé
pérfshin njé shpérndarés té bllokuar (22) té fiksuar né strehé (4) té nacelés sé pérmendur (2), té
rregulluar brenda kanalit té pércjelljes sé pérmendur (7) né rrjedhén e poshtme té centrifugés sé
pérmendur (18) né lidhje me sensin rrjedhés sé pérmendur (VF), dhe té rregulluar pér bartjen e
Iéngut té pérmendur né drejtim boshtor pérgjaté drejtimit té shtrirjes (X) té strehés sé pérmendur

(4).

11. Pajisje shtytése (1) sipas secilit prej pretendimeve té méparshme, e karakterizuar né até qé
pérfshin shumé kamioné udhézues hyrés (23) té fiksuar né strehé (4) té nacelés sé pérmendur (2),
té pozicionuar brenda kanalit té pércjelljes sé pérmendur (7) né mes té tha seksion hyrés (8) dhe
pompé e pérmendur (11), dhe e rregulluar pér kthimin e l1éngut té pérmendur sipas té paktén njé
pérbérési té shpejtésisé tangjenciale né lidhje me rrotullimin e centrifugés sé pérmendur (18).

12. Pajisje shtytése (1) sipas secilit prej pretendimeve té méparshme, e karakterizuar né até qé
centrifuga e pérmendur (18) pérfshin njé gendér gendrore (24) té lidhur me boshtin e rrotullimit
té pérmendur () dhe tehe té shuméfishta (19) té fiksuara né gendrén gendrore té pérmendur (24

).

13. Pajisje shtytése (1) sipas secilit prej pretendimeve té méparshme, e karakterizuar né até qé
shtrihet centrifuga e pérmendur (18):

- njé unazeé periferike e shtriré rreth boshtit té rrotullimit té€ pérmendur (Y), i kufizuar né
ményré rrotulluese né kanalin e bartjes (7) té strehés sé pérmendur (4) né ményré gé té
rrotullohet rreth boshtit té rrotullimit té pérmendur (Y);

- tehe té shuméfishta (19), secila prej té cilave shtrihet midis njé skaji té brendshém té
drejtuar nga boshti i rrotullimit té€ pérmendur (Y) dhe njé skaj té jashtém té fiksuar né
unazén periferike té pérmendur.

(11) 9410
(97) EP3484863 / 17/06/2020
(96) 18707374.7 / 27/02/2018
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(22) 24/08/2020

(21) AL/P/ 2020/556

(54) AMIDE CIKLIKE SI CLIRUESE TE KANALIT TE KALIUMIT
08/10/2020

(30) 17158326 28/02/2017 EP

(71) Acousia Therapeutics GmbH

Sindelfinger Strasse 3, 72070 Tibingen, DE

(72) BOS, Michael (Neue StraRe 15, 72070 Tiibingen)

(74) Ela SHOMO PANIDHA

Euromarkpat Albania LTD , Rr. Pjeter BOGDANI, P.20/4, Ap.7/5, Tirane, 100
(57) 1. Njé komponim i pérzgjedhur nga grupi si vijon i komponimeve:

(1R,2R,4S)-rel-N-(3-(pentafluorosulfanil)benzil)biciklo[2.2.1]heptan-2-karboksamid
(1S,2S,4R)-N-(3-(pentafluorosulfanil)benzil)biciklo[2.2.1]heptan-2-karboksamid
(1R,2R,4S)-rel-N-(3-(trifluormetil)benzil)biciklo[2.2.1]heptan-2-karboksamid
(1R,2R,4S)-rel-N-(3-(trifluorometoksi)benzil)biciklo[2.2.1]heptan-2-karboksamid
(1S,2S,4R)-N-(3-(trifluorometil)benzil)biciklo[2.2.1]heptan-2-karboksamid
(1S,2S,4R)-N-(3-(trifluorometoksi)benzil)biciklo[2.2.1]heptan-2-karboksamid.

2. Komponimi sipas pretendimit 1 i pérzgjedhur nga grupi si vijon i komponimeve:

(1R,2R,4S)-rel-N-(3-(pentafluorosulfanil)benzil)biciklo[2.2.1]heptan-2-karboksamid
(1S,2S,4R)-N-(3-(pentafluorosulfanil)benzil)biciklo[2.2.1]heptan-2-karboksamid.

3. Njé komponim i pérzgjedhur nga grupi si vijon i kKomponimeve:

5-Kloro-N-(4-trifluorometoksi)benzil)tiofen-2-karboksamid
5-Fluoro-N-(4-trifluorometoksi)benzil)tiofen-2-karboksamid
5-Kloro-N-(4-(pentafluorosulfanil)benzil)tiofen-2-karboksamid
5-Fluoro-N-(4-(pentafluorosulfanil)benzil)tiofen-2-karboksamid
5-Fluoro-N-( 4-(trifluorometil)benzil)tiofen-2-karboksamid
5-Kloro-N-(4-(trifluorometil)benzil)tiofen-2-karboksamid.

4. Komponimi sipas pretendimit 3 i pérzgjedhur nga grupi si vijon i komponimeve:

5-Kloro-N-(4-(pentafluorosulfanil)benzil)tiofen-2-karboksamid
5-Fluoro-N-(4-(pentafluorosulfanil)benzil)tiofen-2-karboksamid.

5. Njé pérbérje farmaceutike ose medikament, qé pérmban:

- té paktén njé komponim sipas secilit prej pretendimeve té méparshme, dhe
- njé transportues ose tretés farmaceutikisht i pranueshém.
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6. Komponimi sipas secilit prej pretendimeve 1 deri né 4 pér tu pérdorur si njé pérbérje
farmaceutike ose njé medikament pér profilaksiné ose terapiné e njé humbjeje dégjimi né
veshin e brendshém pas démtimit ose humbjes sé gelizave me floké ndijore né njé organ té
Kortit.

(11) 9411

(97) EP3209647 / 03/06/2020

(96) 15787846.3 / 21/10/2015

(22) 24/08/2020

(21) AL/P/ 2020/557

(54) FORMA KRISTALORE TE 5-KLORO-N4-[-2(DIMETILFOSFORIL)FENIL]-N2-{2-
METOKSI-4-[(4-METILPIPERAZIN-1-IL) PIPERIDIN-1-IL]PIRIMIDINE-24-
DIAMINE

08/10/2020

(30) 201462066849 P 21/10/2014 US

(71) ARIAD Pharmaceuticals, Inc.

26 Landsdowne Street, Cambridge, MA 02139, US

(72) ROZAMUS, Leonard, W. (1 Stouffer Circle, Andover, MA 01810) ;SHARMA, Pradeep (25
Fletcher Road, Westford, MA 01886)

(74) Ela SHOMO PANIDHA

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

1. (57) Njé Formé kristalore e brigatinibit

e cila éshté Forma A kristalore e karakterizuar nga njé model difraksioni i pudrés sé
rrezeve-x gé ka té paktén dy pika kulmore té pérzgjedhura nga 6.1, 8.6, 9.6, 10.8, 11.3,
13.5, 14.3, 159, 17.2, 18.9, 19.4, 20.1, 21.8, 22.6, 23.1, 23.9, dhe 27.7 °26, me njé
mospérputhje prej £0.3 °26.
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Forma kristalore e pretendimit 1, e cila karakterizohet nga njé model difraksioni i pudrés
sé rrezeve-x qé ka té paktén dy pika kulmore té pérzgjedhura nga 9.6, 17.2, 19.4, 20.1,
23.1, dhe 27.7 °26, me njé mospérputhje prej £0.3 °20.

Forma kristalore e pretendimit 1, e cila karakterizohet nga njé model difraksioni i pudrés
sé rrezeve-x é ka pika kulmore té pérzgjedhura nga 9.6, 17.2, 19.4, 20.1, 23.1, dhe 27.7
°20, me njé mospérputhje prej £0.3 °20.

Forma kristalore e secilit prej pretendimeve 1 deri né 3, ku forma kristalore éshté pa ujé;
duke pasur njé temperaturé fillestare té shkrirjes prej 214.5 °C;

duke pasur njé spektér FT-IR me té paktén njérén prej bandave té méposhtme té
frekuencés:

Frekuenca (cm-1)

3241.0, 3165.1
2980.0 deri né 2793.2
1616.4 deri né 1417.6
1441.1 deri né 1219.8
1354.6 deri né 1278.0
1307.4 deri né 1196.1
1163.6 deri né 1135.0

1094.9 deri né 794.6
867.4
768.6 deri né 716.8
e cila nuk éshté higroskopike;
e cila shfag njé humbje peshe prej 0.23% pasi éshté nxehur nga 30° C deri né 100 °C; ose
qé ka dimensioned e gelizés njési prej:a=9.6 A, b=108 A, c=15.0A, a =76°, B = 80°,
dhe y = 74°.

Njé proces pér té pérgatitur formén kristalore té pretendimit 1, gé pérmban ngritjen e
temperaturés sé kristalizimit deri né 60 °C dhe shtimin e njé tretésire NaOH me njé ritém
té ngadalté.

Njé formé kristalore e brigatinibit gé ka strukturén:
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e cila éshté Forma B kristalore e karakterizuar nga njé model difraksioni i pudrés sé
rrezeve-x gé ka té paktén dy pika kulmore té pérzgjedhura nga 5.7, 9.2, 11.5, 12.8, 14.5,
15.5,16.9,17.7,19.2,20.4, 21.8, 23.2, dhe 29.5 °20, me njé mospérputhje prej £0.3 °26;
e cila karakterizohet nga njé model i difraksionit t€ pudrés sé rrezeve-x me té paktén dy
pika kulmore té pérzgjedhuranga 11.5, 14.5, 16.9, 19.2 dhe 23.2 °26, me nj€ mospérputhje
prej £0.3 °20; ose

e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x gé ka pika
kulmore né 11.5, 14.5, 16.9, 19.2 and 23.2 °26, me njé mospérputhje prej +0.3 °20;

Njé formé kristalore e brigatinibit gé ka strukturén:

?‘?% w{i&
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My ?«z”*}“mz»é 0
: Y
Fi g g
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e cila éshté Forma C kristalore e karakterizuar nga njé model difraksioni i pudrés sé
rrezeve-x gé ka té paktén dy pika kulmore té pérzgjedhuranga 2.1, 2.5, 5.4, 9.9, 10.9, 12.9,
14.9,15.9,16.6,17.3,17.9, 19.2, 20.6, 23.9, 26.8, dhe 27.4 °20, me njé€ mospérputhje prej
+0.3 °20;

e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x qé ka té paktén
dy pika kulmore t€ pérzgjedhura nga 5.4, 14.9,15.9, 17.3, 19.2 dhe 23.2 °260, me njé
mospérputhje prej £0.3 °20; ose

e cila karakterizohet nga njé model i difraksionit t& pudrés sé rrezeve-x gé ka pika
kulmore né 5.4, 14.9, 15.9, 17.3, 19.2 dhe 23.2 °20, me nj€ mospérputhje prej +0.3 °26;.
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Njé formé kristalore e brigatinibit gé ka strukturén:

e cila éshté Forma D kristalore e karakterizuar nga njé model difraksioni i pudrés sé
rrezeve-x gé ka té paktén dy pika kulmore té pérzgjedhura nga 4.7, 9.2, 9.7, 11.1, 14.5,
17.4,18.9, 22.4, dhe 23.7 °20, me njé mospérputhje prej £0.3 °26;

e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x qé ka té paktén
dy pika kulmore té pérzgjedhura nga 9.7, 11.1, 17.4, 18.9, dhe 23.7 °20, me njé
mospérputhje prej 0.3 °20; ose

e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x gé ka pika
kulmore n€ 9.7, 11.1, 17.4, 18.9, dhe 23.7 °20, me njé mospérputhje prej +0.3 °20.

Njé formé kristalore e brigatinibit gé ka strukturén:

o
N
X

HN

e cila éshté Forma E kristalore e karakterizuar nga njé model difraksioni i pudrés sé
rrezeve-x qé ka té paktén dy pika kulmore té pérzgjedhura nga 9.1, 10.2, 11.2, 12.0, 13.7,
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14.4,15.8,16.5, 17.4, 18.3, 19.2, 21.6, 22.3, 23.1, 23.9, 26.0, 26.4, 25.8, dhe 29.3 °26, me
njé mospérputhje prej +0.3 °26;

e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x qé ka té paktén
dy pika kulmore té pérzgjedhura nga 9.1, 10.2, 15.8, 19.2, dhe 23.9 °20, me njé
mospérputhje prej £0.3 °20; ose

e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x gé ka pika
kulmore né 9.1, 10.2, 15.8, 19.2, dhe 23.9 °260, me njé mospérputhje prej £0.3 °26.

Njé formé kristalore e brigatinibit qé ka strukturén:

e cila éshté Forma F kristalore e karakterizuar nga njé model difraksioni i pudrés sé
rrezeve-x gé ka té paktén dy pika kulmore té pérzgjedhura nga 8.5, 9.8, 11.1, 16.3, 17.0,
17.6,18.7,19.4,20.3, 22.0, 23.2, 23.9, dhe 27.1 °26, me njé mospérputhje prej 0.3 °26;
e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x qé ka té paktén
dy pika kulmore té pérzgjedhura nga 9.8, 17.0, 19.4, 20.3 dhe 27.1 °20, me njé
mospérputhje prej £0.3 °20; ose

e cila karakterizohet nga njé model i difraksionit t& pudrés sé rrezeve-x gé ka pika
kulmore té shfaqura n€ 9.8, 17.0, 19.4, 20.3, dhe 27.1 °20, me nj& mospérputhje prej 0.3
°260.

Njé formé kristalore e brigatinibit gé ka strukturén:
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e cila éshté Forma G kristalore e karakterizuar nga njé model difraksioni i pudrés sé
rrezeve-x gé ka té paktén dy pika kulmore té pérzgjedhura nga 7.2, 8.3, 9.7, 10.4, 12.9,
15.8,18.1, 18.7, 20.7, 21.5, 22.8, 23.5, 24.5, dhe 26.8 °20, me njé mospérputhje prej £0.3
°20;

e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x qé ka té paktén
dy pika kulmore té€ pérzgjedhuranga 8.3,9.7, 12.9, 15.8, 18.1, 20.7, 22.8, dhe 26.8 °20, me
njé mospérputhje prej £0.3 °20; ose

e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x gé ka pika
kulmore té shfaqura né 8.3, 9.7, 12.9, 15.8, 18.1, 20.7, 22.8, dhe 26.8 °20, me njé
mospérputhje prej £0.3 °26.

Njé formé kristalore e brigatinibit gé ka strukturén:

o, g@%@%‘x N g;;;}

g
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e cila éshté Forma H kristalore e karakterizuar nga njé model difraksioni i pudrés sé
rrezeve-x gé ka té paktén dy pika kulmore té pérzgjedhura nga 4.2, 5.2, 8.4, 10.9, 12.7,
15.0, 15.7, 16.5, 17.2, 18.4, 19.5, dhe 21.3 °26, me njé€ mospérputhje prej =0.3 °20;

e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x qé ka té paktén
dy pika kulmore t€ pérzgjedhura nga 4.2, 5.2, 8.4, 10.9, 12.7, dhe 21.3 °26, me njé
mospérputhje prej 0.3 °20; ose

e cila karakterizohet nga njé model i difraksionit té pudrés sé rrezeve-x gé ka pika
kulmore té shfaqura né 8 4.2, 5.2, 8.4, 10.9, 12.7, dhe 21.3 °260, me njé mospérputhje prej
+0.3 °26.

Njé pérbérje farmaceutike gé pérmban té paktén njé formé kristalore té brigatinibit té secilit
prej pretendimeve 1-12 dhe té pkatén njé komponent té pérzgjedhur nga grupi gé konsiston
né transportuesa farmaceutikisht té pranueshém, mjete farmaceutikisht té pranueshme, dhe
mbushésa farmaceutikisht té pranueshém.

Pérbérja farmaceutike e pretendimit 13, ku té paktén njé formé kristalore e brigatinibit
éshté Forma A.

Forma kristalore e brigatinibit e secilit prej pretendimeve 1-12 pér tu pérdorur né njé
metodé pér trajtimin e kancerit t¢ mushkérisé me geliza jo té vogla tek njé subjekt gé ka
nevojé pér té, ku metoda pérmban adminstrimin tek subjekti t& té paktén njé forme
kristalore té brigatinibit.

Forma kristalore e brigatinibit pér pérdorimin e pretendimit 15, ku té paktén njé formé
kristalore e brigatinibit &shté Forma A.

(11) 9429

(97) EP3035926 / 29/07/2020
(96) 14838223.7 / 19/08/2014
(22) 24/08/2020

(21) AL/P/ 2020/559

(54)

PERBERJET DHE METODAT PER TRAJTIMIN E NJE CRREGULLIMI

EPILEPTIK
20/10/2020
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(30) 201361867397 P 19/08/2013 US
(71) The Regents of the University of California
1111 Franklin Street, 12th Floor, Oakland, CA 94607, US
(72) BARABAN, Scott C. (43 Moore Rd., Novato, CA 94949)
(74) Krenar LOLOCI
Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri (Albania)
(57) 1. Njé pérbérje e zgjedhur nga klemizole, ose njé kripé farmaceutikisht e pranueshme e saj,
pér pérdorim né njé metodé té trajtimit té njé crregullimi té epilepsisé, metoda e sipérpérmendur
qé pérfshin administrimin ndaj njé subjekti né nevojé té tij, njé sasi terapeutikisht efektive e
pérbérjes, ku kripa farmaceutikisht e pranueshme éshté njé kripé shtesé e acidit inorganik té
klemizolit, njé kripé amoniaku kuaternar i klemizolit ose njé kripé shtesé organike e klemizolit e
zgjedhur nga njé maleat, acetat, citrat, fumarat, proprionat, izobutirat, undecilat, malat, malonat,
suberat, laktat, mandelat, ftalat, oksalat, benzenesulfonat, p-tolilsulfonat, metansulfonat, tartrat,
suksinat, benzoat dhe njé kripé clemizole me njé aminoacid.
2. Pérbérja pér pérdorimin e pretendimit 1, ku kripa farmaceutikisht e pranueshme éshté njé
hidroklorid klemizoli, njé hidrobromid klemizoli, njé hidrojodid klemizoli, njé sulfat klemizoli,
njé fosfat klemizoli, njé monohidrogjenfosfat klemizoli, njé dihidrogjenofosfat klemizoli, njé
nitrat i klemizoli, njé karbonat i klemizoli, njé karbonat monohidrogjenik klemizoli, njé maleate
klemizoli, njé acetat klemizoli, njé citrat klemizoli, njé fumarat klemizoli, njé proprionat
klemizoli, njé izobutirate clemizoli, njé undecilat clamizole, njé malat clamizole, njé malonat
klemizoli, njé suberat klemizoli, njé laktat klemizoli, njé¢ mandelat klemizoli, njé ftalat klemizoli,
njé oksalat klemizoli, njé benzensulfonat klemizoli, njé p-tolilsulfonat klemizoli, njé
metansulfonat klemizoli, njé tartrat klemizoli, njé succinate klemizoli, njé benzoate klemizoli,
njé kripé klemizoli me njé aminoacid ose njé kripé amoniumi kuaternare té klemizoli.
3. Pérbérja pér pérdorimin e pretendimit 1 ose pretendimit 2, ku ¢rregullimi i epilepsisé i
sipérpérmendur éshté:

(i) Sindromi Dravet, Sindromi Lennox-Gastaut, spazma infantile ose Sindroma Ohtahara;

ose

(ii) Sindromi Dravet; ose

(iii) njé sémundje epilepsie pediatrike.

4. Pérbérja pér pérdorimin e ndonjérit prej pretendimeve 1 deri né 3, ku pérbérja frenon sjelljet e
detyrueshme ose krizat elektrografike né njé subjekt epilepsie, njé subjekt té sémundjes
Alzheimer, njé subjekt autizmi ose njé subjekt té& sémundjes sé Parkinsonit.

5. Pérbérja pér pérdorimin e ndonjérit prej pretendimeve 1 deri né 4, ku administrimi i pérbérjes
zvogélon incidencén e krizave té pa provokuara né subjektin e sipérpérmendur kur krahasohet
me mungesén e pérbérjes.

6. Pérbérja pér pérdorimin e ndonjérit prej pretendimeve 1 deri né 5, ku administrimi i pérbérjes
zvogélon ose parandalon krizat e mioklonit ose epileptikun e statusit né subjektin e
sipérpérmendur kur krahasohet me mungesén e pérbérjes.

7. Pérbérja pér pérdorimin e ndonjérit prej pretendimeve 1 deri né 6, ku subjekti i
sipérpérmendur ka njé dieté ketogjenike.

8. Pérbérja pér pérdorimin e ndonjérit prej pretendimeve 1 deri né 7, ku:
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(i) pérbérja éshté administruar né njé subjekt né njé sasi prej rreth 0.1 mg deri rreth 1000
mg pér kg peshé trupore; ose

(ii) pérbérja éshté administruar né subjektin né njé dozé ditore prej rreth 0,1 mg deri rreth
1000 mg pér kg peshé trupore pér subjektin e sipérpérmendur.

9. Pérbérja pér pérdorimin e ndonjérit prej pretendimeve 1 deri né 8, ku pérbérja éshté klemizol
HCI.
10. Pérbérja pér pérdorimin e ndonjérit prej pretendimeve 1 deri né 9, ku pérbérja éshté
administruar si njé kompozim farmaceutik, né ményré opsionale ku kompozimi farmaceutik
pérfshin njé sasi terapeutikisht efektive té pérbérjes.
11. Pérbérja pér pérdorimin e pretendimit 10, ku kompozimi farmaceutik pérfshin mé tej njé
ekscipient farmaceutikisht té pranueshém.
12. Pérbérja pér pérdorimin e pretendimit 10 ose pretendimit 11, ku kompozimi farmaceutik i
sipérpérmendur pérfshin pérbérjen dhe njé ilac anti-epileptik (AED).
13. Pérbérja pér pérdorimin e ndonjérit prej pretendimeve 1 deri né 11, ku pérbérja éshté bashké-
administruar me njé ilac anti-epileptik (AED).
14. Pérbérja pér pérdorimin e ndonjérit prej pretendimeve 1 deri né 11, ku pérbérja éshté njé
terapi ndihmése me njé ilag antiepileptik (AED).
15. Pérbérja pér pérdorimin e pretendimit 13 ose pretendimit 14, ku AED éshté administruar
njékohésisht ose né ményré té vazhduar me pérbérjen.
16. Pérbérja pér pérdorimin e ndonjérit prej pretendimeve 12 deri né 15, ku AED e
sipérpérmendur éshté
(1) acetazolamid, benzodiazepin, kanabadiole, karbamazepin, klobazam, klonazepam,
acetat eslikarbazepin, etosuksimide, etotoin, felbamat, fenfluramin, fosfenitoin,
gabapentin, ganaksolon, huperzin A, lakosamid, lamotrigin, levetiracetam, nitrazepam,
okskarbazepin, perampanel, piracetam, fenobarbital, fenitoin, bromid kaliumi, pregabalin,
primidon, retigabin, rufinamid, valporat natrium, stiripentol, tiagabin, topiramat,
vigabatrin, ose zonisamid; ose
(ii) acidi valproik, valproate, klonazepam, etosuksimid, felbamat, gabapentin,
karbamazepin, okskarbazepin, lamotrigin, levetiracetam, benzodiazepin, fenobarbital,
pregabalin, primidon, tiagabin, topiramat, potentigam, tintom, tintamin, potentin, titamin
ose
(iii) acidi valproik, valproat, Gabapentin, topiramat, karbamazepin, okskarbazepin, ose
vigabatrin.

(11) 9413

(97) EP2307031 /29/07/2020

(96) 09804542.0 / 29/07/2009

(22) 24/08/2020

(21) AL/P/ 2020/560

(54) FORMULIME ME FINASTERID PER CLIRIMIN E BARIT NE FLOKE DHE
SKALP
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08/10/2020

(30) 08161757 04/08/2008 EP

(71) Polichem SA

50, Val Fleuri, L-1526 Luxembourg, LU

(72) MAILLAND, Federico (Strada Regina 10, CH-6900 Lugano) ;MURA, Emanuela (Via
Bellinzona 76, 1-22100 Como)

(74) Krenar LOLOCI

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

(57) 1. Njé pérbérje gé pérmban:

@) hidroksipropil-kitosan ose njé kripé fiziologjikisht té pranueshme té tij, né
njé sasi nga 0,25 deri né 2,0% té peshés totale té pérbérjes;
(b) finasterid;
(c) té paktén njé tretés té avullueshém, té pérzgjedhur nga etanoli ose
izopropanoli, né njé sasi nga 35% deri né 80% té peshés totale té pérbérjes; dhe
(d) ue,
pér pérdorim né trajtimin dhe/ose parandalimin e ¢rregullimeve dhe/ose sémundjeve té
skalpit dhe/ose flokéve.

2. Njé pérbérje pér pérdorim sipas pretendimit 1, ku pérbérja pérmban eksipienté
dhe/ose substanca ndihmése té personalizuara.

3. Njé pérbérje pér pérdorim sipas pretendimit 1 ose 2, ku pérbérja éshté njé 1éng.
4. Njé pérbérje pér pérdorim sipas pretendimit 3, ku pérbérja éshté njé tretésiré,
emulsion, suspension ose koloid.

5. Njé pérbérje pér pérdorim sipas c¢cdonjérit prej pretendimeve 1 deri né 4, ku
pérbérja aplikohet né formé sprucimi.

6. Njé pérbérje pér pérdorim sipas cdonjérit prej pretendimeve pararendése, ku
crregullimet dhe/ose sémundjet e skalpit dhe/ose flokéve jané pérzgjedhur nga rénia e
flokéve, mungesa e flokéve, alopecia, alopecia androgjenetike dhe floké té brishté.

7. Njé pérbérje pér pérdorim sipas c¢donjérit prej pretendimeve 1 deri né 6, ku
pérbérja pérmban gjithashtu té paktén njé sistem modifikues té depértimit.

8. Njé pérbérje pér pérdorim sipas pretendimit 7, ku té paktén sistemi modifikues i

depértimit éshté pérzgjedhur nga monoetileteri i dietilenglikolit dhe mikrokapsulat.
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9. Njé pérbérje pér pérdorim sipas cdonjérit prej pretendimeve pararendése, ku
trajtimi né fjalé dhe/ose parandalimi i c¢rregullimeve dhe/ose sémundjeve té skalpit
dhe/ose flokéve arrihet duke aplikuar pérbérjen né fjalé né skalpin dhe/ose flokét e njé

genieje humane.

(11) 9438

(97) EP3169772 /19/08/2020

(96) 15736516.4 / 14/07/2015

(22) 11/09/2020

(21) AL/P/ 2020/609

(54) GJENERIMI | NJE BANKE QELIZASH STROMALE MEZENKIMALE NGA
QELIZAT MONONUKLEARE TE BASHKUARA TE DHURUESVE TE PALCES
KOCKORE

21/10/2020

(30) 14177312 16/07/2014 EP

(71) Johann Wolfgang Goethe-Universitat Frankfurt am Main and DRK-Blutspendedienst Baden-
Wirttemberg-Hessen gGmbH

Theodor-W.-Adorno-Platz 1, 60323 Frankfurt am Main, DE ;Sandhofstrasse 1, 60528 Frankfurt
am Main, DE

(72) BADER, Peter (Buchwaldstrasse 3, 63303 Dreieich); KUCI, Selim (Wiener Strasse 75,
60599 Frankfurt am Main); KUCI, Zyrafete (Wiener Strasse 75, 60599 Frankfurt am Main)
:BONIG, Halvard (Tempelgasse 2, 60437 Frankfurt)

(74) Krenar LOLOCI

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

(57) 1. Njé metodé in vitro pér prodhimin e njé preparati té njé gelize stromale mezenkimale (MSC), metoda pérfshin:
bashkimin e mostrave té palcés kockore té marré nga té paktén dy dhurues té dallueshém gjenetikisht pér t& marré njé mostér té
gelizave-grup, dhe mé tej izolimin e gelizave stromale mezenkimale nga mostra e pérmendur e gelizave-grup.

2. Metoda sipas pretendimit 1, gé pérfshin hapat e:

(a) Sigurimin e njé numri mostrash té palcés kockore té marré nga té paktén dy dhurues té dallueshém gjenetikisht,

(b) Bashkimin e mostrave té palcés kockore t& pérmendur pér té marré njé mostér té gelizave-grup,

(c) Opsionalisht, kultivimin e mostrés sé pérmendur té gelizave-grup, dhe

(d) Izolimin nga mostra e pérmendur e gelizave-grup té marré né hapin (b) gelizat stromale mezenkimale t& pérmendura.

3. Metoda e pretendimit 1 ose 2, ku mostra e palcés kockore té pérmendur éshté njé mostér e palcés kockore té njé gjitari dhe
geliza stromale mezenkimale e pérmendur éshté njé gelizé stromale mezenkimale e gjitarit; né ményré té preferuar ku mostra e
palcés kockore té pérmendur éshté njé mostér e palcés kockore njerézore dhe geliza stromale mezenkimale e pérmendur éshté njé
gelizé stromale mezenkimale njerézore.

4. Metoda sipas ¢donjé prej pretendimeve 1 deri né 3, ku mostrat e palcés kockore té pérmendur jané mostra té gelizés
mononukleare té palcés kockore.
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5. Metoda sipas ¢donjé prej pretendimeve 1 deri né 4, ku mostrat e palcés kockore té pérmendur jané marré nga té paktén tre, né
ményreé té preferuar té paktén katér, né ményré mé té preferuar té paktén pesé, né ményré mé té preferuar té paktén gjashté, né
ményré mé té preferuar té paktén shtaté, dhe né ményrén mé té preferuar té paktén teté dhurues té dallueshém gjenetikisht.

6. Metoda sipas ¢donjé prej pretendimeve 1 deri né 5, mé tej pérfshin njé hap té ruajtjes sé gelizave stromale mezenkimale té
izoluara t& pérmendura, ose zgjerimit té gelizave stromale mezenkimale té izoluara té pérmendura.

7. Njé metodé in vitro pér prodhimin e preparative té gelizés stromale mezenkimale té shkallés-klinike (MSC), metoda pérfshin
(i) bashkimin e mostrave té palcés kockore té marrés nga té paktén dy dhurues gjenetikisht té dallueshém pér té marré njé mostér
gelizash-grup.

(ii) pas késaj izolimi i gelizave stromale mezenkimale nga mostra e gelizave-grup té pérmendur, dhe

(iii) zgjerimin e MSC-ve té izoluara deri né marrjen e njé sasie t& MSC-sé té zbatueshme né kliniké.

8. Metoda sipas pretendimit 7, ku MSCs jané zgjeruar menjéheré pas izolimit t&¢ MSCs, ose ku MSCs e izoluara jané zgjeruar pas
shkrirjes sé njé alikuoti t& krioprezervuar té ruajtur t&¢ MSC té izoluar.

9. Njé pérbérje gelizore gé pérfshin mostra té palcés kockore nga té paktén dy dhurues gjenetikisht té dallueshém té palcés
kockore, ku secila prej mostrave té palcés kockore t&€ pérmendur pérfshin té paktén njé fraksion gelize jo-pasues dhe té paktén njé
fraksion gelize pasuese.

10. Pérbérja gelizore sipas pretendimit 9 ku secila mostér e palcés kockore e pérmendur pérfshin njé fraksion té gelizés
mononukleare té palcés kockore.

11. Pérbérja gelizore sipas pretendimit 9 ose 10, pér pérdorim né mjekési.

12. Pérbérja gelizore pér pérdorim sipas pretendimit 11,pér pérdorim né trajtimin e sémundjeve autoimune té tilla si, sklerozat e
shuméfishta, diabetet Lloji 1, artriti reumatoid, uveiti, sémundja autoimmune e tiroides, sémundja inflamatore e zorrés (IBD),
skleroderma, sémundja e Graves, lupus, sémundja e Crohn, sémundja autoimune limfoproliferative ALPS), sémundja
demielinating, encefalomieliti autoimun, gastriti autoimun (AlG), sémundjet autoimune glomerular, dhe mundésisht sémundja
graft-versus-host (GvHD).

(11) 9437

(97) EP2771022 /01/07/2020

(96) 12840074.4 /10/10/2012

(22) 16/09/2020

(21) AL/P/2020/626

(54) SKELAT DHE METODAT E PERDORIMIT TE TYRE TE NXJERRA NGA TN3
SPECIFIKE ME CD40L

21/10/2020

(30) 201161546028 P 11/10/2011 US

(71) Viela Bio, Inc.

One Medimmune Way, Gaithersburg, MD 20878, US
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Medimmune LLCOne Medimmune Way, Gaithersburg, MD 20878); NOVARRA, Shabazz (c/o
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(74) Krenar LOLOCI

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

(57) 1. Njé skelé Tenascin 3 (Tn3) gé pérfshin dy nén-njési monomere specifike CD40L té

lidhura né té njéjtén kohé,
ku njésia e monomerit pérfshin shtaté fijet beta té pércaktuara A, B, C, D, E, F, dhe G, dhe
gjashté rajone té lakut té pércaktuara AB, BC, CD, DE, EF, dhe FG, dhe ku skela Tn3 lidhet né
ményré specifike me CD40L,
ku njésia monomer specifike e CD40L pérfshin sekuencén e aminoacideve:
IEV(Xa)nALITE(Xec)nCELX1YGI(Xcp)n TTIDL(XpE)nY SI(Xer)n YEVSLIC(Xrc)nKETFTT Ku:
(@) XaB, Xsc, Xcp, Xpe, Xer, dhe Xrc pérfagéson mbetjet e aminoacideve té pranishme
né sekuencat e lageve AB, BC, CD, DE, EF, dhe FG, pérkatésisht;
(b) X1 pérfagéson mbetje té aminoacideve A ose T; dhe,
(c) gjatésia e lakut n éshté njé numeér i ploté ndérmjet 2 dhe 26,
ku sekuenca e lakut BC pérfshin SEQ ID NO: 86, sekuenca e lakut DE pérfshin SEQ ID NO: 96,
dhe sekuenca e lakut FG pérfshin SEQ ID NO: 9 ose 139.

2. Skela e pretendimit Tn3 1, ku sekuenca e lakut AB pérfshin SEQ ID NO: 4 ose SEQ ID NO:
136, sekuenca e lakut té CD-sé pérfshin SEQ ID NO: 6, dhe sekuenca e lakut EF pérfshin SEQ
ID NO: 8 ose SEQ ID NO: 137.

3. Skela e pretendimit Tn3 1 ose 2, ku njésia monomer specifike CD40L pérfshin njé sekuencé té
SEQ ID NO: 28 ose 146.

4. Skela Tn3 e ¢do njérit prej pretendimeve 1-3, ku té dy njésité monomer specifike CD40L jané
té lidhura drejtpérdrejt.

5. Skela Tn3 e ¢do njérit prej pretendimeve 1-4, ku dy nén-njésité monomere specifike CD40L

jané té lidhura nga njé lidhés.
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6. Skela e pretendimit Tn3 5, ku lidhési pérfshin njé lidhés peptid.

7. Skela e pretendimit Tn3 5 ose 6, ku lidhési peptid pérfshin njé sekuencé (GmX) n, ku:
(a) X éshté Serine (S), Alanine (A), Glicine (G), Leu (L), Izoleucine (1), ose Valine (V);
(b) m dhe n jané numra té ploté;
(c) méshté 1, 2, 3 ose 4; dhe
(dnéshté 1, 2,3,4,5,6, 0se7.

8. Skela e pretendimit Tn3 7, ku lidhési peptid pérfshin SEQ ID NO: 131, SEQ ID NO: 132,
SEQ ID NO: 142 ose SEQ ID NO: 143.

9. Skela Tn3 e ¢do njérit prej pretendimeve 1-8, ku té paktén njé njési monomer specifike
CDA40L éshté e lidhur me njé lidhés, ose né njé pjesé heterologjike.

10. Skela e pretendimit Tn3 9, ku té paktén njé njési monomer specifike e CD40L éshté e

konjuguar né PEG ose njé albumin.

11. Skela e pretendimit Tn3 10, ku albumina éshté albumin serum human (HSA).

12. Skela Tn3 e ¢do njérit prej pretendimeve 1-11, ku skela Tn3 pérfshin ose pérbéhet nga njé
sekuencé e SEQ ID NO: 145.

13. Njé skelé Tn3 e ¢do njérit prej pretendimeve té méparshme pér pérdorim né njé metodé té
ndryshimit té pérgjigjes sé sinjalizimit té ndérmjetésuar nga CD40 qé pérfshin kontaktimin e njé
gelize qé shprehet CD40L me skelén Tn3, ku skela Tn3 lidh CD40L dhe prish sinjalizimin e

ndérmjetésuar nga CD40.

14. Njé molekulé e acidit nukleik i izoluar gé kodon njé skelé Tn3 té ¢do njérit prej pretendimeve
1-12.
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15. Njé metodé pér prodhimin e njé skelé Tn3 gé pérfshin kultivimin e njé gelize pritése, geliza
pritése gé pérfshin njé vektor shprehjeje gé pérfshin molekulén e acidit nukleik té pretendimit

14, né kushte né té cilat shprehet skela Tn3 e kodifikuar nga molekula e acidit nukleik.

16. Njé kompozim gé pérfshin njé skelé Tn3 té ¢do njérit prej pretendimeve 1-12 dhe njé

eksipient farmaceutikisht té pranueshém.

17. Kompozimi i pretendimit 16 pér pérdorim né:

1) njé metodé pér parandalimin, trajtimin ose pérmirésimin e sémundjes autoimune te njé

pacient né nevojé té tij; ose

2) njé metodé pér té zvogéluar shpeshtésiné ose sasiné e kortikosteroidit té administruar

te njé pacient me njé sémundje autoimune, né ményré opsionale
ku sémundja autoimune éshté zgjedhur nga grupi i pérbéré prej areata alopecia, spondiliti
ankilosi, sindromi antifosfolipid, sémundja autoimune Addison, sémundjet autoimune té
gjéndrés mbiveshkore, anemia autoimune hemolitike, hepatiti autoimun, ooforiti autoimun,
oriziti, psikologjia, psikologjia, psikologia retinopatité diabetike dhe té tjera, retrolental
fibroplasia, degjenerimi makular i lidhur me moshén, glaukoma neovaskulare, hemangiomat,
hiperplazité tiroide (pérfshiré sémundjen e Grave), transplantimi i kornesé dhe indeve té tjera, si
dhe inflamacionet kronike, sepsat, artriti reumatoid, peritoniti, sémundja e Crohn, démtimi i
reperfuzionit, septicemia, shoku endotoksik, fibroza cistike endokarditi, psoriasis, artriti (p.sh.
artriti psoriatik), shoku anafilaktik, ishemia e organeve, démtimi i reperfuzionit, démtimi i palcés
kurrizore dhe refuzimi i alograftit. trombocitopeni autoimune, Sémundja Behcet, pemfigoidi
bulloz, kardiomiopatia, spérkatja-celiac-dermatiti, sindroma e mosfunksionimit imunitar nga
lodhja kronike (CFIDS), polenuropatia demielinuese kronike inflamatore, sindroma Churg-
Strauss, pemfigoidi cikatrik, sindromi CREST, sémundja e aglutininés sé ftohté, sémundja e
Crohn, lupoja e pérzier krioglobulinemia, fibromialgia-fibromiozitis, glomerulonefritis,
Sémundja e Graves, Guillain-Barre, Tiroiditi i Hashimoto, fibroza pulmonare idiopatike,
trombocitopenia purpura idiopatike (ITP), neuropatia IgA, artriti i té miturve, lichen planus,
lupus eritematosus, sémundja Meniere, sémundja e indeve lidhés té pérzier, skleroza e
shumeéfishté, diabeti migus i migusit vulgaris, anemi perkutane, poliarteriti nodosa, polikrondriti,

sindromat poligldeulare, reumatizma polimialgia, polimiositis dhe dermatomiositis,



agamaglobulinemia parésore, cirroza biliare primare, psoriaza, artriti psoriatik, fenomeni
Rainauld, sindroma Reiter, artriti reumatoid, sarkoidoza, skleroderma, sindromi i Sjogrenit,
sindromi i ngurté, lupus eritematosus, lupus eritematosus, artit koliti ulcerativ, uveiti,

vaskulitidet si vaskuliti i dermatitit herpetiformis, vitiligo dhe granulomatoza e Wegener.

(11) 9439

(97) EP3400944 / 15/07/2020

(96) 18179884.4/08/11/2011

(22) 17/09/2020

(21) AL/P/2020/628

(54) FRENUESIT IBAT PER TRAJTIMIN E SEMUNDJEVE TE MELCISE
21/10/2020

(30) 1051165 08/11/2010 SE and 41095710 P 08/11/2010 US

(71) Albireo AB

Arvid Wallgrens Backe 20, 413 46 Goteborg, SE

(72) STARKE, Ingemar (Frigangsgatan 8C, 413 01 Goteborg); GILLBERG, Per-Goran
(Sodermalmsgatan 22, 431 69 MolIndal) ;GRAFFNER, Hans (Konsulns véag 16, 252 84
Helsingborg)

(74) Krenar LOLOCI

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

(57)

1. Njé pérbérje e formulés 11

R1
O
ha— o
Q.
N © “S~m
OHH ) Ij )d
fo) ~
HO R2 s ?N

Formula Il

ku
M éshté CH» ose NH;
R! éshté H ose hidroksi:

98

R? éshté H, CH3, -CH>CH3, -CH2CH>CHjs, -CH>CH>CH,>CHj, -CH(CH3)2, -CH2CH(CHa3)2, -

CH(CH3)CH2CHjs, -CH20H, -CH20CHBa, -CH(OH)CHgs, -CH2SCHs, ose -CH2CH2SCHs;
ose njé kripé farmaceutikisht e pranueshme e tyre, pér pérdorim né profilaksi ose trajtimin e
kolestazés sé pérgjithshme.

2. Pérbérja pér pérdorim sipas pretendimit 1, ku pérbérja e formulés 11 éshté zgjedhur nga grupi i

pérbéré prej:
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1,1-Diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-(karboksimetil)karbamoil]
benzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-benzotiadiazepine; 1,1-Diokso-3,3-
dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N’-((S)-1-karboksietil)
karbamoil]benzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,5-benzotiazepine; 1,1-Diokso-3,3-
dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-karboksipropil)
karbamoil]benzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-benzotiadiazepine; 1,1-Diokso-
3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-o-[N-((R)-1-karboksi-2-
metiltioetil)karbamoil]benzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-benzotiadiazepine;
1,1-Diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-karboksipropil) karbamoil]-
4-hidroksibenzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-benzotiadiazepine; 1,1-Diokso-
3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((R)-1-karboksi-2-metiltio-etil)karbamoil]-4-
hidroksibenzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-benzotiadiazepine; 1,1-Diokso-
3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-karboksi-2-
metilpropil)karbamoil]benzil} karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-benzotiadiazepine;
1,1-Diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-karboksi-2-(R)-
hidroksipropil)karbamoil]-4- hidroksibenzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-
benzotiadiazepine; 1,1-Diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-
karboksibutil) karbamoil]-4-hidroksibenzil} karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-
benzotiadiazepine; 1,1-Diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-
karboksietil) karbamoil]benzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-
benzotiadiazepine; 1,1-diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N’-((S)-1-
karboksipropil) karbamoil]-4-hidroksibenzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,5-
benzotiazepine; 1,1-Diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-
karboksietil)karbamoil]-4-hidroksibenzil} karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-
benzotiadiazepine; 1,1-Diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-karboksi-
2-metilpropil)karbamoil]-4-hidroksibenzil }karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-
benzotiadiazepine; dhe 1,1-Diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-1’-fenil-1"-[N’-
(karboksimetil) karbamoil]metil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,5-benzotiazepine,
ose njé kripé farmaceutikisht e pranueshme e tyre.

3. Pérbérja pér pérdorim sipas pretendimit 1 ose 2, ku pérbérja e formulés Il éshté 1,1-
diokso-3,3-dibutil-5- fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-karboksipropil)karbamoil]-4-
hidroksibenzil}karbamoilmetoksi)- 2,3,4,5-tetrahidro-1,2,5-benzotiadiazepine, ose njé kripé
farmaceutikisht e pranueshme e tyre.

4. Pérbérja pér pérdorim sipas pretendimit 1 ose 2, ku pérbérja e formulés 11 éshté 1,1-
diokso-3,3-dibutil-5- fenil-7-metiltio-8-(N-{(R)-1’-fenil-1’-[N’-(karboksimetil)-
karbamoil]metil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,5-benzotiazepine, ose njé kripé
farmaceutikisht e pranueshme e tyre.

5. Pérbérja 1,1-diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-
karboksipropil)karbamoil]-4-hidroksibenzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-
benzotiadiazepine, ose njé kripé farmaceutikisht e pranueshme e tyre, pér pérdorim né
profilaksi ose trajtimin e kolestazés sé pérgjithshme.

6. Pérbérja 1,1-diokso-3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-1’-fenil-1’-[N’-
(karboksimetil)karbamoil]metil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,5-benzotiazepine,
ose njé kripé farmaceutikisht e pranueshme e tyre, pér pérdorim né profilaksi ose trajtimin e
kolestazés sé pérgjithshme.
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7. Pérbérja pér pérdorim sipas ¢do njérit prej pretendimeve 1 deri né 6, ku kolestaza e
pérgjithshme éshté kolestaza intra- ose ekstrahepatike.

8. Pérbérja pér pérdorim sipas ¢do njérit prej pretendimeve 1 deri né 6, ku kolestaza e
pérgjithshme éshté verdhéz pér shkak té ilaceve ose verdhéz gjaté shtatézénésisé.

9. Njé kompozim farmaceutik gé pérfshin njé pérbérje té formulés (1)

R1
0
> 0y
H N o] S—~m
3
o Ng N
HO R2 :
Formula Il

ku
M éshté CH2 ose NH;
R éshté H ose hidroksi;
R? éshté H, CHa, -CH,CHs, -CH,CH,CHj3, -CH2CH,CH2CHs, -CH(CHs3), -
CH2CH(CHj3)2, -CH(CH3s)CH2CHj3, -CH20H, -CH>0CH3, -CH(OH)CHas, -CH2SCHBa, ose
-CH2CH2SCHs3;
ose njé kripé farmaceutikisht e pranueshme e tyre, pér pérdorim né profilaksi ose trajtimin e
kolestazés sé pérgjithshme.
10. Kompozimi farmaceutik pér pérdorim sipas pretendimit 9, ku pérbérja e formulés I1 éshté
1,1-diokso-3,3- dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-karboksipropil)karbamoil]-
4-hidroksibenzil}karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-benzotiadiazepine, ose njé kripé
farmaceutikisht e pranueshme e tyre.
11. Kompozimi farmaceutik pér pérdorim sipas pretendimit 9, ku pérbérja e formulés Il éshté
1,1-diokso-3,3- dibutil-5-fenil-7-metiltio-8-(N-{(R)-1’-fenil-1’-[N’
(karboksimetil)karbamoil]metil }karbamoilmetoksi)- 2,3,4,5-tetrahidro-1,5-benzotiazepine,
ose njé kripé farmaceutikisht e pranueshme e tyre.
12. Njé kombinim farmaceutik pér administrim té njékohshém ose té vazhduar, i cili pérfshin
njé pérbérje té formulés 11

R1
0
N O O*F:P
~M
s I OCS
o) ~
HO R2 s ?N

Formula Il

ku
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M éshté CH2 ose NH;
R! éshté H ose hidroksi;
R? éshté H, CHs, -CH2CHs, -CH2CH2CHs, -CH2CH2CH2CHg3, -CH(CHs)2, -
CH2CH(CHj3)2, -CH(CH3)CH2CHgs, -CH20H, -CH20CHj3, -CH(OH)CH3s, -CH2SCH3, ose
-CH2CH2SCHEs;
ose njé kripé farmaceutikisht e pranueshme e tyre, dhe acid ursodeoksikolik, pér pérdorim né
profilaksi ose trajtimin e kolestazés sé pérgjithshme.
13. Njé kombinim farmaceutik pér administrim té njékohshém ose té vazhduar, i cili pérfshin
njé pérbérje té formulés 11

R‘1

Formula ll

ku
M éshté CH2 ose NH;
R! éshté H ose hidroksi;
R? éshté H, CH3, -CH>CH3, -CH>CH>CHs, -CH>CH>CH,>CHj, -CH(CH3)o, -
CH2CH(CHj3)2, -CH(CH3)CH2CHj3, -CH20H, -CH>0CH3, -CH(OH)CHas, -CH2SCHBa, ose
-CH2CH,SCHs3;
ose njé kripé farmaceutikisht e pranueshme e tyre, dhe acid as-ursodeoksikolik, pér pérdorim
né profilaksi ose trajtimin e kolestazés sé pérgjithshme.
14. Kombinimi farmaceutik pér pérdorim sipas pretendimit 12, ku pérbérja e formulés Il
éshté 1,1-diokso3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-a-[N-((S)-1-
karboksipropil)karbamoil]-4-hidroksibenzil }karbamoilmetoksi)-2,3,4,5-tetrahidro-1,2,5-
benzotiadiazepine, ose njé kripé farmaceutikisht e pranueshme e tyre.
15. Kombinimi farmaceutik pér pérdorim sipas pretendimit 12, ku pérbérja e formulés I1
éshté 1,1-diokso3,3-dibutil-5-fenil-7-metiltio-8-(N-{(R)-1’-fenil-1’-[N’-
(karboksimetil)karbamoil]metil }karbamoilmetoksi)-2,3,4,5-tetrahidro-1,5-benzotiazepine,
ose njé kripé farmaceutikisht e pranueshme e tyre.

(11) 9440

(97) EP2517141 / 24/06/2020

(96) 10810772.3/16/12/2010

(22) 18/09/2020

(21) AL/P/ 2020/629

(54) KARTE ME CIP ME SHUME APLIKIME ME VALIDIM BIOMETRIK
21/10/2020
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(30) 0959414 22/12/2009 FR

(71) Mereal Biometrics

141 bis rue de Saussure, 75017 Paris, FR

(72) PARTOUCHE, Patrick (Villa Pouiksan13 Boulevard Cointet, F-06400 Cannes); BLOT,

Philippe (7 chemin de la fontaine de launay, F-78640 Neauphle le Chateau) ;MOBETIE, Didier

(70 rue de Montreuil, F-78000 Versailles)

(74) Krenar LOLOCI

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

(57) 1. Njé pajisje e sigurt komunikimi, gé pérfshin:
- njé shumési e gargeve té aplikimit té cilat kané té béjné me té paktén njé shérbim té
aplikimit té vendosur brenda pajisjes, secili gark i aplikimit pérmban té paktén njé
detektor mjedisor dhe éshté i eksitueshém nga njé sinjal i jashtém gé karakterizon
mjedisin ku éshté vendosur pajisja, pajisja e komunikimit gé pérfshin njé marrés i sinjalit
té radiofrekuencés pér té komunikuar me pjesén e jashtme,
- njé njési kontrolli duke béré t& mundur identifikimin e garkut té aplikimit té eksituar dhe
shérbimin pérkatés té aplikimit dhe aktivizimin e shérbimit té pérmendur né pérgjigje té
njé autorizimi aktivizimi, dhe
- njé gark biometrik pér autentifikimin e pérdoruesit né ményré gé té gjenerojé
autorizimin e aktivizimit né fjalé; shérbimin pérkatés té aplikimit duke pérdorur marrésin
e sinjalit té radiofrekuencés té pérmendur pér komunikimin me jashté.

2. Pajisja sipas cilitdo prej pretendimeve té mésipérme, karakterizuar nga fakti gé garget e
aplikimit pérfshijné té paktén njé nga elementét e méposhtém:

- - njé detektor akustik;

- njé detektor i nxehtésisg;
- njé detektor i nuhatjes;

- njé fotodetektor;

- njé detektor presioni;

- njé akselerometeér.

3. Pajisja sipas cilitdo prej pretendimeve té mésipérme, karakterizuar nga fakti gé garku
biometrik pérfshin njé sensor biometrik té lidhur me njé njési llogaritése pér pérpunimin e té
dhénave biometrike.

4. Pajisja sipas njérit prej pretendimeve té mésipérme, karakterizuar né até qé pérfshin njé
ndérfage njeri-makiné pér té treguar njé gjendje funksionimi té pajisjes ose pér té hyré né njésiné
e kontrollit.

5. Pajisja sipas cilitdo prej pretendimeve té mésipérme, karakterizuar nga fakti gé ajo
mundésohet nga njé bateri e cila éshté fleksibél ose jo, e rikarikueshme ose jo.

6. Pajisja sipas ¢donjérit prej pretendimeve nga 1 deri né 5, karakterizuar nga fakti gé
mundésohet nga njé burim i jashtém.
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7. Pajisja sipas cilitdo prej pretendimeve té mésipérme, karakterizuar nga fakti qé éshté né
formatin e njé karte ¢ipi, ¢celési USB ose etiketé elektronike.

8. Njé metodé e zbatuar né njé pajisje komunikimi me akses té sigurt duke pérfshiré njé numér té
gargeve té aplikimit, njé njési kontrolli dhe njé gark biometrik; kjo metodé pérfshiré hapat e
méposhtém:

detektimin e njé sinjali té jashtém té eksitimit me ané té njérit prej qarqgeve té aplikimit,
secili gark i aplikimit pérmban té paktén njé detektor mjedisor dhe éshté i eksitueshém
nga njé sinjal i jashtém qé karakterizon mjedisin ku éshté vendosur pajisja dhe gé ka té
béjé me té paktén njé shérbim aplikimi té vendosur né ményré té sigurt brenda pajisjes sé
komunikimit té aksesit té sigurt, brenda njésisé sé kontrollit, identifikimin e garkut té
aplikimit té eksituar dhe shérbimin e aplikimit né lidhje me kété qark té aplikimit té
eksituar dhe fillimin e njé procesi té vértetimit me krahasim biometrik brenda garkut
biometrik, pastaj aktivizimi i shérbimit té aplikimit té eksituar né pérgjigje té njé
autorizim aktivizimi gé vjen nga garku biometrik, komunikimi me pjesén e jashtme
sigurohet nga njé marrés i sinjalit radiofrekuencé i vendosur né pajisjen e komunikimit té
aksesit té sigurt.

(11) 9455
(97) EP3215130/08/07/2020
(96) 15807949.1/04/11/2015
(22) 18/09/2020
(21) AL/P/2020/630
(54) PERBERJE FARMACEUTIKE QE PERMBAN BISOPROLOL DHE
PERINDOPRIL
03/11/2020
(30) 1460654 05/11/2014 FR
(71) Les Laboratoires Servier
35, Rue de Verdun, 92284 Suresnes, FR
(72) FONKNECHTEN, Gilles (Le petit chéneLieudit la Californie, 45240 Ligny Le Ribault)
(74) Vladimir NIKA
Bul " Bajram CURRI", Pall.2, Shk.3, Ap.4, Tirané
Description

Technical field
The present invention relates to a fixed pharmaceutical composition comprising a beta blocker and an angiotensin converting
enzyme inhibitor (CEI), and to the use of said composition in the treatment and prevention of cardiovascular diseases and more

especially arterial hypertension, stable coronary artery disease or chronic heart failure.

More especially, the present invention relates to a fixed pharmaceutical composition comprising a beta blocker and an angiotensin
converting enzyme inhibitor (CEI) wherein:
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- the beta blocker is bisoprolol or an addition salt thereof with a pharmaceutically acceptable acid, their hydrates and crystalline
forms, and

- the converting enzyme inhibitor is perindopril or an addition salt thereof with a pharmaceutically acceptable acid or base, their
hydrates and crystalline forms.

Prior art/context of the invention

Cardiovascular diseases are the leading cause of death both in developed countries and in developing countries, they are
responsible for one third of deaths.

Hypertension, coronary artery disease and chronic heart failure are major steps of the cardiovascular disease continuum, which
culminates in the development of advanced-stage cardiac diseases. Hypertension is the leading cause of death in the world,
causing approximately 7.5 million deaths (which represents approximately 13% of deaths). Coronary artery disease is the most
frequent consequence of hypertension and is the leading cause of death in Europe. Heart failure is the terminal pathology, the
consequence of numerous cardiac diseases. The mortality rate currently still remains high with 50% survival at 5 years.
Consequently, it is necessary to optimise the care and treatment strategy for patients.

Chronic diseases such as cardiovascular diseases often require long-term combination therapies. This fosters patients' non-
adherence to their treatment, thus leading to poor control of their pathologies.

Fixed associations allow treatment to be simplified by reducing the daily number of tablets, and consequently they have the
potential to improve patients' adherence to treatment.

The European Society of Cardiology (ESC), in its guidelines, especially those of 2012 and 2013, specifically recommends the

association of beta blockers and CEls for the treatment and/or prevention of arterial hypertension in heart failure patients post

infarction or suffering from atrial fibrillation. More generally, beta blockers and CEls can also be used on their own or in

association as initial treatment or maintenance treatment for arterial hypertension.

Two objectives have been expressed for the treatment of stable coronary artery disease, namely:

a) Improvement of symptoms and control of the cardiac rhythm: beta blockers are indicated as first line treatment (direct action
on the heart, improvement of perfusion in the ischaemic zone), and

b)  Prevention of the occurrence of cardiovascular events, especially in the case of a concomitant pathology such as hypertension,
heart failure or diabetes.

For the treatment of chronic heart failure (reduced ejection fraction): beta blockers and CEls are complementary and are

recommended in all patients suffering from systolic heart failure. Moreover, they are both recognised as being cardioprotective in

heart failure patients and post infarction.

Bisoprolol and perindopril are both approved active ingredients for medicaments which have been marketed throughout the world

for several years. Their efficacy and tolerance profiles are consequently well established. Medicaments comprising these two

active ingredients are widely used in medical practice and are very often co-prescribed. In fact, the medicaments in question have

common indications, namely hypertension, coronary artery disease and heart failure.

Moreover, their mechanisms of action are complementary and their beneficial effects on morbimortality in cardiovascular

diseases have been demonstrated in large-scale clinical trials (the CIBIS study for bisoprolol and the EUROPA study for

perindopril).

The beta blockers which are co-prescribed with perindopril include acebutolol, atenolol, bisoprolol, metoprolol and nebivolol.
Bisoprolol is the beta blocker that is most co-prescribed with perindopril, followed by atenolol.

The doses of perindopril and bisoprolol that are most co-prescribed in the three target indications of the association, namely
hypertension, stable coronary artery disease and chronic heart failure, are indicated in the table below:

Table 1: Number of co-prescriptions of perindopril and bisoprolol
— IMS Health 2011-2013; 5 countries*

Prescriptions Total %
Total perindopril + bisoprolol 1894 791
Perindopril 10 Total bisoprolol
&8mg 10mg 161 675 8.5%
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7.5mg 21 550 1.1%
5 mg 167 391 8.8%
3.75mg 13616 0.7%
2.5mg 63 349 3.3%
1.25mg 44 623 2.4%
Total bisoprolol
10 mg 234 362 12.4%
. . 71.5mg 13819 0.7%
P5e 'g'jorgg" 5 mg 502 932 26.5%
3.75mg 13 406 0.7%
2.5mg 221 926 11.7%
1.25mg 145 617 7.7%
Total bisoprolol 0
10 mg 66 830 3.5%
. . 7.5mg 7233 0.4%
F;’Sr 'gdg '?T:; 5 mg 44 976 2.4%
3.75mg 19 126 1.0%
2.5mg 69 637 3.7%
1.25mg 82 723 4.4%
*IMS — Dec 2011- Dec 2013: 5 countries, France, Hungary, Belgium, Italy,
Romania

Diag: 110, 1 11, 120.9, 125 & 150

The doses of perindopril are expressed in terms of arginine salt (2.5 mg, 5 mg or 10 mg) or in terms of tert-butylamine salt (2 mg,
4 mg or 8 mg), and the doses of bisoprolol are expressed in terms of base.

The 5 mg dose of perindopril arginine salt followed by 10 mg is the dose that is most co-prescribed with bisoprolol 2.5 mg, 5 mg
and 10 mg.

There is therefore a real need for a fixed pharmaceutical composition comprising a beta blocker and a CEI for use in the treatment
and prevention of cardiovascular diseases and more especially the treatment of arterial hypertension, stable coronary artery
disease and chronic heart failure.

Summary of the invention
The present invention relates to a fixed pharmaceutical composition comprising a beta blocker and an angiotensin converting
enzyme inhibitor (CEl), and to the use of said composition in the treatment and prevention of cardiovascular diseases and more

especially arterial hypertension, stable coronary artery disease or chronic heart failure.

The beta blocker that is preferably used is bisoprolol or an addition salt thereof with a pharmaceutically acceptable acid or base,
and more especially its fumarate salt, their hydrates and crystalline forms.

The angiotensin converting enzyme inhibitor that is preferably used is perindopril or an addition salt thereof with a

pharmaceutically acceptable acid or base, and more especially its tert-butylamine, tosylate or arginine salts, their hydrates and
crystalline forms.

Detailed description of the invention
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The present invention relates to a fixed pharmaceutical composition comprising bisoprolol or
pharmaceutically acceptable salts thereof, their hydrates and crystalline forms, and perindopril or
pharmaceutically acceptable salts thereof, their hydrates and crystalline forms, and to the use of said
composition in the treatment or prevention of cardiovascular diseases and more especially the
treatment or prevention of arterial hypertension, stable coronary artery disease or chronic heart failure.

Bisoprolol or (R,S)1-[4-[[2-(1-methylethoxy)ethoxy]methyl]phenoxy]-3-[1-methylethyl)amino]-2-propanol, of formula (1):
OH

CH, O\)\/NY(‘H‘
H‘C)\;)/\/o\/@ CH, m

is a beta blocker. Bisoprolol has previously been described in French patent FR 2 367 053 or US 4 258 062. Bisoprolol fumarate
is a white powder of formula (la):

H COOH

OH
O\)\/N CH,
CH, \/O/ Y (Ia)
)\ o CH
P N s Hooc”™ H

2

Bisoprolol fumarate, which is marketed under the name Cardensiel®, is indicated in the treatment of stable chronic heart failure
with reduction of left systolic ventricular function, as a supplement to converting enzyme inhibitors (CEIls) and diuretics and,
optionally, digitalis glycosides. Cardensiel® is a divisible or non-divisible film-coated tablet obtained by conventional direct
compression. The various dosages of Cardensiel® available are 1.25 mg, 2.5 mg, 3.75 mg, 5 mg, 7.5 mg and 10 mg, expressed in
terms of bisoprolol fumarate, with an initial dosage of 1.25 mg once per day, which is then increased gradually up to 10 mg,
which is the maintenance dose. Whatever the dose, the dosage is always one administration per day.

Two fixed associations comprising bisoprolol are currently marketed: Lodoz® and Asabis®:
(@) The association of bisoprolol fumarate and hydrochlorothiazide which is marketed under the name Lodoz® is indicated for

slight to moderate arterial hypertension. Lodoz® is a monolayer film-coated tablet obtained by conventional direct
compression. The various dosages of Lodoz® available are:

Lodoz® Per tablet (in mg)
Bisoprolol fumarate 25 5 10
Hydrochlorothiazide 6.25 6.25 6.25

(b) The association of bisoprolol fumarate and acetylsalicylic acid which is marketed under the name Asabis® is indicated for the
treatment of hypertension in patients who have previously been stabilised with the individual components, and for the treatment
of angina pectoris in patients who have previously been stabilised with the individual components. Asabis® is a capsule
containing bisoprolol fumarate, which is either in the form of a simple mixture of bisoprolol/excipients or in the form of
granules, and acetylsalicylic acid in the form of a film-coated tablet. The various dosages of Asabis® available are:

Asabis® Per tablet (in mg)
Bisoprolol fumarate 5 10
Acetylsalicylic acid 75 75

Patent application EP 2 359 815 describes the association of bisoprolol fumarate and amlodipine
besilate and the use thereof in the treatment of hypertension and angina pectoris. The pharmaceutical
composition comprising bisoprolol and amlodipine is either a monolayer tablet obtained by
conventional direct compression, or a capsule in which bisoprolol and amlodipine are in powder form.

Perindopril  or  (2S)-2-[(1S)-carbethoxybutylamino]-1-oxopropyl-(23,3aS,7aS)perhydroindole-
carboxylic acid, of formula (I1):
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—0 D)
H,C CH,

TZ

CO,Et

is an angiotensin | converting enzyme inhibitor (CEI). Perindopril has previously been described in
patent EP 0 049 658. In that European patent, in conventional manner, it is mentioned that the
compounds of the invention can be in the form of addition salts with a pharmaceutically acceptable
base or mineral or organic acid. Patents EP 0 308 341, EP 1 256 590, EP 1 268 424, EP 1 279 665,
EP 1321471, EP 1333 026, EP 1 362 864, EP 1 367 061, EP 1 367 062, EP 1 367 063, EP 1 371 659,
EP 1380590, EP 1 380 591, EP 1 403 275, EP 1 420 028, EP 1 420 029, EP 1 422 236, EP 1 603 558
and EP 1 7533 720 describe a method for obtaining perindopril salts, more specifically the tert-
butylamine salt. The L-arginine salt of perindopril of formula (11a) was described for the first time in
European patent EP 1 354 873:
H

N CO,H /&
5
—0 , 07> N NH  (lla)
H,C \(\/cuz B H

H NH,

TZ

CO,Et

The alpha and beta crystalline forms of the L-arginine salt of perindopril have been described in
European patents EP 1 989 182 and EP 2 016 051, respectively, the delta crystalline form has been
described in European patent EP 2 612 850, and the gamma crystalline form has been described in
international application WO 2009/157018.

Perindopril, which is marketed under the name Coversyl®, is indicated in the treatment of arterial hypertension, of stable
coronary artery disease, especially for the risk of cardiac events in patients with a history of myocardial infarction and/or
revascularisation, and of heart failure, especially for the treatment of symptomatic heart failure. Coversyl® is a divisible or non-
divisible monolayer film-coated tablet. The various dosages of Coversyl® available are: 2.5 mg, 5 mg and 10 mg, expressed in
terms of perindopril arginine, or 1.6975 mg/2.5 mg tab.; 3.395 mg/5 mg tab.; 6.790 mg/10 mg tab., expressed in terms of

perindopril. The dosage must be adapted to the patient. However, the recommended initial dose is 5 mg per day, given in the
morning.

Two fixed associations comprising perindopril are currently marketed: Coveram® and Bipreterax®:

(a) The association of perindopril arginine and amlodipine besilate which is marketed under the name Coveram® is indicated for
the treatment of essential arterial hypertension and/or of stable coronary artery disease, as a substitution, in patients who are
already controlled with perindopril and amlodipine taken simultaneously at the same dosage. Coveram® is a monolayer tablet.
The various dosages of Coveram® available are:

Coveram® Per tablet (in mg)

Perindopril arginine 5 | 5 | 10 | 10

(that is to say, in terms of perindopril: 3.395 mg/tab. containing 5 mg perindopril arginine or 6.790 mg/tab. containing

10 mg perindopril arginine)

Amlodipine 5 | 10 | 5 | 10
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(in the form of amlodipine besilate: 6.935 mg/tab. containing 5 mg amlodipine or 13.870 mg/tab. containing 10 mg
amlodipine)

(b) The association of perindopril arginine and indapamide which is marketed under the name Bipreterax® is indicated for the
treatment of essential arterial hypertension and is also indicated in patients for whom the arterial pressure is insufficiently
controlled by perindopril on its own. Bipreterax® is a monolayer film-coated tablet. The various dosages of Bipreterax®
available are:

Bipreterax® Per tablet (in mg)

Perindopril arginine 5 | 10

(that is to say, in terms of perindopril: 3.395 mg/tab. containing 5 mg perindopril arginine or 6.790

mg/tab. containing 10 mg perindopril arginine)

Indapamide | 1.25 | 5

Another fixed association with perindopril which has just obtained marketing authorisation (MA) in Europe is Triplixam®.

The association of perindopril arginine, indapamide and amlodipine besilate which is marketed under the name Triplixam® is
indicated for the treatment of essential arterial hypertension, as a substitution, in patients already controlled with the fixed-dose
association perindopril/indapamide and amlodipine, taken simultaneously at the same dosages. Triplixam® is a monolayer tablet.
The various dosages of Triplixam® available are:

Triplixam® Per tablet (in mg)

Perindopril arginine 25 5 | 5 | 10 | 10

(that is to say, in terms of perindopril: 1.6975 mg/tab. containing 2.5 mg perindopril arginine or 3.395 mg/tab. containing 5
mg perindopril arginine or 6.790 mg/tab. containing 10 mg perindopril arginine)

Indapamide 0.6258 1.25 1.25 25 2.5
Amlodipine 5 5 10 5 10
(in the form of amlodipine besilate: 6.935 mg/tab. containing 5 mg amlodipine or 13.870 mg/tab. containing 10 mg
amlodipine)

Patent EP 1 800 678 describes the association of ivabradine and perindopril and the use thereof in the treatment of arterial
hypertension. Patent application EP 2 404 600 describes the use of the same association in the treatment of heart failure.

WO 2007/010501 discloses fixed pharmaceutical compositions in the form of capsules which combine metoprolol and ramipril,
metoprolol being present in delayed release form and ramipril being present in immediate release form. It discloses bisoprolol and
perindopril among the beta blockers and the CEI inhibitors, respectively, which can be combined. It discloses tablets and capsules
in which the two active ingredients are not in direct contact. However, the purpose of the separation is not to limit contact
between the two active ingredients or to avoid problems of underdosage but to obtain appropriate release of each active
ingredient, that is to say delayed release in the case of metoprolol and immediate release in the case of ramipril. WO 2007/010501
does not address problems of interaction between the two active ingredients and generally discloses compositions in the form of
film-coated tablets obtained by direct compression, bilayer tablets and compositions in the form of capsules. It is the only
document which discloses such a fixed composition, but it neither discloses nor suggests the specific combination of bisoprolol
and perindopril.

There is therefore a real need, for patients suffering from cardiovascular diseases such as arterial hypertension, stable coronary
artery disease or chronic heart failure, to have the benefit of such a fixed pharmaceutical composition.

A fixed pharmaceutical composition has the advantage that it allows the manufacturing costs to be reduced but, above all, it
permits better compliance with the treatment on the part of the patients and, consequently, better control of their pathology.

However, one of the major risks of fixed pharmaceutical combinations results from a possible interaction between the different
active ingredients present in the combination.

Apart from excipients, when the active ingredients are formulated alone, bisoprolol alone or perindopril alone, they may contain
impurities and/or degradation products in the starting materials, but also potential impurities in the end product. For example, one
of the organic impurities that results from the synthesis route of bisoprolol is epoxibiso or 1-[4-[(2-isopropoxy-
ethoxy)methyl]phenoxy]-2,3-epoxypropane of formula (Ib):
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This impurity epoxibiso is always present in the starting material.

When the two active ingredients are present in a fixed pharmaceutical composition, in addition to the constraints associated with
the active ingredients alone there may be problems of underdosage in the final composition, but also problems of stability of the
active ingredients as well as the appearance of new impurities in addition to the already known impurities of the active ingredients
taken in isolation.

All the fixed associations of perindopril currently on the market and Triplixam®, which has just obtained its MA, are monolayer
tablets. No problem of underdosage of the active ingredients or of stability or of formation of new impurities has been reported
with the fixed pharmaceutical compositions.

The applicant therefore first envisaged a fixed pharmaceutical composition of bisoprolol and perindopril in the form of a
monolayer tablet.

In the first instance, in order to carry out the invention, the applicant envisaged a fixed pharmaceutical composition of bisoprolol
and perindopril in the form of a monolayer tablet obtained by direct compression (Example A) or by wet granulation (Example
B). Surprisingly, the applicant found that the formulations tested did not give satisfactory results from the point of view of dosage
(Table 2) and/or of stability (Table 3).

Table 2: Content of active ingredients in the monolayer tablets obtained
by direct compression

Compression step/ Bisoprolol Perindopril Specifications
sampling level fumarate content | arginine content (in %0)
(in %) (in %)
Start of compression 102.40 109.20
Middle of compression 97.60 97.20 95-105
End of compression 95.20 92.80

These results were obtained starting from non-film-coated tablets containing a dose of 1.25 mg of bisoprolol and 2.5 mg of
perindopril arginine salt. The tablets were taken directly at the outlet of the tablet press and at different times during the
compression.

The active ingredient content was analysed by assaying the two active ingredients by liquid chromatography with UV detection,
either by high performance liquid chromatography (HPLC) on an Inertsil® C8 column (length 15 cm, diameter: 4.6 mm; porosity
150A,; particle size 5 micrometres) or by ultra performance liquid chromatography (UPLC) on a Kinetec® C8 column (length 10
cm, diameter: 3.0 mm; porosity 100A; particle size 2.6 micrometres).

The analyses of the monolayer tablets revealed a non-conformity at the start and at the end of compression, with a pronounced fall
in the active ingredient content at the end of compression (Table 2). Analysis of the monolayer tablets obtained by wet
granulation was found to comply with the specifications, namely a dose of active ingredients of between 95 and 105% of the
theoretical dose.

Since the monolayer tablets obtained by direct compression did not comply with the specifications, while the monolayer tablets
obtained by wet granulation complied as regards the active ingredient content, the applicant studied the stability only of the
monolayer tablets obtained by wet granulation (Table 3).

The analyses carried out showed the formation of numerous known and unknown degradation products over time when the
monolayer tablets are obtained by wet granulation (Table 3).

Table 3: Stability of the monolayer tablets obtained by wet granulation
after 6 months at 40°C/75% RH
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Quantity in %
x mg bisoprolol fumarate / y mg
Dosage perindopril arginine tab. - _
10/10 mg tab. 10/10 mg tab. | Specifications (in
(T0) (T6) %)
Bisoprolol fumarate impurities (in %)
Total impurities* | 0.2 | 4.7 | <6.00
Perindopril arginine impurities (in %)
Total impurities* | 0.5 | 5.20 | <5.00

* impurities = degradation products + unknown impurities

These results were obtained starting from film-coated tablets packaged in 30-tablet containers and then placed in ovens, the
temperature and humidity of which are controlled.

The monolayer tablets obtained by wet granulation contain the correct dose of active ingredients. As regards the content of
bisoprolol impurities, the total quantity of impurities was multiplied by more than 20 between T0 and T6 months, with the
emergence of 9 unknown impurities, of which 6 were off-specification.

For perindopril, although no unknown impurity is present, the total quantity of impurities was multiplied by 10 between T0 and
T6 months and exceeded the specification limit.

All in all, these results show the instability over time of the fixed pharmaceutical composition, the monolayer tablet obtained by
wet granulation.

Wholly surprisingly, the applicant realised that physically separating the bisoprolol and the perindopril in a fixed pharmaceutical
composition allowed a solution to the above-mentioned disadvantages to be proposed.

There are various ways of physically separating two or more active ingredients in a fixed pharmaceutical composition.

Either it is possible to produce a fixed pharmaceutical composition which is a bilayer tablet wherein each of the layers comprises
one of the two active ingredients. A first layer comprises bisoprolol on its own and a second layer comprises perindopril on its
own. This fixed pharmaceutical composition limits contact between the bisoprolol and the perindopril to the interface between the
two layers. Although there is potentially an interaction between the two layers, it is very weak and should not lead to high
degradation rates.

Or it is possible to produce a fixed pharmaceutical composition which is a trilayer tablet comprising, in addition to the two
distinct layers, a separation layer between the bisoprolol layer and the perindopril layer.

Another solution consists in producing a fixed pharmaceutical composition which is a capsule in which the two active ingredients
are in the form of bisoprolol granules and perindopril granules, bisoprolol tablets and perindopril tablets, or a mixture of the two,
namely tablets of one of the active ingredients and granules of the other of the active ingredients.

One aspect of the invention is, therefore, a fixed pharmaceutical composition comprising bisoprolol and pharmaceutically
acceptable salts thereof and perindopril and pharmaceutically acceptable salts thereof, alone or in combination with one or more
pharmaceutically acceptable excipients, their hydrates and their crystalline forms.

According to another aspect of the invention, the fixed pharmaceutical composition is a bilayer tablet, a trilayer tablet or a
capsule.

Preferably, the fixed pharmaceutical composition is a bilayer tablet wherein each of the layers comprises one of the two active
ingredients.

Yet another aspect of the invention is a fixed pharmaceutical composition which is a trilayer tablet which is the bilayer tablet
further comprising a separation layer between the two layers comprising the two active ingredients.
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Yet another aspect of the invention is a fixed pharmaceutical composition which is a capsule containing granules or tablets or a
mixture of granules and capsules of each of the two active ingredients.

Another aspect of the invention is a fixed pharmaceutical composition in which the bisoprolol is preferably in the form of
bisoprolol fumarate.

Yet another aspect of the invention is a fixed pharmaceutical composition in which the perindopril is preferably in the form of
perindopril tert-butylamine or perindopril arginine and yet more preferably in the form of perindopril arginine.

The present invention relates also to fixed pharmaceutical compositions comprising bisoprolol and pharmaceutically acceptable
salts thereof and perindopril and pharmaceutically acceptable salts thereof, alone or in combination with one or more
pharmaceutically acceptable excipients, their hydrates and their crystalline forms, wherein:
- the doses of bisoprolol are 1.05 mg and 8.50 mg, expressed in terms of bisoprolol base, or between 1.25 and 10 mg,
expressed in terms of bisoprolol fumarate, and
- thedoses of perindopril are 1.65 and 6.80 mg, expressed in terms of perindopril base, or between 2.5 and 10 mg, expressed
in terms of perindopril arginine.

Preferably, in the fixed pharmaceutical compositions, the doses of bisoprolol fumarate are 2.5 mg, 5 mg and 10 mg and the doses
of perindopril arginine are 2.5 mg, 5 mg and 10 mg.

Yet more preferably, in the fixed pharmaceutical compositions, the doses are as follows:
a) 2.5 mg of bisoprolol fumarate and 2.5 mg of perindopril arginine
b) 2.5 mg of bisoprolol fumarate and 5 mg of perindopril arginine
c) 5 mg of bisoprolol fumarate and 5 mg of perindopril arginine
d) 5 mg of bisoprolol fumarate and 10 mg of perindopril arginine
e) 10 mg of bisoprolol fumarate and 5 mg of perindopril arginine
f) 10 mg of bisoprolol fumarate and 10 mg of perindopril arginine.

The present invention relates also to fixed pharmaceutical compositions comprising bisoprolol and pharmaceutically acceptable
salts thereof and perindopril and pharmaceutically acceptable salts thereof in combination with one or more pharmaceutically
acceptable excipients, their hydrates and their crystalline forms, for use in the treatment or prevention of cardiovascular diseases.

Preferably, the present invention relates also to fixed pharmaceutical compositions comprising bisoprolol and pharmaceutically
acceptable salts thereof and perindopril and pharmaceutically acceptable salts thereof in combination with one or more
pharmaceutically acceptable excipients, their hydrates and their crystalline forms, for use in the treatment of cardiovascular
diseases.

Preferably, the present invention relates also to fixed pharmaceutical compositions comprising bisoprolol and pharmaceutically
acceptable salts thereof and perindopril and pharmaceutically acceptable salts thereof in combination with one or more
pharmaceutically acceptable excipients, their hydrates and their crystalline forms, for use in the prevention of cardiovascular
diseases.

Yet another aspect of the invention is the use of fixed pharmaceutical compositions comprising bisoprolol and pharmaceutically
acceptable salts thereof and perindopril and pharmaceutically acceptable salts thereof in combination with one or more
pharmaceutically acceptable excipients, their hydrates and their crystalline forms, in the treatment or prevention of arterial
hypertension, stable coronary artery disease or chronic heart failure.

Yet another aspect of the invention is the use of fixed pharmaceutical compositions comprising bisoprolol and pharmaceutically
acceptable salts thereof and perindopril and pharmaceutically acceptable salts thereof in combination with one or more
pharmaceutically acceptable excipients, their hydrates and their crystalline forms, in the treatment or prevention of arterial
hypertension.

Yet another aspect of the invention is the use of fixed pharmaceutical compositions comprising bisoprolol and pharmaceutically
acceptable salts thereof and perindopril and pharmaceutically acceptable salts thereof in combination with one or more
pharmaceutically acceptable excipients, their hydrates and their crystalline forms, in the treatment or prevention of stable
coronary artery disease.
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Yet another aspect of the invention is the use of fixed pharmaceutical compositions comprising bisoprolol and pharmaceutically
acceptable salts thereof and perindopril and pharmaceutically acceptable salts thereof in combination with one or more
pharmaceutically acceptable excipients, their hydrates and their crystalline forms, in the treatment or prevention of chronic heart
failure.

In addition to the beta blocker and the angiotensin converting enzyme inhibitor (CEI), said pharmaceutical compositions comprise
one or more excipients or carriers chosen from diluents, lubricants, binders, disintegrators, absorbents, colourings, sweeteners,
etc.

There may be mentioned by way of non-limiting example:

+ for the diluents: lactose, dextrose, sucrose, mannitol, sorbitol, cellulose, glycerol,

+ for the lubricants: silica, talc, stearic acid and its magnesium and calcium salts, polyethylene glycol,

+ for the binders: magnesium aluminium silicate, starch, gelatin, tragacanth, cellulose, methylcellulose, hydroxypropylcellulose,
hydroxypropylmethylcellulose, and polyvinylpyrrolidone,

+ for the disintegrators: agar, starch, alginic acid and its sodium salt, effervescent mixtures, carboxymethylcellulose salts,
carboxymethyl starch salts, polyvinylpyrrolidone derivatives.

The dosage used varies according to the age of the patient, the nature of the disorder, and any associated pathologies and
treatments.

For hypertension and stable coronary artery disease, the usual dosage of bisoprolol is 5 mg/day. The dose can be increased to 10
mg/day if necessary. The maximum recommended dose is 20 mg/day. In the case of chronic heart failure, a dose titration phase is
necessary, with an initial dose of 1.25 mg/day, which is increased gradually according to the patient's tolerance to reach the
maintenance dose of 10 mg/day. The maximum recommended dose is 10 mg/day.

The usual dosage of perindopril arginine salt ranges from 2.5 mg to 10 mg/day (2 mg to 8 mg/day for perindopril tert-butylamine
salt), with a recommended initial dosage of 5 mg/day, which can be increased to 10 mg/day, for arterial hypertension and stable
coronary artery disease and an initial dosage of 2.5 mg/day, which can be increased to 5 mg/day, in the case of heart failure.

The following examples illustrate the invention without limiting it in any way.

Examples
Examples A and B are comparative.

Example A: Monolayer tablet containing a dose of 10/10 mg, obtained by direct compression

In mg per
0]
Formula In % tablet
Bisoprolol fumarate 4.17 10.00
Perindopril arginine 4.17 10.00
Calcium carbonate/starch 56.63 131.11
Microcrystalline cellulose (PH 102) 33.33 80.00
Sodium carboxymethyl starch 3.00 7.20
Anhydrous colloidal silica 0.20 0.48
Magnesium stearate 0.50 1.20
Total 100 240
Example B: Monolayer tablet containing a dose of 10/10 mg, obtained by wet granulation
In mg per
[0)
Formula In % tablet
Bisoprolol fumarate 4.17 10.00
Perindopril arginine 4.17 10.00
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Microcrystalline cellulose 15.00 36.00
Calcium carbonate 29.63 71.12
Purified water gs gs

Microcrystalline cellulose (PH 102) 33.33 80.00
Sodium carboxymethyl starch 3.00 7.20
Anhydrous colloidal silica 0.20 0.48
Magnesium stearate 0.50 1.20
Total 100 240

The examples which follow form part of the invention.

Example 1: Formula for the four dosages of the bilayer tablets

Example 1a: Bilayer tablets containing a dose of 5 mg of bisoprolol and 5 mg of perindopril
Example 1b: Bilayer tablets containing a dose of 5 mg of bisoprolol and 10 mg of perindopril
Example 1c: Bilayer tablets containing a dose of 10 mg of bisoprolol and 5 mg of perindopril
Example 1d: Bilayer tablets containing a dose of 10 mg of bisoprolol and 10 mg of perindopril

Quantity in %
Dosage x mg bisoprolol fumarate / y mg perindopril arginine tab.
5/5mg tab. | 5/10 mg tab. | 10/5mgtab. | 10/10 mg tab.
Bisoprolol fumarate layer
Bisoprolol fumarate 4.03 2.68 5.37 4.03
Microcrystalline cellulose 16.11 10.74 21.48 16.11
Calcium carbonate 18.45 12.30 24.60 18.45
Maize starch 7.73 5.15 10.31 7.73
Sodium carboxymethyl 145 0.97 193 145
starch
Anhydrous colloidal silica 0.19 0.13 0.26 0.19
Magnesium stearate 0.36 0.24 0.48 0.36
Perindopril arginine layer
Perindopril arginine 4.03 5.37 2.68 4.03
Microcrystalline cellulose 16.11 21.48 10.74 16.11
Calcium carbonate 18.45 24.60 12.30 18.45
Pregelatinised maize starch 7.73 10.31 5.15 7.73
Croscarmellose sodium 1.45 1.93 0.97 1.45
Anhydrous colloidal silica 0.19 0.26 0.13 0.19
Magnesium stearate 0.36 0.48 0.24 0.36
Film-coated tablet
Brown coating premix 5943 3.25 3.25 3.25 3.25
Macrogol 6000 0.10 0.10 0.10 0.10

Film-coating and smoothing process
The process of film-coating and smoothing the uncoated tablet consists principally of 2 steps, which
are: a) the film-coating step then b) the smoothing step.
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The techniques used are conventional film-coating and smoothing techniques known to the person
skilled in the art.

Example 2: Divisible film-coated tablet

Among the fixed pharmaceutical compositions described in Example 1, two (Examples 1a and 1b) have
a break-line or score line. The fixed pharmaceutical compositions in question are those comprising:

a) Example 1a: 5 mg of bisoprolol fumarate and 5 mg of perindopril arginine, and

b) Example 1b: 5 mg of bisoprolol fumarate and 10 mg of perindopril arginine.

x mg bisoprolol/ly mg perindopril tab.
55tab. | 5/10tab. | 10/5tab. | 10/10tab.
Brown film-coated tablet
Elliptical Elliptical .
Divisible Divisible Round Elliptical

The advantage of the score line is that it is possible to provide patients with the following doses:
a) 2.5 mg of bisoprolol fumarate and 2.5 mg of perindopril arginine, and
b) 2.5 mg of bisoprolol fumarate and 5 mg de perindopril arginine.

The fixed pharmaceutical compositions of bisoprolol and perindopril according to the invention (Examples 1 and 2) thus make it
possible to provide patients with at least 71% of the co-prescriptions of the compounds taken individually.

Results of stability at 6 months of the bilayer tablets

The results of stability of the bilayer tablets at 6 months were obtained starting from the film-coated
tablets packaged in 30-tablet containers and then placed in ovens, the temperature and humidity (RH)
of which were controlled. These parameters are 40°C for the temperature and 75% for the humidity.

Separation of the two active ingredients made it possible to correct the problems of underdosage of
active ingredients encountered with the monolayer tablet and especially to obtain a pharmaceutical form
that is stable over time (Table 5).

Table 5: Comparison of the results of stability at 6 months - 40°C/75% RH of the monolayer tablets and
bilayer tablets containing a dose of 10/10 mg

Quantity in %
Monolayer Bilayer tablet | Specifications
Dosage tablet (Example 1d) (in %)
(Example B)
Bisoprolol fumarate impurities* (in %)
Total impurities | 4.70 | 0.20 | <6.00
Perindopril arginine impurities* (in %)
Total impurities | 5.20 | 0.30 | <5.00

* impurities = degradation products + unknown impurities

The stability studies showed a considerable reduction in the total quantity of degradation impurities for
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bisoprolol fumarate and perindopril arginine and, for bisoprolol fumarate, a sharp reduction in the
number of unknown impurities.

The total quantity of impurities for a tablet containing a dose of 10/10 mg changed from 4.70% in the
monolayer tablet to 0.20% in the bilayer tablet for bisoprolol and from 5.20% in the monolayer tablet
to 0.30% in the bilayer tablet for perindopril.

Example 3: Trilayer tablet with a separation layer

The trilayer tablet was produced in the same manner as the bilayer tablet by taking the tablets of
Examples 1ato 1d and further adding a separation layer between the bisoprolol layer and the perindopril
layer. This separation layer comprises a mixture of lactose and magnesium stearate.

Example 4: Capsules of bisoprolol and perindopril

The pharmaceutical composition for a capsule containing 10 mg of bisoprolol fumarate in the form of
granules and 10 mg of perindopril arginine salt in the form of granules is as follows:

a) Granules of 10 mg of bisoprolol fumarate

Bisoprolol fumarate ...........ccccceevevvennne. 10 mg
Hydroxypropylmethylcellulose.............. 1.1mg
Sugar SPhEresS ......ccoevvevevececre e 88.89 mg
b) Granules of 10 mg of perindopril arginine salt
Perindopril arginine salt...............c......... 10 mg
Hydroxypropylcellulose...........cccocu..... 4.25 mg

Sugar SPheres ... 45.70 mg.
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CLAIMS

Fixed pharmaceutical composition comprising bisoprolol and pharmaceutically acceptable salts thereof
and perindopril and pharmaceutically acceptable salts thereof in combination with one or more
pharmaceutically acceptable excipients, their hydrates and their crystalline forms, wherein the
bisoprolol and the perindopril are physically separated.

Fixed pharmaceutical composition according to claim 1 which is a bilayer tablet in which a first layer
comprises bisoprolol and a second layer comprises perindopril, a trilayer tablet in which, in addition
to the two distinct layers, there is a separation layer, or a capsule containing bisoprolol granules and
perindopril granules, bisoprolol tablets and perindopril tablets or tablets of one of the active ingredients
and granules of the other of the active ingredients.

Fixed pharmaceutical composition according to either claim 1 or claim 2, wherein the pharmaceutical
composition is a bilayer tablet in which a first layer comprises bisoprolol and a second layer comprises
perindopril.

Fixed pharmaceutical composition according to either claim 1 or claim 2, wherein the pharmaceutical
composition is a trilayer tablet in which, in addition to the two distinct layers, there is a separation
layer.

Fixed pharmaceutical composition according to either claim 1 or claim 2, wherein the pharmaceutical
composition is a capsule containing bisoprolol granules and perindopril granules, bisoprolol tablets
and perindopril tablets or tablets of one of the active ingredients and granules of the other of the active
ingredients.

Fixed pharmaceutical composition according to any one of claims 1 to 5, wherein the bisoprolol is in
the form of bisoprolol fumarate.

Fixed pharmaceutical composition according to either claim 1 or claim 5, wherein the perindopril is in
the form of perindopril tert-butylamine or perindopril arginine and more preferably in the form of
perindopril arginine.

Fixed pharmaceutical composition according to any one of claims 1 to 7, wherein:

the doses of bisoprolol are 1.05 mg and 8.50 mg, expressed in terms of bisoprolol base, or between 1.25 and 10 mg, expressed in
terms of bisoprolol fumarate, and

the doses of perindopril are 1.65 and 6.80 mg, expressed in terms of perindopril base, or between 2.5 and 10 mg, expressed in terms
of perindopril arginine.

Fixed pharmaceutical composition according to any one of claims 1 to 8, wherein the doses of
bisoprolol fumarate are 2.5 mg, 5 mg and 10 mg and the doses of perindopril arginine are 2.5 mg, 5
mg and 10 mg.

Fixed pharmaceutical compositions according to any one of claims 1 to 9 for use in the treatment or
prevention of cardiovascular diseases.
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Fixed pharmaceutical compositions according to claim 10, characterised in that the cardiovascular diseases
are chosen from arterial hypertension, stable coronary artery disease and chronic heart failure.

(57) 1. Pérbérje fikse farmaceutike gé pérmban bisoprolol dhe kripéra té tij té pranueshme
farmaceutikisht dhe perindopril dhe kripéra té tij té pranueshme farmaceutikisht né kombinim me
njé ose mé shumé ekcipienté té pranueshém farmaceutikisht, hidratet e tyre dhe format e tyre
kristalore, ku bisoprololi dhe perindoprili jané té ndaré fizikisht.

2. Pérbérje fikse farmaceutike sipas pretendimit 1, e cila éshté njé tableté dy-shtresore né té cilén
njé shtresé e paré qé pérmban bisoprolol dhe njé shtresé e dyté gé pérmban perindopril, njé tableté
tre-shtresore né té cilén, pérvec dy shtresave té dallueshme, ekziston njé shtresé ndarése, ose njé
kapsulé gé pérmban kokrriza bisoprolol dhe kokrriza perindopril, tableta me bisoprolol dhe tableta
me perindopril ose tableta té njérit prej pérbérésve aktivé dhe kokrriza té njé tjetri nga pérbérésat
aktive.

3. Pérbérje fikse farmaceutike sipas pretendimit 1 ose pretendimit 2, ku pérbérja farmaceutike
éshté njé tableté me dy shtresa né té cilén njé shtresé e paré pérmban bisoprolol dhe njé shtresé e
dyté pérmban perindopril.

4. Pérbérje fikse farmaceutike sipas pretendimit 1 ose pretendimit 2, ku pérbérja farmaceutike
éshté njé tableté tre shtresore né té cilén, pérveg dy shtresave té dallueshme, ekziston njé shtresé
ndarése.

5. Pérbérje fikse farmaceutike sipas pretendimit 1 ose pretendimit 2, ku pérbérja farmaceutike
éshté njé kapsulé gé pérmban kokrriza bisoprololi dhe kokrriza perindoprili, tableta bisoprolol dhe
tableta perindopril ose tableta té njérit prej pérbérésve aktivé dhe kokrriza té njé tjetri nga
pérbérésit aktivé.

6. Pérbérje fikse farmaceutike sipas cilitdo prej pretendimeve 1 deri né 5, ku bisoprololi &shté né
formén e fumarat bisoprolol.

7. Pérbérje fikse farmaceutike sipas pretendimit 1 ose pretendimit 5, ku perindoprili éshté né
formén e perindopril tert-butilaminé ose perindopril arginine dhe mé miré né formén e perindopril
arginine.

8. Pérbérje fikse farmaceutike sipas cilitdo prej pretendimeve 1 deri né 7, ku:

- dozat e bisoprololit jané 1.05 mg dhe 8.50 mg, té shprehura né terma té bazés bisoprolol, ose
ndérmjet 1.25 dhe 10 mg, té shprehura né termat e fumarat bisoprolol, dhe

- dozat e perindoprilit jané 1.65 dhe 6.80 mg, té shprehura né termat té bazés sé perindoprilit, ose
ndérmjet 2.5 dhe 10 mg, té shprehura né termat e perindoprilit arginine.

9. Pérbérje fikse farmaceutike sipas cilitdo prej pretendimeve 1 deri né 8, ku dozat e bisoprolol
fumarat jané 2.5 mg, 5 mg dhe 10 mg dhe dozat e perindopril arginine jané 2.5 mg, 5 mg dhe 10
mg.

10. Pérbérje fikse farmaceutike sipas cilitdo prej pretendimeve 1 deri né 9 pér pérdorim né trajtimin
ose parandalimin e sémundjeve kardiovaskulare.

11. Pérbérje fikse farmaceutike sipas pretendimit 10, karakterizuar nga fakti gé sémundjet
kardiovaskulare zgjidhen nga hipertensioni arterial, sémundja e arterieve koronare té géndrueshme
dhe insufigenca kronike e ze
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