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sistemi kanalizimi si dhe pér montimin e disa tubave né kanal, kanal i cili pérmban njé
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njé mjeti lévizés (8), njé brisk/teh nivelues (2) gé éshté i konektuar me
kelléfin/mbéshtjellésen(1) pérmes disa shufrash rrotulluese (9), teh/brisk i cili vihet né
lévizje nga njé sistem elektromekanik (11), i cili 1éviz njé shufér kontrolli (12), duke gené
se pjesa e sipérme e briskut/tehut éshté e konektuar me njé receptor laser (6) pérmes njé
shufre té graduar té shképuetshme (5) dhe ky dispozitiv vihet né lévizje nga panel i
veprimit dhe kontrollit (7) gé éshté i instaluar mbi njé shufér mbajtése té shképuetshme (4),
njé cikrik (10) i vendosur né pjesén e sipérme té mbéshtjelléses/kélléfit me veté-mbajtje
(1), si dhe njé pajisje/dispozitiv aktiv (1), gé Iékundet si né plan vertikal, ashtu edhe né plan
horizontal.
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1.

Njé agjent i paré dhe njé agjent i dyté pér t'u pérdorur né trajtimin ose parandalimin e njé
sémundjeje hiperproliferative e shogéruar nga HER-3,

ku kjo sémundje hiperproliferative é&shté HER-3 e shprehur ose e superishprehur
kancer,

ku agjenti i paré né fjalé éshté njé proteiné antigen — lidhése gé lidhet (bashkohet)
me HER-3, dhe pérbéhet nga: njé sekuencé amino acide me zinxhir té réndé gé
pérmban njé CDRHL1 si¢ paragitet (tregohet) né SEQ ID NO: 256; njé¢ CDRH2 si¢
paragitet (tregohet) né SEQ ID NO: 282; dhe njé CDRH3 si¢ paragitet (tregohet) né
SEQ ID NO: 315; dhe njé sekuencé amino acide me zinxhir té lehté qé pérmban
njé CDRL1 si¢ paragitet (tregohet) né SEQ ID NO: 340; njé CDRL2 si¢ paragitet
(tregohet) né SEQ ID NO: 344; dhe njé CDRL3 si¢ paragitet (tregohet) né SEQ 1D
NO: 387; dhe

ku agjenti i dyté né fjalé éshté pertuzumab.

Agjenti i paré dhe agjenti i dyté pér pérdorimin sipas pretendimit 1, ku agjenti i paré né
fjalé éshté njé proteiné antigen-lidhése gé lidhet me HER-3, dhe pérbéhet nga njé
sekuencé amino acide me zinxhir té réndé si¢ tregohet né SEQ ID NO: 70 ose/dhe njé
sekuencé amino acide me zinxhir té lehté si¢ tregohet né SEQ ID NO: 72.

Agjenti i paré dhe agjenti i dyté pér pérdorimin sipas pretendimit 1 ose 2, ku agjenti i
paré né fjalé éshté njé proteiné antigen-lidhése qé lidhet me HER-3, dhe pérmban
sekuencén amino acide me zinxhir té réndé si¢ tregohet né SEQ ID NO: 70 dhe sekuencén
amino acide me zinxhir té lehté si¢ tregohet né SEQ ID NO: 72.

Agjenti i paré dhe agjenti i dyté pér pérdorimin sipas pretendimit 3, ku proteina
antigen-lidhése né fjalé drejtohet kundér domeinit ekstracelular té HER-3, ose redukton
(pakéson) transmetimin (transferimin, kalimin) e sinjalit té ndérmjetésuar nga HER-3, ose
pakéson (redukton) fosforilimin e HER-3, ose pakéson (redukton) shumimin e gelizés, ose
pakéson (redukton) migrimin (zhvendosjjen) e gelizés ose/ dhe rrit rregulllimin e HER-3.

Agjenti i paré dhe agjenti i dyté pér pérdorimin sipas njérit prej pretendimeve té
mésipérme, ku proteina antigen-lidhése né fjalé qé lidhet me HER-3 éshté njé antitrup,
vecanérisht njé antitrup monoklonal, njé antitrup poliklonal, njé antitrup rikombinant, njé
antitrup i humanizuar, njé antitrup i njeriut, njé antitrup chimerik, njé antitrup
multispecifik, ose njé fragment antitrup i tyre, né vecanti njé fragment Fab, njé fragment
Fab’, njé fragment F(ab‘)2, njé fragment Fv, njé diabod ose njé molekulé antitrup me
zinxhir single, vecanérisht njé antitrup i tipit 1gG1-, 1gG2-, 1gG3- ose IgG4-.



10.

11.

Agjenti i paré dhe agjenti i dyté pér pérdorimin sipas njérit prej pretendimeve 1-5, ku
agjenti i paré né fjalé bashkohet me njé grup efektor, né vecanti me njé radioizotop ose
radionuklid, njé toksin, ose njé grup terapeutik ose kemoterapeutik, ku grupi terapeutik
ose kemoterapeutik preferohet té jeté calicheamicin, auristatinPE, geldanamicin,
maitansin dhe derivatet e tyre.

Agjenti i paré dhe agjenti i dyté pér pérdorimin sipas njérit prej pretendimeve 1-6, ku
trajtimi ose parandalimi pérfshin edhe pérdorimin e njé agjenti terapeutik dhe/ose terapi
rrezatimi, ku agjenti terapeutik preferohet té jeté njé agjent anti-neoplastik ose njé
antitrup anti-tumor ose njé agjent kemoterapeutik, ku agjenti kemoterapeutik preferohet
té pérzgjidhet nga grupi qé pérfshin capecitabine, anthracikline, doksorubicin,
ciklofosfamide, paclitaksel, docetaksel, cisplatin, gemcitabine, dhe karboplatin.

Agjenti i paré dhe agjenti i dyté pér pérdorimin sipas njérit prej pretendimeve 1-7, ku
agjenti i paré né fjalé dhe agjenti i dyté né fjalé merren (administrohen) né ményré
intravenoze, nénlékuré (subkutan), intramuskulare ose orale.

Agjenti i paré dhe agjenti i dyté pér pérdorimin sipas njérit prej pretendimeve 1-8, ku
sémundja hiperproliferative pérzgjidhet nga grupi gé pérfshin kancerin e gjirit, kancerin e
ovareve, kancerin e prostatés, kancerin e zorrés sé trashé, kancerin renal, kancerin e
mushkérive, kancerin pankreatik, epidermoid carcinomén, fibrisarkomén, melanomén,
nazofaringeal carcinomén, dhe carcinomén e gelizés luspore.

Agjenti i paré dhe agjenti i dyté pér pérdorimin sipas njérit prej pretendimeve 1-9, ku
trajtimi ose parandalimi pérfshin marrjen (administrimin) e agjentit té paré né ose agjentit
té dyté né fjalé né njé dozé prej rreth 1 deri né 20 mg/kg té peshés trupore, té paktén njé
heré né ¢do 6 javé.

Agjenti i paré dhe agjenti i dyté pér pérdorimin sipas njérit prej pretendimeve 1-10, ku
trajtimi ose parandalimi né fjalé pérfshin edhe monitorimin e rezultatit, pas marrjes
(administrimit) sé tyre nga njé subjekt.
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1. Njé antitrup monoklonal gé lidhet né ményré specifike me PCSK9 gé pérfshin
a) njé rajon pércaktues i komplementaritetit té zinxhirit té lehté (CDR) e sekuencés
CDRL1 né SEQ ID NO:23, njé CDRL2 e sekuencés CDRL2 né SEQ ID NO: 23,
dhe njé CDRL3 té sekuencés CDRL3 né SEQ ID NO: 23; dhe njé rajon pércaktues
té komplementaritetit té zinxhirit té réndé (CDR) té sekuencés CDRH1 né SEQ ID
NO: 49, njé CDRH2 e sekuencés CDRH2 né SEQ ID NO: 49, dhe njé¢ CDRH3 e
sekuencés CDRH3 né SEQ ID NO: 49; ku CDR-té jané pércaktuar nga Chothia ose
AbM:;
b) njé rajon pércaktues i komplementaritetit té zinxhirit té lehté (CDR) CDRLL1 gé
pérfshin sekuencén aminoacide té SEQ ID NO: 158, njé CDRL2 gé pérfshin
sekuencén e aminoacideve té SEQ ID NO: 162, njé CDRL3 qé pérfshin sekuencén e
aminoacideve té SEQ ID NO: 395; dhe njé rajon pércaktues té komplementaritetit té
zinxhirit té réndé (CDR) CDRH1 gé pérfshin sekuencén aminoacide té SEQ ID NO:
368, njé CDRH2 gé pérfshin sekuencén aminoacide té SEQ ID NO: 175, njé
CDRH3 gé pérfshin sekuencén aminoacide té SEQ ID NO: 180;
C) njé rajon pércaktues i komplementaritetit té zinxhirit té lehté (CDR) CDRLL1 gé
pérfshin sekuencén aminoacide té SEQ ID NO: 305, njé CDRL2 gé pérfshin
sekuencén aminoacide té SEQ ID NO: 312, njé CDRL3 qé pérfshin sekuencén
aminoacide té SEQ ID NO: 319; dhe njé rajon pércaktues té komplementaritetit té
zinxhirit té réndé (CDR) CDRH1 gé pérfshin sekuencén aminoacide té SEQ ID NO:



308, njé CDRH2 gé pérfshin sekuencén aminoacide té SEQ ID NO: 320, njé

CDRH3 gé pérfshin sekuencén aminoacide té SEQ ID NO: 310;

ose

d) njé rajon i ndryshueshém i zinxhirit té lehté gé pérfshin sekuencén e

aminoacideve té SEQ ID NO: 23 dhe njé rajon i ndryshueshém i zinxhirit té réndé

gé pérfshin sekuencén e aminoacideve té SEQ ID NO:49
pér pérdorim né

(i) pér pérdorim né uljen e kolesterolit LDL té serumit né njé pacient human me té

paktén 15%; dhe / ose

(ii) trajtimi ose parandalimi i njé ¢rregullimi té lidhur me kolesterolin né njé pacient

human gé ka njé nivel té rritur té kolesterolit LDL né serum;
qé pérfshin administrimin e antitrupave monoklonalé tek pacienti human né nevojé i tij né
njé dozé prej 70 mg deri né 450 mg.
2. Antitrupi monoklonal pér pérdorim i pretendimit 1(ii), ku ¢rregullimi i lidhur me
kolesterolin éshté zgjedhur nga grupi i pérébré prej hiperkolesterolemia familjare, gé
pérmban hiperkolesteroleminé heterozigoze familjare dhe hiperkolesterolemia homozigote
familjare, hiperkolesterolemia jo familjare, lipoproteina e ngritur (a), sémundja e zemrés,
sindromi metabolik, diabeti, sémundja koronare e zemrés, goditja, sémundja
kardiovaskulare, sémundja Alzheimer, sémundja e arteries periferike, hiperlemia dhe
dislipidemia.
3. Antitrupi monoklonal pér pérdorim i pretendimeve 1 ose 2, ku niveli i kolesterolit LDL
né serum i pacientit té sipérpérmendur éshté ulur nga njé sasi e zgjedhur nga grupi i pérbéré
prej a) té paktén 30%, b) té paktén 40%, c) té paktén 50%, dhe d) té paktén 60%.
4. Antitrupi monoklonal pér pérdorim i ¢do njérit prej pretendimeve 1-2, ku antitrupi
monoklonal é&shté administruar né njé pacient né njé dozé té zgjedhur nga grupi i pérbéré
prej: a) 70 mg deri né 450 mg, b) 140 mg deri né 200 mg, ¢) 140 mg deri né 180 mg, d) 140
mg deri né 170 mg, e) 140 mg, f) 150 mg, g) 420 mg, h) 450 mg.
5. Antitrupi monoklonal pér pérdorim i ¢do njérit prej pretendimeve 1-4, ku antitrupi
monoklonal é&shté administruar né njé pacient né njé orar té zgjedhur nga grupi i pérbéré
prej: (1) njé heré né javé, (2) njé heré né dy javé, (3) njé heré né muaj, (4) njé heré né ¢do
muaj tjetér, (5) njé heré né tre muaj (6) njé heré né gjashté muaj dhe (7) njé heré né
dymbédhjeté muaj.
6. Antitrupi monoklonal pér pérdorim i ¢do njérit prej pretendimeve 1-5, ku antitrupi
monoklonal éshté administruar né njé pacient né njé orar té zgjedhur nga grupi i pérbéré
prej:

(a) 70 mg deri né 420 mg i administruar njé heré né 2 javé (Q2E);

(b) 140 mg deri né 280 mg i administruar njé heré né dy javé (Q2E);

(c) té paktén njé sasi prej 140 mg ¢do dy javé ose ¢do javé tjetér (Q2E);

(d) 280 mg deri né 420 mg i administruar njé heré né 4 javé (Q4E); dhe

(e) deri né 420 mg cdo dy jave (Q2E); dhe

(f) té paktén njé sasi prej 420 mg cdo katér javé (Q4E).
7. Antitrupi monoklonal pér pérdorim i ¢do njérit prej pretendimeve 1-6, ku hapi i
administrimit pérfshin administrimin e antitrupit monoklonal né ményré parenterale, né
ményré opsionale ku hapi i administrimit pérfshin administrimin e antitrupave monoklonal
né ményré intravenoze ose nénlékurore.



8. Antitrupi monoklonal pér pérdorim i pretendimit 1, ku antitrupi monoklonal éshté
administruar né njé pacient:
(@) né njé dozé prej 105 mg deri né 280 mg nénlékuré njé heré cdo dy javé, dhe ku
niveli i kolesterolit LDL né serum i pacientit éshté ulur té paktén 30 -50% pér 7-14
dité, né ményré opsionale ku doza éshté 140 mg; ose
(b) né njé dozé prej 280 deri né 450 mg nénlékuré njé heré cdo muaj, dhe ku niveli i
kolesterolit LDL né serum i pacientit éshté ulur té paktén 30 -50% pér 21 deri né 31
dité, né ményré opsionale ku doza éshté 420 mg.
9. Antitrupi monoklonal pér pérdorim i ¢do njérit prej pretendimeve 1-8, ku antitrupi
monoclonal éshté i administruar te pacienti para, pas ose me té paktén njé agjent tjetér pér
uljen e kolesterolit.
10. Antitrupi monoklonal pér pérdorim i pretendimit 9, ku té paktén njé agjent tjetér pér
uljen e kolesterolit éshté zgjedhur nga grupi i pérébré prej: statinat, duke pérfshirg,
atorvastatin, cerivastatin, fluvastatin, lovastatin, mevastatin, pitavastatin, pravastatin,
rosuvastatin, simvastatin, acid nikotinik, acid fibrik, sekretues té acideve biliare, frenues té
thithjes sé kolesterolit, agjenté modifikues lipid, agonisté gama PPAR, agonistét PPAR alfa
/ gama, frenuesit e sintezés skualen, frenuesit CETP, anti-hipertensivét, agjentét anti-
diabetiké, gé pérmban ure sulfonil, insuling, analoge GLP-1, frenues DDPIV, modulatoré
ApoB, frenues MTP dhe / ose trajtime arterosklerozés obliterane, onkostatin M , estrogjeni,
berberina dhe njé agjent terapeutik pér njé ¢rregullim té lidhur me imunitetin.

(11) 9557

(97) EP2919761 / 15/01/2020

(96) 13826599.6 / 19/11/2013

(22) 15/04/2020

(21) AL/P/2020/235

(54) DOZIM | NGURTE QE PERMBAN CITIZINE TE MIKRONIZUAR
10/12/2020

(30) PLA 40167612 19/11/2012 PL

(71) Aflofarm Farmacja Polska SP. Z O.O.

Ul. Partyzancka 133/151, 95-200 Pabianice, PL

(72) WAHL, Hanna (Hetmanska 1, PL-95-200 Pabianice); DABROWA, Marek
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(74) Vladimir Nika

Bul. Gj.Fishta Pall.1 Jeshil prane Shallvareve, Kati 6, Ap. 16, Tirane
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1. Formé dozimi e ngurté gé pérmban citiziné dhe substanca ndihmése, karakterizuar né
até gé ai pérmban nga 0,1% deri né 5% citiziné té€ mikronizuar, ku té gjitha molekulat kané
njé diametér mé té vogél se 10 um, niseshte misri nga 40% né 60% ku 99.9% e grimcave
kané madhési nga 5 um né 25 um, celulozé mikrokristalore né njé sasi nga 40% né 60% me



madhési té grimcave: 99% nén 38 um dhe me raportin e masés sé pérbérésit aktiv ndaj
substancave ndihmése nga 1:19 né 1: 999 dhe gé éshté né formén e njé kapsule té forté.

2. Formé dozimi e ngurté sipas pretendimit 1 karakterizuar né até gé pérmban silicé
koloidale né sasiné 0.4% si dhe stearat magnezi dhe ku kapsula pérmban xhelating, dioksid
titani dhe indigotiné.

3. Metodé pér té pérftuar njé kapsulé té forté qé pérmban citiziné, e pércaktuar né pretendimin
1 ose 2, karakterizuar né até qé ajo gé pérfshin:

a) pérzierjen e citizinés sé mikronizuar me njé pjesé, mundésisht nga 0.70% né 0.90%,
té celulozés mikrokristalore té nevojshme pér té gjithé procesin,

(b) pérzierjen e pérzierjes sé formuar nga faza (a) me njé pjesé, mundésisht nga 12%
né 16% té sasisé sé mbetur té celulozés mikrokristalore té€ nevojshme pér té gjithé
procesin,

C) pérzierjen e pérzierjes nga faza b) me sasiné e mbetur té celulozés mikrokristalore
té domosdoshme pér té gjithé procesin, si dhe substancat ndihmése té mbetura deri
né homogjenitet;
d) kapsulimin.

4. Metodeé sipas pretendimit 3 karakterizuar né até gé pérzihet né fazén a) 0.79% dhe né
fazén b) 14.4% e celulozés mikrokristalore té& mikronizuar.
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(74) Krenar LOLOCI
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1. Njé metodé e sigurimit té njé skele shartimi pér riparimin e kércit, né ményreé té vecanté
né njé pacient human, gé pérfshin hapat e:



- sigurimit té njé tretésire ujore té njé polisaharidi té xhelit;
- sigurimit té té paktén njé nga:
° grimcat dhe / ose fibrat dhe
° gelizat e gjitaréve;

- pérzierjes sé tretésirés ujore té sipérpérmendura té njé polisakaridi té xhelit,

grimcave té sipérpérmendura dhe / ose fibrave, dhe / ose gelizave té sipérpérmendura

té gjitaréve pér té marré njé pérzierje shtypjeje;

- depozitimit té pérzierjes sé shtypur té sipérpérmendur né njé formé tre-

dimensionale,
ku polisaharidi i xhelit té sipérpérmendur éshté camcakéz gelan, camcakéz gelan i aciluar
dhe / ose i sulfatuar, dhe ku pérzierja e sipérpérmendur e shtypjes pérmban 3% ose 3.5% (w
/ v) té polisakaridit té xhelit té sipérpérmendur, dhe ku tretésira e sipérpérmendur e njé
polisakaridi té xhelit pérfshin mé tej alginat.
2. Metoda sipas pretendimit 1, ku tretésira ujore e sipérpérmendur e njé polisakaridi té
xhelit pérfshin mé tej ndérmjet 10 dhe 150 mmol / | katione diabente.
3. Metoda sipas ¢do njérit prej pretendimeve té mésipérme, ku té dy gelizat e gjitaréve dhe
té paktén njé prej grimcave dhe fibrave jané siguruar pér té€ marré pérzierjen e shtypjes sé
sipérméndur.
4. Metoda sipas ¢do njérit prej pretendimeve té mésipérme, ku tretésira e sipérpérmendur e
njé polisakaridi té xhelit pérfshin njé sheger monosakarid ose sheqger disakarid, né
osmolaritetin fiziologjik.
5. Metoda sipas ¢do njérit prej pretendimeve té mésipérme, ku njé faktor i rritjes dhe / ose
njé faktor mitogjenik sigurohet brenda pérzierjes sé shtypjes.
6. Metoda sipas pretendimit 5, ku faktori i rritjes dhe / ose faktori mitogjenik éshté zgjedhur
nga BMP-2, BMP7, TGF-B1, TGF-B2, TGF-B3, FGF-2, dhe / ose IGF-1.
7. Metoda sipas pretendimit 5 ose 6, ku pérgendrimi i faktoréve té rritjes éshté 0,1-5 ng /
ml, 5-50 ng / ml ose 50-500 ng / ml.
8. Metoda sipas ¢do njérit prej pretendimeve té mésipérme, ku gelizat e sipérpérmendura té
gjitaréve jané geliza té kércit, gelizat burimore té kércit ose gelizat pararendése té kércit.
9. Metoda sipas ¢do njérit prej pretendimeve té mésipérme, ku gelizat e sipérpérmendura té
gjitaréve jané té pranishme né pérgendrime té gelizave 3x106 / ml - geliza 50x106 / ml.
10. Metoda sipas ¢do njérit prej pretendimeve té mésipérme, ku pérzierja e sipérpérmendur
e shtypjes pérfshin 10 ng / ml TGF beta 3.
11. Metoda sipas ¢do njérit prej pretendimeve té mésipérme, ku depozitimi i pérzierjes sé
shtypjes sé sipérpérmendur né njé formé tre-dimensionale kryhet me depozitimin e linjave
té pérzierjes sé shtypjes sé sipérpérmendur, ku secili rresht ka njé gjerési prej 700 deri né
1100 mm, dhe linjat e sipérpérmendura mbivendosen nga 20% né 60%.
12. Metoda sipas ¢do njérit prej pretendimeve té mésipérme, ku forma tre-dimensionale e
sipérpérmendur rrjedh nga metodat e shtypjes 3D.
13. Metoda sipas ¢do njérit prej pretendimeve té mésipérme, ku forma tre-dimensionale e
pérmendur rrjedh nga metodat e prodhimit shtesé.
14. Metoda sipas pretendimit 13, né té cilén metoda e prodhimit té aditivéve éshté shtypja e
bojés, bioprinting, shtypja nxjerrése ose metoda shtresé-pas-shtrese.



15. Njé skelé shartimi gé mund té pérfitohet nga, ose pérfituar nga nga metoda, sipas ¢do
njérit prej pretendimeve 1 deri né 14.

(11) 9517
(97) EP3322717/10/06/2020
(96) 16739102.8 / 14/07/2016
(22) 30/07/2020
(21) AL/P/2020/494
(54) PEPTIDE TE REJA DHE KOMBINIM PEPTIDESH PER PERDORIM NE
IMUNOTERAPI KUNDER KANCERIT EPITELIAL TE VEZOREVE DHE
KANCEREVE TE TJERA
26/11/2020
(30) A 201512369 15/07/2015 GB and 201562192670 P 15/07/2015 US
(71) immatics biotechnologies GmbH
Paul-Ehrlich-Strasse 15, 72076 Tibingen, DE
(72) RAMMENSEE, Hans-Georg (Sommerhalde 3, 72070 Tubingen); SCHUSTER, Heiko
(Dorfackerstrasse 22, 72074 Tlbingen); PEPER, Janet (Friedrich-Schaal-Strasse 6, 72074
Tubingen) ;WAGNER, Philipp (Bopserstrasse 2, 70180 Stuttgart)
(74) Ela SHOMO PANIDHA.
Euromarkpat Albania SH.P.K , Rr. A.Z. Cajupi, Pall. 20/4, Ap.15, Tirané, 100
(57)
1. Nje peptid | perbere nga sekuenca amino acide sipas SEQ ID Nr.82.

2. Peptidi sipas pretendimit 1, ku peptide ne fjale perfshin lidhje jo-peptide.

3. Peptidi sipas pretendimit 1 ose 2, ku peptide ne fjale eshte pjese e nje protein
fuzioni, vecanerisht ge permban amino acide fundore N te zinxhirit invariant
antigjen-shoqgeruar HLA-DR (li).

4. Nje receptor | gelizes T, preferueshem nje receptor | gelizes T rikombinant, |
tretshem ose | lidhur me membrane ge eshte reaktiv me nje ligand HLA, ku
ligandi ne fjale perbehet nga sekuenca amino acide e SEQ ID Nr.82.

5. Nje antitrup, vecanerisht nje antitrup | tretshem ose | lidhur me membrane ,
ge njeh ne menyre specifike peptidin sipas pretendimit 1, preferueshem
peptidin sipas secilit nga pretendimet 1 kur lidhet me nje molecule MHC.

6. Nje acid nukleik, ge kodon per nje peptid sipas secilit nga pretendimet 1 ose
3 ose per nje TCR sipas pretendimit 4, ose nje antitrup sipas pretendimit 5,
opsionalisht | lidhur me nje sekuence promoter heterolog, ose nje vector
shprehes ge shpreh acidin nukleik ne fjale.



7.

10.

11.

12.

13.

Nje gelize bujtese rekombinante ge perfshin peptidin sipas pretendimit 1 ose
3, ose acidin nukleik ose vektorin shprehes sipas pretendimit 6, ku geliza
buktese ne fjale eshte preferueshem nje antigjen ge prezanton gelizen sin je
gelize dendritike, ose ku geliza bujtese preferueshem eshte nje gelize T ose
NK.

Nje metode per prodhimin e nje peptide sipas secilit nga pretendimet 1 ose
3, ose per prodhimin e receptorit te gelizes T sipas pretendimit 4, ose nje
antitrup sipas pretendimit 5, metoda perfshin kultivimin e gelizes bujtese sipas
pretendimit 7 ge prezanton peptidin sipas pretendimit 1, ose shpreh acidin
nukleik ose vektorin shprehes sipas pretendimit 6, dhe izolon peptidin ose
TCR ose antitrupin nga geliza nujtese ose mjedisi | kultivimit.

Nje metode in vitro per prodhimin e limfociteve T te aktivizuara, metoda
perfshin kontaktimin in vitro te gelizave T me molekulat MHC te klases
njerezore | te antigjen-ngarkuara te shprehura ne siperfagen e nje gelize
antigjen-prezantuese te pershtatshme ose nje konstrukt artificial ge imiton nje
gelize antigjen-prezantuese per nje periudhe kohe te mjaftueshme per te
aktivizuar gelizat T ne fjale ne nje menyre antigjen specifike, ku antigjeni ne
fiale eshte nje peptid sipas pretendimit 1.

Nje limfocit T | aktivizuar, | prodhuar nga metoda sipas pretendimit 9 ge njeh
ne menyre selective nje gelize ge prezanton nje polipeptid ge perfshin nje
sekuence aminoacide te dhene ne pretendimin 1.

Nje perberje farmaceutike ge perfshin te pakten nje perberes aktiv te zgjedhur
nga grupi ge perbehet nga peptide sipas pretendimit 1 ose 3, acidi nukleik
ose vektori shprehes sipas pretendimit 6, geliza sipas pretendimit 7, limfociti
T | aktivizuar sipas pretendimit 10 ose antitrupi sipas preten dimit 5 ose
receptori | gelizes T sipas pretendimit 4, dhe nje mbartes farmaceutikisht |
pranueshem, dhe opsionalisht mbushes dhe/ose stabilizues shtese
farmaceutikisht te pranueshem.

Peptidi sipas pretendimeve 1 ose 3, acidi nukleik ose vektori | shprehjes sipas
pretendimit 6, geliza sipas pretendimit 7, limfociti | aktivizuar T sipas
pretendimit 10 ose antitrupi sipas pretendimit 5 ose receptori | gelizes T sipas
pretendimit 4 per perdorim ne mjekesi, preferueshem per perdorim ne
diagnozen dhe/ose trajtimin e kancerit.

Peptidi sipas pretendimit 1 ose 3, acidi nukleik ose vektori shprehes sipas
pretendimit 6, geliza sipas pretendimit 7, limfociti T | aktivizuar sipas
pretendimit 10 ose antitrupi sipas pretendimit 5 ose receptori | gelizes T sipas
pretendimit 4 per perdorim ne diagnostikimin dhe/ose trajtimin e kancerit
sipas pretendimit 12, ku kanceri ne fjale eshte zgjedhur nga grupi | kancerave
te vezoreve, kanceri | gelizave jo te vogla te mushkerise, kanceri | gelizave
te vogla te mushkerise, kanceri | veshkes, kanceri | trurit, kanceri | kolonit dhe



| rektumit, kanceri | stomakut, kanceri | melgise, kanceri | pankreasit, kanceri
| prostates, leukemia, kanceri | gjirit, carcinoma e gelizave Merkel, melanoma,
kanceri ezofageal, kanceri | fshikezes se urines, kancer | uterusit, kancer |
fshikezes se temthit, kancer | kanalit biliar dhe tumore te tjera qe tregojne nje
mbishprehje te nje protein nga e cila rrjedh nje peptid sipas SEQ ID Nr.82,
vecanerisht kanceri | vezoreve.

14.Nje kit ge perfshin:

a)

Nje konteiner ge perfshin nje perberje farmaceutike ge permban peptidin
sipas pretendimit 1 ose 3, acidin nukleik ose vektorin shprehes sipas
pretendimit 6, gelizen sipas pretendimit 7, limfocitin T te aktivizuar sipas
pretendimit 10 ose antitrupi sipas pretendimit 5 ose receptori | qelizes T
sipas pretendimit 4, ne forme solucioni ose te liofilizuar;

Opsionalisht, nje konteiner | dyte ge permban nje solucion tretes ose
rikonstruktues per formulimin e liofilizuar;

Opsionalisht, te pakten nje ose me shume peptide te zgjedhura nga grupi
ge perbehet nga SEQ ID No. 1 deri ne 81, dhe 83 deri ne 549, dhe
Opsionalisht, instruksionet per (i) perdorimin e solucionit (i)
rikonstruksionin dhe/ose perdorimin e formulimit te liofilizuar, dhe
Opsionalisht permban me tej nje ose me shume nga (iii)nje zbutes, (iv)nje
tretes, (v) nje filter, (vi) nje age, ose (v) nje shiringe.
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The present invention relates to a beacon device for installation on a tower. The

invention also relates to a beacon system comprising such a beacon device and a method
for installing the beacon device.

Multiple forms exist for the towers. In general, a tower is cylindrical, the base surface
being able to have any shape. As an example, the base surface is a circle, a square, an oval
or any other shape.

It is therefore desirable to propose a beacon system able to attach on the tower
irrespective of the shape of the tower.

To that end, known from document US 6,682,204 is a mechanism for mounting a
lighting unit able to adapt to any type of tower.

However, such a device has the drawback of being difficult to implement because it
is necessary to provide for the passage of power cables before the insertion of the lighting
unit.

It is also known from documents WO 2013/093402 A2 and EP 1 884 711 Al other
beacon devices.

There is therefore a need for a beacon device to be installed on a tower that is easier
to implement.

To that end, the invention deals with a lighting device according to claim 1.



According to specific embodiments, the lighting device comprises one or more of the
following features of claims 2 to 12 considered alone or according to any technically possible
combinations.

The invention also concerns a beacon system according to claim 13 or 14.

The invention also has for subject a method for installing according to claim 15.

To that end, a lighting device is proposed, in particular a beacon device, to be
installed on a tower. The device includes an electric energy generating unit the comprising
at least one photovoltaic module able to be wound over at least part of the circumference of
the tower, preferably over the entire circumference of the tower. The device also includes a
light energy generating unit configured to be fastened on the tower, the light energy
generating unit comprising a housing having a periphery, a member for storing the electric
energy generated by the electric energy generating unit, a member for regulating the charge
of the storage member, and a light-emitting member powered by the storage member, the
light-emitting member extending over the periphery of the housing.

According to specific embodiments, the lighting device comprises one or more of the
following features, considered alone or according to any technically possible combinations:

- the housing comprises the storage member and the regulating member.

- the housing has a recess with a shape complementary to the tower.

- the housing has two parts, the second part being connected to the first part.

- the housing has two parts, each part comprising an electric track portion, the two

track portions forming a continuous track when the second part is connected to the

first part.

- the electric energy generating unit includes a support keeping the photovoltaic

module wound over at least part of the circumference of the tower, preferably over

the entire circumference of the tower.

- the support comprises a ring and two maintaining elements connecting the ring to

the light energy generating unit, the two maintaining elements being diametrically

opposite one another.

The invention also relates to a beacon system comprising a tower, and a device as
previously described installed on the tower.

The invention also relates to a beacon system comprising a tower, at least one
electric energy generating unit the comprising at least one photovoltaic module able to be
wound over at least part of the circumference of the tower, preferably over the entire

circumference of the tower. The beacon system includes at least one light energy generating



unit fastened on the tower, each light energy generating unit comprising a housing having a
periphery, a member for storing the electric energy generated by at least one electric energy
generating unit, a member for regulating the charge of the storage member, and a light-
emitting member powered by the storage member, the light-emitting member extending over
the periphery of the housing.

Furthermore, the invention also relates to a method for installing a device as
previously described on a tower, comprising the steps of winding the photovoltaic module
on the tower, and assembling the housing on the photovoltaic module.

Other features and advantages of the invention will appear upon reading the
following description of one embodiment of the invention, provided as an example only and
in reference to the drawings, which are:

- figure 1, a view of a beacon system including a part of the tower and a beacon
device according to a first embodiment installed on the tower,

- figure 2, an enlarged view of a part of figure 1,

- figure 3, a view of the housing visible in figure 2 without the elements placed on

top,

- figure 4, a sectional view of the system according to figure 1,

- figure 5, a sectional view of another example beacon system,

- figure 6, a sectional view according to still another example beacon system,

- figure 7, a sectional view of an example of a sectional view of another beacon
system,

- figure 8, a sectional view of another example beacon system, and

- figure 9, a sectional view of another example beacon system.

A beacon system 10 is shown in figure 1.

In air, rail, water, road or pedestrian traffic, beaconing refers to the set of stationary
or floating marks or beacons placed to signal a danger or indicate the path to be followed
using all means, in particular lighted means.

The term beaconing thus refers to a way of indicating the presence of information
owing to an integrated diffuse light source, making it possible to improve the contrast of the
display of the piece of information and to thus ensure good readability, even in a dark or
poorly lit location.

The beaconing system 10 is therefore able to indicate a specific location, a location

corresponding to a risk, an access point or specific information.



The beaconing system 10 includes a tower 12 and a beacon device 14 installed on
the tower 12.

The tower 12 is a cylinder.

By definition, a cylinder is a solid defined by a cylindrical surface and two strictly
parallel planes. The cylindrical surface is a surface in space defined by a straight line, called
generatrix, passing through a variable point describing a closed planar curve, called guide
curve and keeping a fixed direction. The surface defined by the guide curve is called base
of the cylinder hereinafter.

According to the example of figure 1, the generatrix extends along a so-called axial
direction. In figure 1, the axial direction is symbolized by an axis Z.

Furthermore, the base of the tower 12 may have any shape.

In the case of figure 1, the base of the tower 12 is disc-shaped.

The diameter of the base of the tower 12 is for example comprised between 70 mm
(millimeters) and 300 mm.

Alternatively, the base of the tower 12 is oval.

According to still another alternative, the base of the tower 12 is a rectangle, a
square, a triangle or a polygon having more than four sides. A pentagon or a hexagon are
examples of polygons with more than four sides.

Alternatively, the tower 12 is conical.

By definition, a cone is a solid defined by a plane and by a straight line, called
generatrix, passing through a fixed point called apex and a variable point describing a curve
called guide curve, the plane not containing the apex and being secant to all of the
generatrices.

According to the example of figure 1, the tower 12 is hollow, i.e., the tower 12 is in
the form of a tube defining an empty inner space.

The beacon device 14 is able to light the environment, the tower 12 serving as a
support for the beacon device 14.

According to one particular example, the beacon device 14 is able to emit lighted
information.

Alternatively, the beacon device 14 is intended to show a piece of visual information,
for example to indicate a route.

According to one example, the beacon device 14 is intended to show a specific piece

of information.



Alternatively, the beacon device 14 is intended to provide a warning of the presence
of a danger.

The beacon device 14 includes an electric energy generating unit 16 and a light
energy generating unit 18. For simplification reasons, hereinafter, the electric energy
generating unit is simply called electric unit 16, while the light energy generating unit 18 is
called light unit 18.

The electric unit 16 is able to generate electricity to power the light unit 18.

The electric unit 16 includes a photovoltaic module 20 and a support 22 maintaining
the photovoltaic module 20 on the tower 12.

By definition, a photovoltaic module is a photovoltaic solar sensor or photovoltaic
solar panel. Furthermore, a photovoltaic module is a DC electric generator including a set
of photovoltaic cells electrically connected to one another, the module serving to supply
electricity from solar energy.

According to the example of figure 1, the photovoltaic module 20 is an organic-type
photovoltaic module. This means that the photovoltaic module includes particular
photovoltaic cells, at least the active layer of which is made up of organic molecules. As a
result, the photovoltaic effect is, for a photovoltaic cell, obtained using the properties of
semiconductor materials.

A semiconductor is considered to be organic when the semiconductor comprises at
least one bond belonging to the group made up of covalent bonds between a carbon atom
and a hydrogen atom, covalent bonds between a carbon atom and a nitrogen atom, or bonds
between a carbon atom and an oxygen atom.

An organic photovoltaic module is an assembly comprising at least two individualized
photovoltaic cells adjacent to one another and connected in series or in parallel. The
formation of an organic photovoltaic module involves depositing patterns of superimposed
film strips on a substrate.

A film is a homogenous and continuous layer made from a material or a mixture of
materials having a relatively small thickness. A relatively small thickness refers to a
thickness smaller than or equal to 500 microns.

For example, the formation of a photovoltaic module involves strips having a width
comprised between 9.5 mm and 13.5 mm separated by an inter-band zone with a width
comprised between 0.5 mm and 4.5 mm, the total width of the band and the inter-band zone
being 14 mm. A module is made up of the deposition of several layers using different coating

or printing methods.



Using an organic photovoltaic module makes it possible to have a relatively thin
energy generator; relatively thin refers to a thickness smaller than or equal to 500 microns or
even smaller than or equal to 300 microns, causing a low weight, a possibility of
customization of its size by cutting, and a mechanical flexibility allowing instantaneous
adaptation of the module to the integration context.

Alternatively, the photovoltaic module 20 is a flexible module made from amorphous
silicon.

According to the example of figure 1, the photovoltaic module 20 is furthermore able
to be wound around at least part of the circumference of the tower 12. The circumference of
the tower 12 corresponds to the cylindrical surface of the tower 12.

Preferably, as in the particular case of figure 1, the photovoltaic module 20 is wound
over the entire circumference of the tower 12.

The cells of the photovoltaic module 20 are positioned perpendicular to the vertical
axis Z, i.e., to the horizontal, so that it is not completely shaded when the light source (usually
the sun) moves over the course of the day, thereby allowing a continuous supply of the
device 14.

This makes it possible to collect light in all directions. Thus, contrary to nonflexible
technologies, there is no need to use a sun tracker for the photovoltaic module 20 to receive
light throughout the entire day.

The dimensions of the photovoltaic module 20 determine the electrical performance
of the photovoltaic module 20. As a result, the dimensions of the photovoltaic module 20 are
determined based on the energy needs of the light source 18, and the mean radiation on
the geographical site where the device 14 is installed.

For example, for a light unit 18 having a daily consumption of 5 Watts per hour, the
mean energy production of the photovoltaic module 20 is considered to be at least twice the
energy need of the light source 18 in order to ensure that the need is met even on days with
the lowest irradiance, i.e., 10 Watts per hour. For example, for electrical performance levels
of the photovoltaic module 20 of 60 peak Watts/m?, it may be determined that a dimension
of 600 mm along the axial direction Z meets the desired energy need.

When the photovoltaic module 20 is wound around the tower 12, the photovoltaic
module 20 defines a zone, on the tower 12, having a dimension comprised between 10 mm

and 1 meter along the axial direction Z.



According to the example of figure 1, the zone defined by the photovoltaic module
20 on the tower 12 has a dimension of 600 mm along the axial direction Z.

For example, it is possible to consider using a photovoltaic module whose
dimensions are about 600 mm by 450 mm.

Subsequently, for the photovoltaic module 20, a distal end 24 and a proximal end 26
are defined, the distal end 24 being the end furthest from the light unit 18.

In the particular case of figure 1, each of the ends 24 and 26 corresponds to a curve
(in the case at hand, a circle) on the tower 12.

The support 22 is able to keep the photovoltaic module 20 wound over at least part
of the circumference of the tower 12, and preferably over the entire circumference of the
tower 12, as shown in figure 1.

The support 22 includes a protective wall 28 able to protect the photovoltaic module
20, a ring 30 and two maintaining elements 32, 34.

The protective wall 28 is able to isolate the photovoltaic module 20 from the outside.
In particular, the protective wall 28 is able to protect the photovoltaic module 20 from bad
weather that could damage the photovoltaic module 20.

According to the example of figure 1, the protective wall 28 covers the entire
photovoltaic module 20 so as to form a covering layer positioned on the photovoltaic module
20.

Furthermore, according to the specific illustrated case, the protective wall 28
assumes the form of a film.

As an example and non-exhaustively, the protective wall 28 is made from a material
chosen from among polymethyl methacrylate (PMMA), glass or transparent resin.

The ring 30 is able to act as a gripping or finishing ring.

The ring 30 is situated at the distal end 26 of the photovoltaic module 20.

The ring 30 extends in a plane perpendicular to the axial direction Z. Such a plane is
described as radial plane in the continuation of the description.

The ring 30 is in the shape of a circle.

According to the example of figure 1, the ring 30 is made from plastic.

According to another embodiment, the ring 30 is made from metal, in particular steel
or aluminum.

Alternatively, the ring 30 is made from a flexible material, such as rubber or a resin.

The two maintaining elements 32, 34 are able to connect the ring 30 to the light unit
18.



Furthermore, the two maintaining elements 32, 34 are able to perform a sealing
function of the protective wall 28.

According to the example of figure 1, the two maintaining elements 32, 34 extend
between the distal end 26 of the photovoltaic module 20 and the proximal end of the
photovoltaic module 20.

As shown in figure 1, the two maintaining elements 32, 34 are rectilinear.

Furthermore, the two maintaining elements 32, 34 are diametrically opposite relative
to the tower 12.

For example, each of the two maintaining elements 32, 34 is made from a flexible
material. Typically, it is possible to consider a rubber or a silicone seal.

The light unit 18 is configured to be fastened on the tower 12.

The light unit 18 is able to perform a lighting function for the environment of the tower
12.

The light unit 18 is also able to perform an electric energy management and electric
energy storage function.

The light unit 18 includes a housing 36, a storage member 38, a regulating member
40 and a light-emitting member 42.

In figure 2, the storage member 38 and the regulating member 40 are shown in dotted
lines, and, for readability reasons, positioned at the middle of the housing 36. One skilled in
the art will understand that the position illustrated in figure 2 is purely schematic, the storage
member 38 and the regulating member 40 being around the tower 12.

The housing 36 includes a body 44, a protective wall 46, the storage member 38 and
the regulating member 40.

The body 44 has an upper part 48, a lower part 50 and a median part 52 defined by
the upper part 48 and the lower part 50.

The median part 52 is in the shape of a cylinder with a circular base. The generatrix
of the cylinder extends over a height of at least 150 mm, preferably comprised between 150
mm and 250 mm. Preferably, the height of the generatrix of the cylinder is equal to 200 mm.

The body 44 has two parts, a first part 54 and a second part 56.

Preferably, the first part 54 and the second part 56 are substantially identical, such
that each of the parts 54, 56 has a half-cylinder shape.

The first part 54 is connected to the second part 56.

For example, as shown in figure 3, the first part 54 is connected to the second part

56 by a screw-nut system.



Alternatively, a clipping system, or “male"-"female” embedding system can also be
considered.

According to one embodiment, the first part 54 is configured to be connected to the
second part 56 by a “male"-"female" embedding system in a direction perpendicular to the
axial direction Z.

Alternatively, the system providing the mechanical connection between the first part
54 and the second part 56 also makes it possible to establish an electrical connection
between the regulating member 40 and the storage member 38. To that end, for example,
each of the parts 54 and 56 includes a conducting track portion, the two conducting track
portions forming a conducting track by establishing the mechanical connection.

When the first part 54 and the second part 56 are connected, the body 44 defines a
central recess 58 with a shape complementary to the tower 12.

Alternatively, the recess 58 is defined by only one of the two parts 54, 56, for example
the second part 56.

The body 44 is made from a plastic material.

According to another example, the body 44 is made from metal, for example steel or
aluminum.

According to another example, the ring 44 is made from a flexible material, such as
rubber or resin.

The upper part 48 includes a seal.

The seal is made from a material such as a flexible rubber sheet, a rubber profile or
a silicone seal.

The median part 52 includes the light-emitting member 42, a first protective wall 62
of the light-emitting member 42, seals of the protective wall 64 and a protective wall 66 of
the management member.

Alternatively, the median part 52 includes at least two light-emitting members 42 and
at least one protective wall of the light-emitting members 42. In some cases, the median part
52 can be resized so as to protect all of the light protection members 42.

According to another alternative, the protective wall 62 includes images or
inscriptions, said images or inscriptions corresponding to information to be brought to users'
attention.

The first protective wall 62 is made from a polycarbonate material.

The first protective wall 62 is alternatively made from glass.



According to another example, the first protective wall 62 is made with a transparent
resin.

The second protective wall 66 is made from plastic; the plastic may or may not be
opague.

Alternatively, the second protective wall 66 is made from polycarbonate.

According to another example, the second protective wall 66 is made from glass.

According to still another example, the second protective wall 66 is made from metal,
such as steel or aluminum.

The storage member 38 is able to store the electric energy generated by the electric
unit 16.

For example, the storage member 38 is a lithium-ion battery.

The capacity of the storage member 38 is determined based on the energy needs of
the light unit 18.

The capacity of the storage member 38 is for example 2000 mAh (milliampere hours).

The regulating member 40 is able to regulate the charge of the storage member 38.

As an example, the regulating member 40 is able to measure the state of charge
(SOC) of a battery.

The light-emitting member 42 is supplied by the storage member 38.

According to the example of figure 1, the light-emitting member 42 extends over the
periphery of the housing 36.

According to the example of figure 1, the light-emitting member 42 is a strip light
extending over practically the entire periphery of the housing 36, with the exception of the
location where a seal is located providing sealing.

For example and non-exhaustively, the light-emitting member 42 is a set of light-
emitting diodes (LED).

For example, the light-emitting diodes are distributed along a line surrounding the
tower 12 around the axial direction Z. According to one embodiment, the line defines a planar
disc perpendicular to the axial direction Z.

According to one embodiment, the light-emitting diodes are angularly evenly
distributed along the line, i.e., each light-emitting diode is equidistant from the two closest
light-emitting diodes. In other words, each angle formed by two consecutive light-emitting
diodes and the axis of the tower 12 is equal to each other angle thus formed.

The light-emitting diodes are for example distributed along the periphery of the

housing 36 so as to surround the tower 12 over 360 degrees. Thus, irrespective of the



orientation of the housing 36 around the axial direction Z relative to an observer, at least
one light-emitting diode is visible to the observer at each moment.

Alternatively, the light-emitting diodes are distributed along at least two lines
surrounding the tower 12 around the axial direction Z.

For example, the light-emitting diodes are angularly evenly distributed along each
line. The angle formed by two consecutive light-emitting diodes of a same line and the axis
of the tower 12 has an angle value. The angle value is for example identical for each
considered line. Alternatively, the angle value associated with at least one line is different
from the angle value associated with at least one other line.

According to one embodiment, the light-emitting diodes of each line are distributed
along part of the periphery of the housing 36.

For example, the light-emitting diodes of each line are distributed over an angle
comprised between 60 degrees and 180 degrees. This means that the angle formed by a
first segment traversing a first light-emitting diode belonging to a line and the axis of the
tower 12 and a second segment traversing a second light-emitting diode belonging to the
same line and the axis of the tower 12, the two considered light-emitting diodes being the
light-emitting diodes forming the largest angle between them, is comprised between 60
degrees and 180 degrees.

The device 14 is then suitable for directional signaling. This means that the light-
emitting diodes are only visible for certain orientations of the housing 36 relative to the
observer.

The operation of the device 14 will now be described.

During operation, the device 14 is completely autonomous, since during the day, the
sun illuminates the photovoltaic module 20. The photovoltaic module 20 converts the light
energy from the sun into electric energy.

The electric energy produced by the photovoltaic module 20 is next stored in the
storage member 38.

When lighting is desired (for example, at night), the storage member 38 supplies the
light-emitting member 42. The light-emitting member 42 then emits light.

The device 14 has the advantage of having a relatively low mass. The total mass of
the device 14 is below 5 kilograms, typically around four kilograms.

The power supply of the light-emitting member 42 is furthermore autonomous and

renewable, since it uses solar energy.



The device 14 further adapts to any type of tower 12 with any shape (cylinder with
circular base, oval base or polygonal base).

Furthermore, the device 14 can be mounted at any height.

The placement of such a device 14 does not cause any impact and/or any
deterioration for the tower 12 on which the device 14 is installed.

The light is captured by the photovoltaic module 20 irrespective of the orientation of
the photovoltaic module 20 on the tower 12.

Furthermore, the beacon and the light contrast are visible for any position of the
person looking at the system 10.

Furthermore, the device 14 is protected with respect to outside attacks, in particular
owing to the various walls.

Furthermore, the installation and uninstallation on the tower 12 are easy, which
makes the device 14 easy to maintain.

As an example, this easy installation and/or uninstallation can be illustrated with a
method for installing the device on the tower 12.

For example, such a method comprises the following steps: winding the photovoltaic
module 20 on the tower 12, assembling the two parts 54 and 56 of the housing 36 and
tightening the housing 36 on the tower 12, electrically connecting the storage member 38
contained in one of the two parts 54 and 56 of the housing 36 with the regulating member
40 contained in the other part 54 and 56 of the housing 36.

The method also includes a step for generating an electrical connection between the
photovoltaic module 20 and the regulating member 40, generating an electrical connection
between the light-emitting member 42 and the regulating member 40, assembling the
maintaining support 22, fastening the support 22 in the housing 36 and tightening the ring(s)
30 that are part of the support.

It then clearly appears that such a method is implemented much more easily than
the methods of the state of the art inasmuch as only elements specific to the device 14 are
incorporated in the installation of the device 14 on the tower 12.

Furthermore, the device 14 has the advantage of being easily configurable.

Such configurability in particular allows an evolution of the device 14. Depending on
the case, such an evolution assumes different forms. In particular, a change to the number
of lighting units 18 can be considered, each lighting unit being able to perform different
functions. Typically, one lighting unit 18 performs a beacon function while another lighting

unit 18 performs an information lighting function.



According to another example, a change to the number of electrical units 16 makes
it possible to adapt to the energy needs of the lighting unit(s) 18. Such an adaptation proves
useful in particular in the case of addition of a lighting unit 18 or initial under-dimensioning
of the energy needs of the lighting unit(s) 18 of the device 14.

The configurability of the device 14 is for example illustrated using figures 5to 7.

In the example of figure 5, the device 14 includes two electrical units 16 instead of a
single electrical unit 16, such as for the example of figure 1.

In the illustrated configuration, the lighting unit 18 is arranged between the two
electrical units 16.

In the example of figure 6, the device 14 also includes two electrical units 16 instead
of a single electrical unit 16 as for the example of figure 1.

In the illustrated configuration, the two electrical units 16 are arranged on the same
side relative to the lighting unit 18.

In the example of figure 7, the device 14 includes two lighting units 18 instead of a
single lighting unit 18 as for the example of figure 1.

In the illustrated configuration, the electrical unit 16 is arranged between the two
lighting units 18.

Such configurability of the device 14 is made possible by the fact that the different
units 14 and 16 can be combined by embedding a protruding part of one unit 14, 16 in a
corresponding groove of another unit 14, 16.

As previously explained, the configurability of the device 14 makes it possible to
adapt easily to changes of needs by using the device 14 already in place on the tower 12.
For example, the changes of needs correspond to a change in function of the tower 12
and/or a change of energy needs. The adaptation to a new need can be done by a simple
evolution of the device 14. For example, an additional lighting unit 18 is added to increase
the quantity of light generated.

Furthermore, according to one alternative, the device 14 includes a plurality of light-
emitting members, one of these light-emitting members being the light-emitting member 42
extending over the periphery of the housing 36.

Figure 8 illustrates another example embodiment of a device 14 according to the
invention. The elements identical to the first embodiment of figure 1 are not described again.
Only the differences are shown.

The upper part 48 has an outer face 68 and an inner face 70.



The upper part 48 is defined, in a plane perpendicular to the axial direction Z, by the
outer face 68 and by the inner face 70.

The upper part 48 includes a first track 72, a second track 74, a first connector 76, a
second connector 78 and a seal 79.

Among the outer face 68 and the inner face 70, the inner face 70 is the face closest to
the tower 12 when the beacon device 14 is installed on the tower 12.

If the tower 12 is cylindrical, when the beacon device 14 is installed on the tower 12,
the inner face 70 is in contact with the tower 12.

The inner face 70 has a first portion 80, a shoulder 82 and a second portion 84.

Among the first portion 80 and the second portion 84, the first portion 80 is the closest
to the median part 52 along the axial direction Z.

If the tower 12 is cylindrical, the first portion 80 is provided to bear against the tower
12 when the device 14 is installed on the tower 12.

For example, the first portion 80 is cylindrical with a circular base, and the generatrix
of the first portion 80 is parallel to the axial direction Z.

A first diameter D1 is defined for the first portion 80. The first diameter D1 is for
example comprised between 70 mm and 300 mm.

The shoulder 82 is defined, in a plane perpendicular to the axial direction Z, by the
first portion 80 and the second portion 84.

In the case of a cylindrical part, “shoulder” refers to a change in section of the part
showing a surface perpendicular to the generatrix of the part.

The shoulder 82 is annular with a cylindrical base, i.e., the shoulder 82 is a planar
surface defined by two coplanar and concentric circles with different diameters. The shoulder
82 is perpendicular to the axial direction Z.

The shoulder 82 is provided so that, when the photovoltaic module 20 and the lighting
unit 18 are installed on the tower 12, the proximal end 26 of the photovoltaic module 20 is
bearing against the shoulder 82 along the axial direction Z.

Among the first portion 80 and the second portion 84, the second portion 84 is the
furthest from the median part 52 along the axial direction Z.

The second portion 84 is cylindrical with a circular base, and the generatrix of the
second portion 84 is parallel to the axial direction Z.



A second diameter D2 is defined for the second portion 84.

The second diameter D2 is strictly larger than the first diameter D1. The second
diameter D2 is for example comprised between 75 mm and 310 mm.

The second portion 84 is defined, along the axial direction Z, by the shoulder 82 and
the seal 79.

The second position 84 is configured so that when the photovoltaic module 20 and
the lighting unit 18 are installed on the tower 12, the proximal end 26 of the photovoltaic
module 20 is surrounded by the second portion 84 in a plane perpendicular to the axial
direction Z.

The first track 72 is an electrically conductive strip. For example, the first track 72 is
made from a metal material such as copper. Alternatively, the first track 72 is made from
another conducting material, such as aluminum or silver.

The first track 72 is supported by the second portion 84.

The first track 72 has a first length L1, a first width |11 and a first thickness el.

The first length L1 is measured along a perimeter of the second portion 84. In other
words, the first length L1 is the length, measured by a curved integral, of the orthogonal
projection of the first track 72 over a plane perpendicular to the axial direction Z.

The first length L1 is greater than or equal to half the product of the second diameter
D2 and the number 7.

The first width 11 is measured along the axial direction Z. The first width 11 is
uniform, i.e., the first width I1 is identical at all points of the first track 72. The first width 11
is comprised between 2 mm and 10 mm.

The first thickness el is measured along a radial direction. “Radial direction” refers
to a direction perpendicular to the axis of the second portion 84 and parallel to a segment
traversing the axis of the second portion 84 and the point at which the thickness is measured.
The first thickness el is uniform. The first thickness el is comprised between 0.5 mm and 2
mm.

According to one embodiment, the first track 72 is compliant with the second portion
84, i.e., the first track 72 is in contact with the second portion 84 and marries the shape of

the second portion 84.



For example, the first track 72 is cylindrical with an annular base, the axis of the first
track 72 being parallel to the axial direction Z.

The axis of a cylinder with an annular or circular base is defined as being a straight
line parallel to the generatrix of the cylinder and traversing the center of the circle or ring
that forms the guide curve of the cylinder.

The first track 72 is for example formed by two track portions each supported by one
of the first part 54 and the second part 56.

The second track 74 is an electrically conductive strip. For example, the second track
74 is made from a metal material such as copper. Alternatively, the first track 72 is made
from another conducting material, such as aluminum or silver.

The second track 74 is supported by the second portion 84.

The second track 74 has a second length L2, a second width 12 and a second thickness
e2.

The second length L2 is measured along a perimeter of the second portion 84. In other
words, the second length L2 is the length, measured by a curved integral, of the orthogonal
projection of the second track 74 over a plane perpendicular to the axial direction Z.

The second length L2 is greater than or equal to half of the product of the second
diameter D2 and the number &, approximately equal to 3.14.

The second width 12 is measured along the axial direction Z.

The second width 12 is uniform, i.e., the second width 12 is identical at all points of
the second track 74. The second [width] 12 is comprised between 2 mm and 10 mm.

The second thickness e2 is measured in a direction perpendicular to the axial direction
Z. The second thickness e2 is uniform. The second thickness e2 is comprised between 0.5
mm and 2 mm,

The second track 74 is compliant with the second portion 84. For example, the second
track 74 is cylindrical with an annular base, the axis of the second track 74 being parallel to
the axial direction Z.

The second track 74 is, for example, formed by the meeting of two track portions
each supported by one of the first part 54 and the second part 56.

The second track 74 is inserted between the first track 72 and the shoulder 82.

The second track 74 is not electrically connected to the first track 72.



For example, the first track 72 and the second track 74 are parallel to one another,
and the distance between the first track 72 and the second track 74, measured along the axial
direction Z, is greater than or equal to 1 mm.

The first connector 76 is configured to electrically connect the first track 72 to the
storage member 38 or the regulating member 40.

The second connector 78 is configured to electrically connect the second track 74 to
the storage member 38 or the regulating member 40.

The seal 79 is configured to isolate the first track 72 and the second track 74 from the
outside of the upper part 48.

The seal 79 is configured to provide sealing between the upper part 48 and the
photovoltaic module 20. In particular, the seal 79 is configured to prevent the water flowing
downward along the outside of the photovoltaic module 20 from reaching the first track 72
or the second track 74.

The photovoltaic module 20 includes a positive electrode and a negative electrode.

The photovoltaic module 20 is configured to impose a difference in electrical
potential, when the photovoltaic module 20 is illuminated by the sun, between the positive
electrode and the negative electrode.

The proximal end 26 has been shown in transparency in figure 8.

The support 22 includes a third connector 86 and a fourth connector 88.

Each of the third connector 86 and the fourth connector 88 is fastened to the support
22. For example, each of the third connector 86 and the fourth connector 88 is glued to the
support 22. Alternatively, each of the third connector 86 and the fourth connector 88 is
embedded in a rigid part of the support 22.

The third connector 86 is configured to electrically connect the first track 72 to one
from among the positive electrode and the negative electrode.

The fourth connector 88 is configured to electrically connect the second track 74 to
the other from among the positive electrode and the negative electrode.

For example, each of the third connector 86 and the fourth connector 88 is connected
to the corresponding electrode by a cable. The connecting cable is for example welded to the

connector 86, 88 and the corresponding electrode.



Alternatively, each of the third connector 86 and the fourth connector 88 is connected
to the corresponding electrode by a flexible printed circuit.

The third connector 86 and the fourth connector 88 are each configured to allow a
relative rotation of the photovoltaic module 20 and its support 22 relative to the upper part
48 around the axial direction Z.

For example, each of the third connector 86 and the fourth connector 88 is configured
to be elastically deformable during a relative rotation of the photovoltaic module 20 and the
upper part 48 around the axial direction Z.

According to the example of figure 8, each of the third connector 86 and the fourth
connector 88 is made from a rectangular metal tongue bent to form a book.

Each of the third connector 86 and the fourth connector 88 is made from a metal
material. For example, each of the third connector 86 and the fourth connector 88 is made
from a conductive material. The conductive material is for example chosen from the set
consisting of copper, silver and aluminum.

Each of the third connector 86 and the fourth connector 88 includes a third portion
90, a fourth portion 92, a fifth portion 94 and a sixth portion 96.

Each of the third connector 86 and the fourth connector 88 has a width, measured
along a perimeter of the second portion 84, comprised between 2 mm and 10 mm.

Each third portion 90 is parallelepiped. The third portion has a length, measured along
the axial direction Z, comprised between 20 mm and 50 mm.

When the photovoltaic module 20 and the lighting unit 18 are installed on the tower
12, each third portion 90 is inserted between the proximal end 26 and the tower 12.

Each fourth portion 92 is parallelepiped.

Each fourth portion 92 is defined by the third portion 90 and the fifth portion 94.

Each fourth portion 92 is perpendicular to the corresponding third portion 90. Each
fourth portion 92 is perpendicular to the axial direction Z.

Each fourth portion 92 has a length, measured in a radial direction, comprised
between 2 mm and 10 mm.

When the photovoltaic module 20 and the lighting unit 18 are installed on the tower

12, each fourth portion 92 is inserted between the proximal end 26 and the shoulder 82.



When the photovoltaic module 20 and the lighting unit 18 are installed on the tower
12, each fifth portion 94 is inserted between the proximal end 26 and the second portion 84.

Each fifth portion 94 is defined by a first edge 98 and a second edge 100.

Each first edge 98 belongs both to the corresponding fourth portion 92 and fifth
portion 94.

Each second edge 100 belongs both to the corresponding fifth portion 94 and sixth
portion 96.

For each third connector 86 and each fourth connector 88, the point furthest from the
axis of the second portion 84 in the radial direction belongs to the corresponding second edge
100. In other words, a segment contained in a plane containing the axis of the second portion
84 and connecting the first edge 98 to the second edge 100 forms, with a segment of the
fourth portion 92 contained in the same plane, an angle strictly larger than 90 degrees. The
considered angle is then the smallest of the two angles defined by the two considered
segments.

Each second edge 100 bears against one from among the first track 72 and the second
track 74.

The fifth portion 94 defines, with the respective third portion 90, fourth portion 92
and sixth portion 96, a convex volume at least partially surrounding the proximal end 26.

The sixth portion 96 has an end. The end of the sixth portion 96 is opposite the second
edge 100.

The sixth portion 96 is defined by the second edge 100 and by the end of the sixth
portion 96.

The end of the sixth portion 96 bears against the proximal end 26.

Each sixth portion 96 is therefore configured to electrically connect the corresponding
electrode and the corresponding track 72, 74.

The sixth portion 96 and the fifth portion 94 are configured so that, when the
photovoltaic module 20 and the lighting unit 18 are installed on the tower 12, the sixth portion
96 and the fifth portion 94 exert an elastic force tending to press the second edge 100 against
the corresponding track 72, 74.

For example, when the photovoltaic module 20 and the lighting unit 18 are installed
on the tower 12, each of the first track 72 and the second track 74 exerts a corresponding



force on the second edge 100 causing an elastic deformation of the corresponding sixth
portion 96 and fifth portion 94.

The device 14 then allows a relative rotation between the lighting unit 18 and the
photovoltaic module 20, while preserving an electrical connection between them.

The device 14 therefore makes it possible to modify the orientation of the
photovoltaic module 20, in particular to orient the latter favorably relative to the sun, without
modifying the orientation of the lighting unit 18.

Furthermore, the electrical connection between the photovoltaic module 20 has a
smaller bulk and is easy to produce, since it does not assume connecting power cables: simply
positioning the proximal end 26 against a shoulder 82 makes it possible to cause the electrical
connection between the photovoltaic module 20 and the lighting unit 18.

A third example embodiment of the device 14 according to the invention is shown in
figure 9. The elements identical to the second embodiment of figure 8 are not described again.
Only the differences are shown.

The second portion 84 includes a first rod 102 and a second rod 104.

Each rod 102, 104 is a continuous strip of material extending from the second portion
84 toward the tower 12 when the lighting unit 18 is installed on the tower 12.

According to one embodiment, each rod 102, 104 surrounds the tower 12 over at least
180 degrees.

Each rod 102, 104 for example has a parallelepiped section.

The first rod 102 is inserted between the first track 72 and the second track 74.

The rods 102, 104 are configured to cooperate with one another to guide the third
connector 86 during a relative rotation between the lighting unit 18 and the photovoltaic
module 20, such that the third connector 86 remains in electrical contact with the first track
72 during the rotation.

The first rod 102 is further configured to cooperate with the shoulder 82 to guide the
fourth connector 88 during a relative rotation between the lighting unit 18 and the
photovoltaic module 20, such that the fourth connector 88 remains in electrical contact with
the first track 74 during the rotation.



Each of the third connector 86 and fourth connector 88 is cylindrical with a circular
base, and the generatrix of each of the third connector 86 and fourth connector 88 is parallel
to a radial direction of the second portion 84.

Each of the third connector 86 and the fourth connector 88 has a diameter comprised
between 2 mm and 10 mm.

Each of the third connector 86 and the fourth connector 88 has a base 106 and a
contact end 108. Each of the third connector 86 and the fourth connector 88 is defined in a
radial direction of the second portion 84 by the base 106 and the contact end 108.

Each base 106 is configured to fasten the corresponding connector 86, 88 to the
proximal end 26.

Each contact end 108 is hemispherical. Each contact end 108 is provided to bear
against the corresponding track 72, 74 when the photovoltaic module 20 and the lighting unit
18 are installed on the tower 12.

The rods 102 and 104 then allow stronger securing of the electrical unit 16 to the
lighting unit 18. The rods 102 and 104 contribute to keeping the module 20 and its support
22 in position relative to the housing 36.

Furthermore, the rods 102 and 104 also allows better maintenance in position of the
third and fourth connectors 86 and 88, and therefore a more reliable electrical connection
between the third and fourth connectors 86 and 88 and the tracks 72 and 74.

The connection surface between the third and fourth connectors 86 and 88 and the
tracks 72 and 74 is also enhanced.

According to another example device 14, the device includes a tightening band
provided to grip the tower 12. When the tightening band is gripping the tower 12, the
tightening band for example forms a support for the housing 36.

The device 14 is then particularly suitable for being fastened to a non-cylindrical
tower, in particular a conical tower.

(57)

1. Njé pajisje ndricimi (14), né ményré té vecanté njé pajisje fener (14), gé do té instalohet
né njé kullé (12), pajisja (14) duke pérfshiré:

- njé njési gjeneruese té energjisé elektrike (16) gé pérfshin:

- té paktén njé modul fotovoltaik (20) té afté té mbéshtillet né té paktén njé pjesé té
perimetrit té kullés (12), mundésisht mbi té gjithé perimetrin e kullés (12),



- njé mbéshtetje (22) mbajtja e mbéshtjelljes sé modulit fotovoltaik (20) mbi kullén (12),
mbéshtetja (22) gé pérfshin njé lidhés té treté (86) dhe njé lidhés té katért (88), dhe
- njé elektrodé pozitive dhe njé elektrodé negative,
- njé njési gjeneruese e energjisé sé lehté (18) e konfiguruar té fiksohet né kullén (12),
njésia gjeneruese e energjisé drité (18) gé pérfshin:
- njé strehim (36) gé ka njé periferi,
- njé pjesétar i magazinimit (38) qé ruan energjiné elektrike té gjeneruar nga njésia
gjeneruese e energjisé elektrike (16),
- njé pjesétar rregullues (40) gé rregullon ngarkesén e pjesétarit t&€ magazinimit (38),
dhe
- njé pjesétar qé léshon drité (42) té furnizuar nga pjesétari i magazinimit (38), pjesa
gé léshon dritén (42) gé shtrihet mbi periferiné e strehimit (36),
ku strehimi (36) pérfshin njé trup (44) gé ka njé pjesé té sipérme (48), njé pjesé té poshtme
(50) dhe njé pjesé mesatare (52) té pércaktuar nga pjesa e sipérme (48) dhe pjesa e poshtme
(50), pjesa e sipérme (48) duke pérfshiré njé rrugé té paré elektrike (72) dhe njé shirit
elektrik té dyté (74), lidhésin e treté (86) qé éshté konfiguruar pér té lidhur elektrikisht
gjurmén e paré elektrike (72) me njé ndér elektrodén pozitive dhe até negative elektroda
dhe lidhési i katért (88) gé éshté konfiguruar pér té lidhur né ményreé elektrike elektrik
rrugén e dyté elektrike (74) me njé midis elektrodés pozitive dhe elektrodés negative.
2. Pajisja sipas pretendimit 1, ku strehimi (36) pérfshin pjesén e magazinimit (38) dhe
pjesétarin rregullues (40).
3. Pajisja sipas pretendimit 1 ose 2, ku strehimi (36) ka njé prerje (56) me njé formé
plotésuese té kullés (12).
4. Pajisja sipas secilit prej pretendimeve 1 deri 3, ku strehimi (36) ka dy pjesé (54, 56),
pjesa e dyté (56) éshté e lidhur me pjesén e paré (54).
5. Pajisja sipas ¢cdonjérit prej pretendimeve 1 deri 4, ku strehimi (36) ka dy pjesé (54, 56),
secila pjesé (54, 56) qé pérmban njé pjesé té pista elektrike, té dy pjesét e pista gé formojné
njé shteg té vazhdueshém kur pjesa e dyté (56) &shté e lidhur me pjesén e paré (54).
6. Pajisja sipas secilit prej pretendimeve 1 deri 5, ku njésia gjeneruese e energjisé elektrike
(16) pérfshin njé mbéshtetje (22) duke mbajtur té mbéshtjellé modulin fotovoltaik (20) mbi
té paktén njé pjesé té perimetrit té kullés (12), mundésisht mbi té gjithé perimetrin e kullés
(12).
7. Pajisja sipas pretendimit 6, ku mbéshtetja (22) pérmban njé unazé (30) dhe dy elementé
mirémbajtés (32, 34) gé lidh unazén (30) me njésiné gjeneruese té energjisé (18), dy
elementét mirémbajtés (32, 34) duke gené diametralisht pérballé njéri-tjetrit.
8. Pajisja sipas secilit prej pretendimeve 1 deri 7, ku pista e dyté (74) ka njé gjerési
uniforme (12), gjerésia (12) éshté e pérbéré nga 2 milimetra deri 10 milimetra dhe pista e
dyté (74) ka njé uniformé trashésia (e2), trashésia (e2) duke gené e pérfshiré ndérmjet 0.5
milimetér dhe 2 milimetra.
9. Pajisja sipas secilit prej pretendimeve 1 deri 8, ku pjesa e sipérme (48) ka njé fytyré té
brendshme (70) gé pérfshin dy pjesé (80, 84) dhe njé shpatull (82) té pércaktuara nga té
dyja pjesét (80, 84), pista e dyté (74) duke u futur né mes té pista e paré (72) dhe sup (82).
10. Pajisja sipas secilit prej pretendimeve 1 deri 9, ku pjesa e sipérme (48) pérmban njé
fytyré té brendshme (70) gé pérfshin dy pjesé (80, 84), njé pjesé (84) gé pérmban njé shufér



té paré (102) dhe njé té dyté shufra (104), secila shufér (102, 104) gé rrethon kullén (12)
mbi té paktén 180 gradé.
11. Pajisja sipas pretendimit 10 né varési té pretendimeve 9 dhe 6, ku shufrat (102, 104)
jané konfiguruar té bashképunojné me njéri-tjetrin pér té udhéhequr lidhésin e treté (86)
gjaté njé rotacioni relativ midis njésisé gjeneruese té energjisé sé drités (18) dhe moduli
fotovoltaik (20), i tillé gé lidhési i treté (86) té mbetet né kontakt elektrik me pista e paré
(72) gjaté rrotullimit, shufra e paré (102) éshté konfiguruar mé tej pér té bashképunuar me
shpatullén (82) pér té udhéhequr lidhési i katért (88) gjaté njé rrotullimi relativ midis
njésisé gjeneruese té energjisé sé drités (18) dhe modulit fotovoltaik (20), né ményré gé
lidhési i dyté (88) té mbetet né kontakt elektrik me pista e paré (74) gjaté rrotullimit.
12. Pajisja sipas secilit prej pretendimeve 1 deri 11, ku pajisja (14) qé pérmban njé brez
shtréngues té parashikuar pér té kapur kullén (12), formimin e keq té shtréngimit, kur brezi
shtréngues kapet né kullé (12), a mbéshtetje pér strehimin (36).
13. Njé sistem fenerésh (10), gé pérfshin:
- njé kullé (12), dhe
- njé pajisje (14) sipas secilit prej pretendimeve 1 deri 11 e instaluar né kullé (12).
14. Njé sistem fenerésh (10), gé pérfshin:
- njé kullé (12),
- t& paktén njé njési gjeneruese e energjisé elektrike qé pérfshin:
- t& paktén njé modul fotovoltaik (20) té afté té mbéshtillet né té paktén njé
pjesé té perimetrit té kullés (12), mundésisht mbi té gjithé perimetrin e
kullés (12),
- njé mbéshtetje (22) mbajtja e mbéshtjelljes sé modulit fotovoltaik (20) mbi
kullén (12), mbéshtetja (22) gé pérfshin njé lidhés té treté (86) dhe njé lidhés
té katért (88), dhe
- njé elektrodé pozitive dhe njé elektrodé negative,
- té paktén njé njési gjeneruese e energjisé (18) e konfiguruar té fiksohet né kullé
(12), secila njési gjeneruese e energjisé drité (18) qé pérfshin:
- njé strehim (36) gé ka njé periferi,
- njé pjesétar magazinimi (38) gé ruan energjiné elektrike té gjeneruar nga
njé njési gjeneruese e energjisé elektrike (16),
- njé pjesétar rregullues (40) gé rregullon ngarkesén e pjesétarit té
magazinimit (38), dhe
- njé pjesétar qé léshon drité (42) té furnizuar nga pjesétari i magazinimit
(38), pjesa gé léshon dritén (42) gé shtrihet mbi periferiné e strehimit (36),
ku strehimi (36) pérfshin njé trup (44) gé ka njé pjesé té sipérme (48), njé pjese té
poshtme (50) dhe njé pjesé mesatare (52) té pércaktuar nga pjesa e sipérme (48) dhe
pjesa e poshtme (50), pjesa e sipérme (48) duke pérfshiré njé rrugé té paré elektrike
(72) dhe njé shirit elektrik té dyté (74), lidhésin e treté (86) qé éshté konfiguruar pér
té lidhur elektrikisht gjurmén e paré elektrike (72) me njé ndér elektrodén pozitive
dhe até negative elektroda dhe lidhési i katért (88) gé éshté konfiguruar pér té lidhur
né ményré elektrike elektrik rrugén e dyté elektrike (74) me njé midis elektrodés
pozitive dhe elektrodés negative.
15. Njé metodé pér instalimin e njé pajisjeje (14) sipas secilit prej pretendimeve 1 deri 12
né njé kullé (12), gé pérfshin hapat e méposhtém:



- mbéshtjelljen e modulit fotovoltaik (20) né kullé (12), dhe
- montimi i strehimit (36) né modulin fotovoltaik (20).

(11) 9510

(97) EP2696848 / 22/07/2020

(96) 12713187.8/13/04/2012

(22) 11/08/2020

(21) AL/P/2020/523

(54) NANOSUSPENSIONE ILACI TE LIOFILIZUARA

24/11/2020

(30) 201161475811 P 15/04/2011 US

(71) Janssen Pharmaceutica N.V.

Turnhoutseweg 30, 2340 Beerse, BE

(72) INGHELBRECHT, Sabine Karine Katrien (c/o Janssen Pharmaceutica
NVTurnhoutseweg 30, B-2340 Beerse); GIESELER, Henning (c/o Friedrich-Alexander-
UniversitaetErlangen-NuernbergSchlossplatz 4, 91054 Erlangen) ;BEIROWSKI, Jakob
Andreas (Wilhelmstrasse 13, 91054 Erlangen)

(74) Krenar LOLOGCI

Rr. "lbrahim Rugova", P.1/1, Kati Il, Tirané, Shqipéri

(57) 1. Njé nanosuspension i liofilizuar qé pérfshin 4-[[4-[[4-(2-cianoetenil)-2,6-
dimetilfenil]Jamino]-2-pyrimidinyl]Jamino]benzonitrile ose njé formé stereoizomerike té saj;
ose njé kripé farmaceutikisht té pranueshme té saj, dhe njé stabilizues sterik i cili éshté i
ngurté né temperature dhome, dhe polivinil pirrolidone.

2. Njé nanosuspension i liofilizuar si¢ pretendohet né pretendimin 1 ku stabilizuesi sterik
éshté njé kristaliné e ngurté né temperaturé dhome.

3. Njé nanosuspension i liofilizuar si¢ pretendohet né pretendimin 1 ku stabilizuesi sterik
éshté njé amorf i ngurté né temperaturé dhome.

4. Njé nanosuspension i liofilizuar si¢ pretendohet né ¢donjérin prej pretendimeve té
méparshme ku stabilizuesi sterik zgjidhet nga njé polimer ose njé surfaktant.

5. Njé nanosuspension i liofilizuar si¢ pretendohet né pretendimin 4 ku stabilizuesi sterik
éshté njé surfaktant.

6. Njé nanosuspension i liofilizuar si¢ pretendohet né pretendimin 5 ku surfaktanti éshté njé
poloksamer.

7. Njé nanosuspension i liofilizuar si¢ pretendohet né pretendimin 6 ku poloksameri éshté
poloxamer 338.

8. Njé nanosuspension i liofilizuar si¢ pretendohet né ¢donjérin prej pretendimeve té
méparshme gé pérfshin bazé 4-[[4-[[4-(2-cianoetenil)- 2,6-dimetilfenilJamino]-2
pirimidinilJamino]benzonitrile.



9. Njé nanosuspension i liofilizuar si¢ pretendohet né ¢donjérin prej pretendimeve té
méparshme gé pérfshin E-4-[[4-[[4-(2-cianoetenil)-2,6-dimetilfenil]amino]-2-
pirimidinilJamino]benzonitrile.
10. Njé nanosuspension ujor i pérftuar népérmijet rikrijimit té njé nanosuspensionsi té
liofilizuar si¢ pretendohet né ¢donjérin prej pretendimeve 1 deri né 9 me njé mjedis ujor
shpérndarje.
11. Njé nanosuspension ujor i pérftuar népérmjet rikrijimit té njé nanosuspensioni té
liofilizuar sipas pretendimit 1 me njé mjedis ujor shpérndarje, ku nanosuspensioni i
rikrijuar pérfshin nga pesha bazuar né véllimin total té¢ kompozimit:
(@) nga 3% deri né 50% (w/v), ose nga 10% deri né 40% (w/v), ose nga 10% deri né
30% (w/v), ose 10% (w/v), ose 20% (w/v), ose 30% (w/v) té 4-[[4-[[4-(2-
cianoetenil)-2,6-dimetilfenilJamino]-2-pirimidinil]-amino]benzonitrile, né veganti té
rilpivirinés;
(b) nga 0.5% deri né 10 %, ose nga 0.5% deri né 2% (w/v), ose 3% (w/v), ose 5%
(w/v) té njé stabilizuesi sterik sipas deri né shpikjen aktuale, p.sh. njé poloksamer,
p.sh. poloksamer 338;
(c) nga 5 deri né 20% (w/v), ose nga 5 deri né 10% (w/v), ose 5% (w/v) té polivinil
pirrolidone;
(d) nga 0% deri né 10%, ose nga 0% deri né 5%, ose nga 0% deri né 2%, ose nga
0% deri né 1% té njé ose mé shumé agjentéve zbutés;
(e) nga 0% deri né 10 %, ose nga 0% deri né 6% (w/v) té njé agjenti izotonizues;
(f) nga 0% deri né 2% (w/v) prezervativé; dhe (g) ujé pér injeksion g.s. ad 100%.

12. Nanosuspensioni ujor si¢ pretendohet né pretendimin 11 qé pérfshin rilpiviring.

13. Njé proces pér pérgatitjen e njé nanosuspensioni ujor i karakterizuar nga rikrijimi i
nanosuspensionit té liofilizuar sipas ¢donjérit prej pretendimeve 1 deri né 9 me njé mjedis
ujor shpérndarje.

14. Njé kompozim farmaceutik pér administrim népérmjet injeksionit intramuskular ose
nénlékuror, gé pérfshin njé sasi terapeutikisht efektive té 4-[[4-[[4-(2-cianoetenil)-2,6-
dimetilfenil]amino]-2-pirimidil]-amino]benzonitrile ose njé formé stereoizomerike té saj;
ose njé kripé farmaceutikisht té pranueshme té saj, né formén e njé nanosuspensioni té
rikrijuar té 4-[[4-[[4-(2-cianoetenil)-2,6-dimetilfenil]Jamino]-2-pirimidinil]-
amino]benzonitrile ose njé formé stereoizomerike té saj; ose njé kripé farmaceutikisht té
pranueshme té saj; né njé mbartés ujor farmaceutikisht té pranueshém; ku nanosuspensioni
éshté rikrijuar nga njé nanosuspension i liofilizuar sipas pretendimit 1.

15. Kompozimi farmaceutik si¢ pretendohet né pretendimin 14 qé pérfshin rilpiviriné.

16. Kompozimi farmaceutik si¢ pretendohet né pretendimin 15 qé pérfshin poloksamer 338.

(11) 9511
(97) EP3145488 / 22/07/2020



(96) 15723695.1 / 15/05/2015

(22) 11/08/2020

(21) AL/P/2020/524

(54) KOMPOZIM FARMACEUTIK | LENGSHEM

24/11/2020

(30) 14169755 23/05/2014 EP

(71) Fresenius Kabi Deutschland GmbH
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(72) DEL RIO, Alessandra (Via lldebrando Vivanti 108, 1-00144 Roma); RINALDI,
Gianluca (Via Silvestrini 9, 1-00015 Monterotondo (RM)) ;FRATARCANGELL, Silvia
(C.so Risorgimento 3, 1-03024 Ceprano (FR))

(74) Krenar LOLOCI

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

(57)

1. Njé kompozim farmaceutik i Iéngshém gé pérbéhet prej:

- 50 mg/ mL adalimumab;

- njé sistem zbutési citrat;

- njé stabilizues shegeri;

- njé forcues;

- njé surfaktant; dhe

- Ujé (pér injektim);

- ku adalimumabi, sistemi zbutés i citratit, stabilizuesi i shegerit, forcuesi, dhe surfaktanti i

sipérpérmendur jané té pranishém né njé raport molar prej 1 : 14-40 : 288-865 : 28-576 :
0.1-3.2 né ményré respektive.
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24/11/2020
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Street Apt. 3, Worcester, MA 01604)

(74) Krenar LOLOGCI

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

(57)

1. Njé molekulé e ARN-sé gé éshté ndérmjet 15 dhe 35 bazave né gjatési, gé pérfshin njé

rajon té komplementaritetit i cili éshté plotésisht komplementar ndaj 5'
CAGUAAAGAGAUUAA 3' (SEQ ID NO:1) pér pérdorim né terapi duke frenuar
shprehjen e gjenit Huntingtin (HTT).

2. Pérdorimi i njé molekulé e ARN-sé gé éshté ndérmjet 15 dhe 35 bazave né gjatési, qé
pérfshin njé rajon té komplementaritetit i cili éshté plotésisht komplementar ndaj 5'
CAGUAAAGAGAUUAA 3' (SEQ ID NO:1) pér frenimin e shprehjes sé gjenit Huntingtin
(HTT) né njé gelizé in vitro.

3. Molekula e ARN-sé pér pérdorim e pretendimit 1 ose pérdorimi i molekulés s&€ ARN-sé
sé pretendimit 2, ku molekula e ARN-sé e sipérpérmendur éshté ARN me njé fije (ss) ose
ARN me dy fije (ds).

4. Molekula e ARN-sé pér pérdorim e pretendimit 1 ose pérdorimi i molekulés sé ARN-sé
sé pretendimit 2, ku molekula e ARN-sé e sipérpérmendur éshté dsARN qgé pérfshin njé fije
sensi dhe njé fije antisens, ku fija antisens pérfshin rajonin e komplementaritetit i cili éshté
plotésisht komplementar ndaj 5 CAGUAAAGAGAUUAA 3' (SEQ ID NO:1).



5. Molekula e ARN-sé pér pérdorim e pretendimit 1 ose pérdorimi i molekulés s&€ ARN-sé
sé pretendimit 2, ku molekula e ARN-sé e sipérpérmendur éshté dsARN dhe ku dsARN e
sipérpérmendur éshté ndérmjet 30 dhe 35 ¢ifte bazash né gjatési.

6. Molekula e ARN-sé pér pérdorim e pretendimit 1 ose pérdorimi i molekulés s&€ ARN-sé
sé pretendimit 2, ku molekula e ARN-sé e sipérpérmendur éshté dsARN dhe ku dsARN e
sipérpérmendur pérfshin té paktén njé nukleotid t&¢ modifikuar.

7. Njé vektor pér pérdorim né terapi duke frenuar shprehjen e gjenit HTT né njé gelizé in
vivo, vektori i sipérpérmendur gé pérfshin njé sekuencé rregullatore té lidhur né ményré
operative me njé sekuencé nukleotide gé kodon njé molekulé t& ARN-sé si¢ pércaktohet né
cdo njérin prej pretendimeve 1 deri né 6, dhe ku molekula e ARN-sé sé sipérpérmendur,
pas kontaktit me njé gelizé gé shpreh gjenin e sipérpérmendur HTT, frenon shprehjen e

gjenit té sipérpérmendur HTT me té paktén 20%.

8. Pérdorimi i njé vektori pér frenimin e shprehjes sé gjenit HTT né njé gelizé in vitro,
vektori i sipérpérmendur gé pérfshin njé sekuenceé rregullatore té lidhur né ményré
operative me njé sekuencé nukleotide gé kodon njé molekulé t&¢ ARN-sé si¢ pércaktohet né
¢do njérin prej pretendimeve 1 deri né 6, dhe ku molekula e ARN-sé e sipérpérmendur, pas
kontaktit me njé gelizé gé shpreh gjenin e sipérpérmendur HTT, frenon shprehjen e gjenit té

sipérpérmendur HTT me té paktén 20%.

9. Vektori pér pérdorim i pretendimit 7 ose pérdorimi i vektorit té pretendimit 8, ku vektori

né fjalé éshté njé vektor virusi rekombinant adeno i lidhur.

10. Njé virus rekombinant adeno i lidhur (rAAV) pér pérdorim né terapi duke frenuar
shprehjen e gjenit HTT, qé pérfshin molekulén e ARN-sé ose vektorin si¢ pércaktohet né

ndonjérin prej pretendimeve té mesipérme..

11. Njé kompozim farmaceutike pér pérdorim né terapi duke frenuar shprehjen e gjenit
HTT, qé pérfshin njé dsARN si¢ pércaktohet né ndonjérin prej pretendimeve 3 deri né 6,



njé vektor si¢ pércaktohet né ndonjérin prej pretendimeve 7 ose 9 ose rAAV si¢ pércaktohet

né pretendimin 10, dhe njé mbartés farmaceutikisht i pranueshém.

12. Molekula e ARN-sé pér pérdorim sipas pretendimit 1, vektori pér pérdorim sipas
pretendimit 7 ose 9, ose kompozimi farmaceutik pér pérdorim sipas pretendimit 11, e cila

duhet té administrohet né trurin e pacientit.

13. Molekula e ARN-sg, vektori, ose kompozimi farmaceutik pér pérdorimin i pretendimit

12, i cili duhet té administrohet me infuzion intrastriatal.

14. Molekula e ARN-sg, vektori, ose kompozimi farmaceutik pér pérdorimin i pretendimit

12, ku administrimi né tru shkakton njé ulje t&¢ mMARN-sé sé gjenit HTT né striatum.

15. Molekula e ARN-sg, vektori, ose kompozimi farmaceutik pér pérdorimin i pretendimit
12, ku administrimi né tru shkakton njé ulje t&¢ MARN-sé sé gjenit HTT né korteks.
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1. Njé pérbérje citotoksike e pérfagésuar nga formula e méposhtme:



ose njé kripé farmaceutikisht e pranueshme e saj, ku:

L' &shté e pérfagésuar nga formula e méposhtme:

-NRs-P-C(=0)-(CRaRb)m-J (B1):
-NRs-P-C(=0)-Cy-(CRaRb)m-J (B2); ose
-NR5-P-C(=0)-(CR4Rb)m-S-Z° (B3); ose

ku:

P éshté njé mbetje aminoacide ose njé peptid gé pérmban ndérmjet 2 deri 20 mbetje
aminoacide;

J &shté N-hidroksisuksinimde ester, N-hidroksi sulfosuccinimide ester, nitrofenil ester,
dinitrofenil ester, sulfo-tetraflurofenil ester, dhe pentafluorofenil ester;

Ra dhe Ry, pér ¢do dukuri, jané secili né ményré té pavarur -H, (C1-Cas)alkil ose njé
zévendésues i ngarkuar ose njé grup jonizues Q, ku Q éshté SOzH ose njé kripé
farmaceutikisht e pranueshme e saj;

m éshté njé numér i ploté nga 1 deri né 6;

m' éshté 0 ose njé numér i ploté nga 1 deri né 6;

Cy éshté njé alkil ciklik gé ka 5 ose 6 atome karboni unazor zévendésuar né ményré
opsionale me halogjen, -OH, (C1-Caz)alkil, (C1-Cs)alkoksi, ose halo(C1-Cs)alkil; dhe
Z° éshté -H, -SRY, -C(=0)R™ ose éshté zgjedhur nga ¢do njéra prej formulave té

méposhtme:

0 o]
g _ti"‘ ) §~<§N/(CH2)C,4(O_N§?
o (at);

© 0 (a2);



O  (al1) Y (a12)
o)
0 »P/” SO 4
; /\)( 0 )‘;S
N ~N o)
0
(a13); D (a14); ose

ku:



g éshté njé numér i ploté nga 1 deri né 5;

n' éshté njé numér i ploté nga 2 deri né 6;

U éshté -H ose SOz3M;

M éshté H*, Na* ose K™;

RY &shté njé alkil linear ose i degézuar qé ka 1 deri né 6 atome karbon ose éshté zgjedhur
nga fenil, nitrofenil, dinitrofenil, karboksinitrofenil, piridil ose nitropiridil; dhe

RY éshté njé alkil linear ose i degézuar qé ka 1 deri né 6 atome karbon;

L" dhe L™ jané té dyja -H;

vija dyshe == ndérmjet N dhe C pérfagéson njé lidhje njéfishe ose njé lidhje dyfishe, me
kusht gé kur éshté njé lidhje e dyfishté X mungon dhe Y éshté -H, ose njé alkil linear ose i
degézuar gé ka 1 deri né 4 atome karboni, dhe kur éshté njé lidhje njéfishe, X éshté -H, Y
éshté -OH ose - SOz3M;

R1, R2, R3, Rs, R1', R2', R3' dhe R4' jané all -H;

Re éshté -OMe;

X' dhe Y' jané té dyja -H;

A dhe A' jané -O-; dhe

M éshté H, Na* ose K*; dhe

Rs pér ¢do dukuri éshté né ményré té pavarur -H ose njé alkil linear ose i degézuar i

zévendésuar né ményré opsionale gé ka 1 deri né 10 atome karbon.

2. Pérbérja e pretendimit 1, ku L' &shté e pérfagésuar nga formulat e méposhtme:
-NRs-P-C(=0)-(CRaRp)m-J (B1); ose
-NR5-P-C(=0)-Cy-(CRaRp)m-J (B2),

né ményré opsionale ku Ra dhe Ry, jané té dyja H; Cy pér formulén (B2) éshté ciklohekzan;

Rs éshté H ose Me, dhe m' éshté 0 ose 1.
3. Pérbérja e pretendimit 2, ku L' éshté pérfagésuar nga formula B1.
4. Pérbérja e pretendimit 1, ku L' &shté e pérfagésuar nga formula e méposhtme:

-NRs-P-C(=0)-(CRaRb)m-S-Z° (B3),

né ményré opsionale ku:



(i) Ra dhe Ry jané té dyja -H dhe Rs éshté H ose Me; ose
(ii) -(CRaRp)m- éshté -(CH2)m"-C(Mez)- dhe m" éshté njé numér i ploté nga 1 deri né 5.

5. Pérbérja e ¢do njérit prej pretendimeve 1-4, ku P éshté njé peptid qé pérmban 2 deri 5

mbetje aminoacide.

6. Pérbérja e pretendimit 5, ku P éshté zgjedhur nga Gly-Gly-Gly, Ala-Val, Val-Ala, Val-
Cit, Val-Lys, Phe-Lys, Lys-Lys, Ala-Lys, Phe-Cit, Leu-Cit, lle-Cit, Trp-Cit, Phe-Ala, Phe-
N°-tosyl-Arg, Phe-N°-nitro-Arg, Phe-Phe-Lys, D-Phe-Phe-Lys, Gly-Phe-Lys, Leu-Ala-Leu,
lle-Ala-Leu, Val-Ala-Val, Ala-Leu-Ala-Leu, B-Ala-Leu-Ala-Leu dhe Gly-Phe-Leu-Gly,
Val-Arg, Arg-Val, Arg-Arg, Val-D-Cit, Val-D-Lys, Val-D-Arg, D-Val-Cit, D-Val-Lys, D-
Val-Arg, D-Val-D-Cit, D-Val-D-Lys, D-Val-D-Arg, D-Arg-D-Arg, Ala-Ala, Ala-D-Ala,
D-Ala-Ala, D-Ala-D-Ala, Ala-Met, dhe Met-Ala.

7. Pérbérja e pretendimit 1, ku pérbérja éshté zgjedhur nga ¢do njéra prej formulave té
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ose njé kripé farmaceutikisht e pranueshme e saj, ku:

0]
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f—0-N

R100 éshté -OH, -OMe ose o

8. Pérbérja e pretendimit 7, ku pérbérja éshté e pérfagésuar nga formulat e méposhtme:

o ., 0
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ose njé kripé farmaceutikisht e pranueshme e tyre.



9. Njé konjugat gé pérfshin njé pérbérje citotoksike dhe njé agjent lidhés gelizor (CBA), ku
pérbérja citotoksike éshté e lidhur né ményré kovalente me CBA, dhe ku pérbérja

citotoksike e sipérpérmendur éshté e pérfagésuar nga formula e méposhtme:

L L" ,
X\ _/Y
A A %, R4
N.
] RZ
0 ],

Rs

ose njé kripé farmaceutikisht e pranueshme e saj, ku:

agjenti gé lidhet me gelizén éshté njé antitrup, njé antitrup me njé zinxhir, njé fragment
antitrupi gé lidhet né ményré specifike me gelizén e synuar, njé antitrup monoklonal, njé
antitrup monoklonal me zinxhir té vetém, ose njé fragment antitrupi monoklonal gé lidhet
né ményré specifike me njé gelizé té synuar, njé antitrup kimerik, njé fragment antitrupi
kimerik gé lidhet né ményré specifike né gelizén e synuar, njé antitrupé domeni, njé domen
i fragmentit té antitrupave gé lidhen né ményré specifike né gelizén e synuar, njé limfoking,
njé hormon, njé vitaminég, njé faktose rritje, njé faktose stimulues i kolonisé, etj. ose njé
molekulé transporti ushqyes;

L' éshté e pérfagésuar nga formula e méposhtme:

-NRs-P-C(=0)-(CRaRp)m-J' (B1Y);
-NRs-P-C(=0)-Cy-(CRaRb)m-J' (B2):
-NRs-P-C(=0)-(CRaRp)m-S-Z°% (B3"); ose

ku:

P éshté njé mbetje aminoacide ose njé peptid gé pérmban ndérmjet 2 deri 20 mbetje
aminoacide;

J' éshté -C(=0)- qgé lidhet né ményré kovalente me agjentin lidhés té gelizave;

Ra dhe Ry, pér ¢do dukuri, jané secili né ményré té pavarur -H, (C1-Csz)alkil ose njé
zévendésues i ngarkuar ose njé grup jonizues Q, ku Q éshté SOzH ose njé kripé
farmaceutikisht e pranueshme e saj;

m éshté njé numér i ploté nga 1 deri né 6;

m' éshté 0 ose njé numér i ploté nga 1 deri né 6;



Cy éshté njé alkil ciklik gé ka 5 ose 6 atome karboni unazor zévendésuar né ményré
opsionale me halogjen, -OH, (C1-Cs)alkil, (C1-Cs)alkoksi, ose halo(C1-Cz)alkil;

Z%! gshté zgjedhur nga ¢do njéra prej formulave té méposhtme:

0 ol o
5 i
éido (b1); © \lkr”. (

b2);

O
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Doea aan e asd

A, S

o (b15),



g éshté njé numér i ploté nga 1 deri né 5;

n' éshté njé numér i ploté nga 2 deri né 6;

U éshté -H ose SOsM; dhe

M éshté H*, Na" ose K*;

L" dhe L™ jané té dyja -H;

vija dyshe == ndérmjet N dhe C pérfagéson njé lidhje njéfishe ose njé lidhje dyfishe, me
kusht gé kur éshté njé lidhje dyfishe X mungon dhe Y éshté -H, ose njé alkil linear ose i
degézuar gé ka 1 deri né 4 atome karbon, dhe kur éshté njé lidhje njéfishe, X éshté -H, Y
éshté -OH ose-SOsM;

Ri, Rz, Rs, Re, R1', R2', Rs' dhe R4’ jané té gjitha -H;

Re éshté -OMe;

X' dhe Y' jané té dyja -H;

A dhe A' jané -O-; dhe

M éshté H, Na* ose K*; dhe

Rs pér ¢do dukuri éshté né ményré té pavarur -H ose njé alkil linear ose i degézuar i

zBvendésuar né ményré opsionale gé ka 1 deri né 10 atome karbon.

10. Konjugati i pretendimit 9, ku L' éshté e pérfagésuar nga formulat e méposhtme:
-NR5-P-C(=0)-(CRaRb)m-J' (B1"); ose
-NR5-P-C(=0)-Cy-(CRaRp)m-J' (B2),

né ményré opsionale ku Ra dhe Ry jané té dyja H; Cy pér formulén B2' éshté ciklohekzan;

Rs éshté H ose Me; dhe m' éshté 0 ose 1.

11. Konjugati i pretendimit 10, ku L' éshté pérfagésuar nga formula B1'.

12. Konjugati i pretendimit 9, ku L' éshté e pérfagésuar nga formula e méposhtme:
-NRs-P-C(=0)-(CRaRb)m-S-Z% (B3,

né ményré opsionale ku:

(i) Ra dhe Ry jané té dyja -H dhe Rs &shté H ose Me; ose

(ii) -(CRaRp)m- éshté -(CH2)m"-C(Me2)- dhe m" éshté njé numér i ploté nga 1 deri né 5.



13. Konjugati i ¢do njérit prej pretendimeve 9-12, ku P éshté njé peptid gé pérmban 2 deri 5
mbetje aminoacide.

14. Konjugati i pretendimit 13, ku P éshté zgjedhur nga Gly-Gly-Gly, Ala-Val, Val-Ala,
Val-Cit, Val-Lys, Phe-Lys, Lys-Lys, Ala-Lys, Phe-Cit, Leu-Cit, lle-Cit, Trp-Cit, Phe-Ala,
Phe-N°-tosyl-Arg, Phe-N°-nitro-Arg, Phe-Phe-Lys, D-Phe-Phe-Lys, Gly-Phe-Lys, Leu-Ala-
Leu, lle-Ala-Leu, Val-Ala-Val, Ala-Leu-Ala-Leu, B-Ala-Leu-Ala-Leu, Gly-Phe-Leu-Gly,
Val-Arg, Arg-Val, Arg-Arg, Val-D-Cit, Val-D-Lys, Val-D-Arg, D-Val-Cit, D-Val-Lys, D-
Val-Arg, D-Val-D-Cit, D-Val-D-Lys, D-Val-D-Arg, D-Arg-D-Arg, Ala-Ala, Ala-D-Ala,
D-Ala-Ala, D-Ala-D-Ala, Ala-Met, dhe Met-Ala.

15. Konjugati i pretendimit 9, ku pérbérja éshté zgjedhur nga ¢do njéra prej formulave té
méposhtme:
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ose njé kripé farmaceutikisht e pranueshme e tyre, ku:

r éshté njé numeér i ploté nga 1 deri né 10.

16. Konjugati i pretendimit 15, ku konjugati éshté pérfagésuar nga formulat e méposhtme:
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ose njé kripé farmaceutikisht e pranueshme e tyre.

17. Konjugati i ¢cdo njérit prej pretendimeve 9-16, ku antitrupi éshté njé antitrup i rishfaqur,
njé antitrup i zinxhirit té vetém té rishfaqur, ose njé fragment i antitrupave té rishfaqur; njé
antitrup monoklonal, njé fragment antitrupi monoklonal i zinxhirit té vetém, ose njé
fragment antitrupi monoklonal i tij; ose njé antitrup i humanizuar, njé antitrup i zinxhirit té
vetém ose njé fragment i antitrupave té humanizuar; dhe / ose

agjenti i lidhjes sé gelizave éshté:

(i) njé antitrup i receptorit anti-folate ose njé fragment i antitrupit té tij;

(i) njé antitrup anti-EGFR ose njé fragment i antitrupit té tij;

(iii) njé antitrup anti-CD33 ose njé fragment i antitrupit té tij;

(iv) njé antitrup anti-CD19 ose njé fragment i antitrupit té tij;

(v) njé antitrup anti-Mucl ose njé fragment i antitrupit té tij; ose éshté

(vi) njé antitrup anti-CD37 ose njé fragment i antitrupit té tij.

18. Konjugati i pretendimit 17, ku:

(1) antitrupi i receptorit anti-folat:

(1) &shté antitrup huMOV19;

(2) pérfshin:

a) njé zinxhir i réndé CDR1 i SEQ ID NO:1; njé zinxhir i réendé CDR2 i SEQ ID NO:7 dhe
njé zinxhir i réndé CDR3 i SEQ ID NO:3; dhe

b) njé zinxhir i lenté CDR1 i SEQ ID NO:4; njé zinxhir i lehté CDR2 i SEQ ID NO:5; dhe
njé zinxhir i lenté CDR3 i1 SEQ ID NO:6; ose



(3) pérfshin:

a) njé rajon i ndryshueshém i zinxhirit té réndé (HCVR) gé ka njé sekuencé aminoacide té
paktén rreth 90%, 95%, 99% ose 100% identike me SEQ ID NO:11; dhe

b) njé rajon i ndryshueshém i zinxhirit té lehté (LCVR) gé ka njé sekuencé aminoacide té
paktén rreth 90%, 95%, 99% ose 100% identike me SEQ ID NO:12 ose SEQ ID NO:13;
(4) pérfshin:

a) njé rajon i ndryshueshém i zinxhirit té réndé qé ka sekuencén aminoacide té SEQ ID
NO:11; dhe

b) njé rajon i ndryshueshém i zinxhirit té lehté gé ka sekuencén aminoacide té SEQ ID
NO:12 ose SEQ ID NO:13; ose

(5) pérfshin:

a) njé zinxhir té réndé gé ka sekuencén aminoacide té SEQ ID NO:8; dhe

b) njé zinxhir i lehté qé ka sekuencén aminoacide t€ SEQ ID NO:9 ose SEQ ID NO:10;
(ii) antitrupi anti-EGFR:

(1) &shté antitrup huML66;

(2) pérfshin:

a) njé zinxhir té réndé gé ka sekuencén aminoacide té SEQ ID NO:14; dhe

b) njé zinxhir té lehté gé ka sekuencén aminoacide té SEQ ID NO:15;

(3) éshté huEGFR-7R; ose

(4) pérfshin:

a) njé zinxhir té réndé imunoglobuline gé ka sekuencén aminoacide té SEQ ID NO:16; dhe
b) njé zinxhir té lehté imunoglobuline gé ka sekuencén aminoacide té SEQ ID NO:17 ose
SEQ ID NO:18;

(iii) antitrupi anti-CD33:

(1) &shté antitrup huMy9-6; ose

(2) pérfshin:

a) njé zinxhir té réndé imunoglobuline gé ka sekuencén aminoacide té€ SEQ ID NO:23; dhe
b) njé zinxhir té lehté imunoglobuline gé ka sekuencén aminoacide té SEQ ID NO:24;
(iv) antitrupi anti-CD19:

(1) &shté antitrup huB4; ose

(2) pérfshin



a) njé zinxhir té réndé imunoglobuline gé ka sekuencén aminoacide té SEQ ID NO:19; dhe
b) njé zinxhir té lehté imunoglobuline gé ka sekuencén aminoacide té SEQ ID NO:20;

(v) antitrupi anti-Muc1:

(1) éshté antitrup huDS6; ose

(2) pérfshin:

a) njé zinxhir té réndé imunoglobuline gé ka sekuencén aminoacide té SEQ ID NO:21; dhe
b) njé zinxhir té lehté imunoglobuline gé ka sekuencén aminoacide té€ SEQ ID NO:22;

(vi) antitrupi anti-CD37:

(1) éshté antitrup huCD37-3;

(2) pérfshin:

a) njé zinxhir té réndé imunoglobuline gé ka sekuencén aminoacide té SEQ ID NO:26 ose
SEQ ID NO:27; dhe

b) njé zinxhir té lehté imunoglobuline gé ka sekuencén aminoacide té SEQ 1D NO:25;

(3) éshté antitrup huCD37-50; ose

(4) pérfshin:

a) njé zinxhir té réndé imunoglobuline gé ka sekuencén aminoacide té SEQ ID NO:29; dhe

b) njé zinxhir té lehté imunoglobuline gé ka sekuencén aminoacide té SEQ ID NO:28.

19. Njé kompozim farmaceutik gé pérfshin konjugatin e ¢cdo njérit prej pretendimeve 9-18

dhe njé mbartés farmaceutikisht té pranueshém.

20. Njé pérbérje si¢ pércaktohet né ¢do njérin prej pretendimeve 1-8 ose njé konjugat sic

pércaktohet né ¢cdo njérin prej pretendimeve 9-18 pér pérdorim si njé medikament.

21. Njé pérbérje si¢ pércaktohet né ¢do njérin prej pretendimeve 1-8 ose njé konjugat si¢
pércaktohet né ¢do njérin prej pretendimeve 9-18 pér pérdorim né njé metodé té frenimit té
rritjes anormale té gelizave ose trajtimit té njé ¢rregullimi proliferativ, njé crregullimi
autoimun, ¢rregullimit shkatérrues té kockave, sémundjes infektive, sémundjes virale,
sémundijes fibrotike, ¢rregullimit neurodegjenerativ, pankreatitit ose sémundjes sé veshkave

te njé gjitar, gé pérfshin administrimin e gjitaréve té sipérpérmendur njé sasi terapeutikisht



efektive e pérbérésit ose konjugatit, dhe né ményré opsionale, njé agjent kemoterapeutik,
né ményré opsionale ku:

(i) metoda éshté pér trajtimin e njé gjendje té zgjedhur nga grupi i pérbéré prej: kancerit,
artritit reumatoidit, sklerozés sé shuméfishté, graftit ndaj sémundjes pritése (GVHD),
refuzimit té transplantit, lupusit, miozitit, infeksionit, dhe mungesés imune;

(if) metoda éshté pér trajtimin e njé kanceri;

(iii) metoda éshté pér trajtimin e njé kanceri té zgjedhur nga kanceri i vezores, kanceri i
pankreasit, kanceri i gafés sé mitrés, melanoma, kanceri i mushkérive (p.sh., kanceri i
mushkérive jo té vogla), kanceri i gjirit, karcinoma e gelizave skuamoze té kokés dhe gafés,
kanceri i prostatés, kanceri endometrial, limfoma (p.sh., limfoma jo-Hodgkin), sindromi
myelodysplastic (MDS), kanceri peritoneal ose leukemia (p.sh., leugcemia akute mieloide
(AML), leucemia akute monocitike, leucemia promielocitike, leucemia eozinofile,
leucemia limfoblastike akute (p.sh., B-ALL), leucemia limfocitike kronike (CLL) dhe
leucemia mieloide kronike (CML));

(iv) metoda éshté pér trajtimin e leucemisé mieloide akute (AML);

(v) metoda éshté pér trajtimin e kancerit té vezores; ose

(vi) metoda éshté pér trajtimin e kancerit té mushkeérive jo té vogla.
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1. Njé antitrup anti-transtiretin (TTR) i derivuar nga njeriu ose njé fragment i tij gé
lidhet me antigjenin, i cili éshté i afté té lidh specie TTR té mutuara, té palosura
gabim, té mbledhura gabim dhe / ose t& grumbulluara dhe / ose fragmente té tyre
dhe nuk njeh né thelb specie fizikeologjike TTR,

() ku antitrupi éshté i afté té lidhé njé epitop TTR i cili pérfshin ose pérbéhet nga
sekuenca aminoacide EEEFVEGIY (SEQ ID NO: 49), dhe ku antitrupi ose
fragmenti lidhés i antigjenit té tij pérfshin né rajonin e tij t& ndryshueshém ose
domenin lidhés té gjashté rajoneve pércaktuese t& méposhtme (CDR) té rajonit té
ndryshueshém VH dhe VL:

(a) VH-CDRL1: pozicionet 31-35 té SEQ ID NO: 2

VH-CDR2: pozicionet 50-65 té SEQ ID NO: 2

VH-CDR3: pozicionet 98-115 té SEQ ID NO: 2

VL-CDR1: pozicionet 24-34 té SEQ ID NO: 4

VL-CDR2: pozicionet 50-56 té SEQ ID NO: 4, dhe

VL-CDR3: pozicionet 89-98 té SEQ ID NO: 4, ose ku njé ose mé shumé nga CDR-
té mund té pérfshijné njé ose dy zévendésues té€ aminoacideve;

(i) ku antitrupi éshté i afté té lidhé njé epitop TTR i cili pérmban ose pérbéhet nga
sekuenca e aminoacideve GELHGLTTEEE (SEQ ID NO: 50), dhe ku antitrupi ose
fragmenti lidhés i antigjenit té tij pérfshin né rajonin e tij té ndryshueshém ose
domenin lidhés té gjashté CDR-ve té méposhtme té rajonit té ndryshueshém VH
dhe VL:

(b) VH-CDRZ1: pozicionet 31-35 té SEQ ID NO: 6

VH-CDRZ2: pozicionet 50-66 té SEQ ID NO: 6

VH-CDR3: pozicionet 99-109 té SEQ ID NO: 6

VL-CDR1: pozicionet 24-39 té SEQ ID NO: 8

VL-CDR2: pozicionet 55-61 té SEQ ID NO: 8

VL-CDRS3: pozicionet 94-102 té SEQ ID NO: 8, ose ku njé ose mé shumé nga
CDR-té mund té pérfshijné njé ose dy zévendésues té aminoacideve,;



(i) ku antitrupi éshté i afté té lidhé njé epitop TTR i cili pérmban ose pérbéhet nga
sekuenca e aminoacideve EEPFA (SEQ ID NO: 51), dhe ku antitrupi ose fragmenti
lidhés i antigjenit té tij pérfshin né rajonin e tij t& ndryshueshém ose domenin lidhés
té gjashté CDR-ve té rajonit t& ndryshueshém VH dhe VL té zgjedhur nga:

(c) VH-CDRL1: pozicionet 31-35 té SEQ ID NO: 10

VH-CDR2: pozicionet 52-67 t& SEQ ID NO: 10

VH-CDR3: pozicionet 100-109 té SEQ ID NO: 10

VL-CDR1: pozicionet 24-34 té SEQ ID NO: 12

VL-CDR2: pozicionet 50-56 té SEQ ID NO: 12

VL-CDR3: pozicionet 89-97 té SEQ ID NO: 12, ose ku njé ose mé shumé nga
CDR-té mund té pérfshijné njé ose dy zévendésues té€ aminoacideve;

(e) VH-CDRZ1: pozicionet 31-37 té SEQ ID NO: 18

VH-CDR2: pozicionet 52-67 té SEQ ID NO: 18

VH-CDRS3: pozicionet 100-116 té SEQ ID NO: 18

VL-CDR1: pozicionet 24-34 té SEQ ID NO: 20

VL-CDRZ2: pozicionet 50-56 té SEQ ID NO: 20

VL-CDR3: pozicionet 89-98 té SEQ ID NO: 20, ose ku njé ose mé shumé nga
CDR-té mund té pérfshijné njé ose dy zévendésues té€ aminoacideve;

(1) VH-CDRZ1.: pozicionet 31-35 té SEQ ID NO: 46

VH-CDR2: pozicionet 50-66 té SEQ ID NO: 46

VH-CDRS: pozicionet 99-108 té SEQ ID NO: 46

VL-CDR1: pozicionet 23-36 té SEQ ID NO: 48

VL-CDRZ2: pozicionet 52-58 té SEQ ID NO: 48

VL-CDR3: pozicionet 91-100 té SEQ ID NO: 48, ose ku njé ose mé shumé nga
CDR-té mund té pérfshijné njé ose dy zévendésues té aminoacideve;

(m) VH-CDRL1: pozicionet 31-35 té SEQ ID NO: 53

VH-CDR2: pozicionet 52-67 té SEQ ID NO: 53

VH-CDR3: pozicionet 100-109 té SEQ ID NO: 53

VL-CDR1: pozicionet 24-34 té SEQ ID NO: 12

VL-CDR2: pozicionet 50-56 té SEQ ID NO: 12

VL-CDR3: pozicionet 89-97 té SEQ ID NO: 12, ose ku njé ose mé shumé nga
CDR-té mund té pérfshijné njé ose dy zévendésues té aminoacideve; ose

(iv) ku antitrupi ose fragmenti lidhés i antigjenit té tij pérfshin né rajonin e tij té
ndryshueshém ose domenin lidhés té gjashté CDR-ve té rajonit té ndryshueshém
VH dhe VL té zgjedhur nga:

(d) VH-CDRZ1: pozicionet 31-35 té SEQ ID NO: 14

VH-CDRZ2: pozicionet 50-66 té SEQ ID NO: 14

VH-CDRS3: pozicionet 99-110 té SEQ ID NO: 14

VL-CDR1: pozicionet 23-36 té SEQ ID NO: 16

VL-CDR2: pozicionet 52-58 té SEQ ID NO: 16

VL-CDR3: pozicionet 91-102 té SEQ ID NO: 16;

(f) VH-CDRZ1: pozicionet 31-37 té SEQ ID NO: 22

VH-CDRZ2: pozicionet 52-67 té SEQ ID NO: 22

VH-CDR3: pozicionet 100-117 té SEQ ID NO: 22



VL-CDR1: pozicionet 23-36 té SEQ ID NO: 24
VL-CDR2: pozicionet 52-58 té SEQ ID NO: 24
VL-CDR3: pozicionet 91-102 té SEQ ID NO: 24;
(g) VH-CDR1.: pozicionet 31-35 té SEQ ID NO: 26
VH-CDR2: pozicionet 50-65 t& SEQ ID NO: 26
VH-CDR3: pozicionet 98-110 té SEQ ID NO: 26
VL-CDR1: pozicionet 31-36 té SEQ ID NO: 28
VL-CDR2: pozicionet 52-58 té SEQ ID NO: 28
VL-CDR3: pozicionet 91-99 té SEQ ID NO: 28;
(h) VH-CDRZ1: pozicionet 31-37 té SEQ ID NO: 30
VH-CDR2: pozicionet 52-67 t& SEQ ID NO: 30
VH-CDR3: pozicionet 100-113 té SEQ ID NO: 30
VL-CDR1: pozicionet 24-34 té SEQ ID NO: 32
VL-CDR2: pozicionet 50-56 té SEQ ID NO: 32
VL-CDR3: pozicionet 90-99 té SEQ ID NO: 32;
(i) VH-CDR1: pozicionet 31-35 té SEQ ID NO: 34
VH-CDR2: pozicionet 50-66 t& SEQ ID NO: 34
VH-CDR3: pozicionet 99-108 té SEQ ID NO: 34
VL-CDR1: pozicionet 24-34 té SEQ ID NO: 36
VL-CDR2: pozicionet 50-56 té SEQ ID NO: 36
VL-CDR3: pozicionet 89-97 té SEQ ID NO: 36;
() VH-CDR1: pozicionet 31-38 té SEQ ID NO: 38
VH-CDR2: pozicionet 53-69 té& SEQ ID NO: 38
VH-CDR3: pozicionet 102-114 té SEQ ID NO: 38
VL-CDR1: pozicionet 23-36 té SEQ ID NO: 40
VL-CDR2: pozicionet 52-58 té SEQ ID NO: 40
VL-CDR3: pozicionet 91-99 té SEQ ID NO: 40;
(k)VH-CDR1: pozicionet 31-36 té SEQ ID NO: 42
VH-CDR2: pozicionet 51-66 té€ SEQ ID NO: 42
VH-CDR3: pozicionet 99-113 té SEQ ID NO: 42
VL-CDR1: pozicionet 23-35 té SEQ ID NO: 44
VL-CDR2: pozicionet 51-57 té SEQ ID NO: 44
VL-CDR3: pozicionet 90-100 té SEQ ID NO: 44;
(n)VH-CDRZ1.: pozicionet 31-35 té SEQ ID NO: 55
VH-CDR2: pozicionet 50-66 t& SEQ ID NO: 55
VH-CDRS3: pozicionet 99-109 té SEQ ID NO: 55
VL-CDR1: pozicionet 24-34 té SEQ ID NO: 57
VL-CDR2: pozicionet 50-56 té SEQ ID NO: 57
VL-CDRS3: pozicionet 89-99 té SEQ ID NO: 57,
(0) VH-CDRL1: pozicionet 31-35 té SEQ ID NO: 62
VH-CDRZ2: pozicionet 50-66 té SEQ ID NO: 62
VH-CDRS3: pozicionet 99-114 té SEQ ID NO: 62
VL-CDR1: pozicionet 23-35 té SEQ ID NO: 64
VL-CDR2: pozicionet 51-57 té SEQ ID NO: 64



VL-CDR3: pozicionet 90-101 té SEQ ID NO: 64;
(p) VH-CDRL1: pozicionet 31-35 té SEQ ID NO: 66
VH-CDR2: pozicionet 52-67 té SEQ ID NO: 66
VH-CDRS3: pozicionet 100-107 té SEQ ID NO: 66
VL-CDR1: pozicionet 24-34 té SEQ ID NO: 68
VL-CDRZ2: pozicionet 50-56 té SEQ ID NO: 68
VL-CDR3: pozicionet 89-97 té SEQ ID NO: 68;
(q) VH-CDRZ1.: pozicionet 31-37 té SEQ ID NO: 70
VH-CDR2: pozicionet 52-67 té SEQ ID NO: 70
VH-CDR3: pozicionet 100-113 té SEQ ID NO: 70
VL-CDR1: pozicionet 23-33 té SEQ ID NO: 72
VL-CDRZ2: pozicionet 49-55 té SEQ ID NO: 72
VL-CDR3: pozicionet 88-96 té SEQ ID NO: 72;

(r) VH-CDR1: pozicionet 31-35 té SEQ ID NO: 74
VH-CDR2: pozicionet 50-66 té SEQ ID NO: 74
VH-CDR3: pozicionet 99-113 té SEQ ID NO: 74
VL-CDR1: pozicionet 23-36 té SEQ ID NO: 76
VL-CDRZ2: pozicionet 52-58 té SEQ ID NO: 76
VL-CDR3: pozicionet 91-100 té SEQ ID NO: 76;
(s) VH-CDRL1.: pozicionet 31-35 té& SEQ ID NO: 78
VH-CDR2: pozicionet 50-65 té SEQ ID NO: 78
VH-CDR3: pozicionet 98-105 té SEQ ID NO: 78
VL-CDR1: pozicionet 23-33 té SEQ ID NO: 80
VL-CDRZ2: pozicionet 49-55 té SEQ ID NO: 80
VL-CDR3: pozicionet 88-98 té SEQ ID NO: 80; dhe
(t)

VH-CDR1: pozicionet 31-35 té SEQ ID NO: 82
VH-CDR2: pozicionet 50-65 té SEQ ID NO: 82
VH-CDRS3: pozicionet 98-110 té SEQ ID NO: 82
VL-CDR1: pozicionet 23-33 té SEQ ID NO: 84
VL-CDRZ2: pozicionet 49-55 té SEQ ID NO: 84
VL-CDR3: pozicionet 88-98 té SEQ ID NO: 84.

2. Antitrupi ose fragmenti lidhés i antigjenit té tij gé lidhet me pretendimin 1, i cili
pérfshin né rajonin e tij t& ndryshueshém ose domenin lidhés té sekuencave té
aminoacideve té zinxhirit t& ndryshueshém té réndé (VH) dhe té ndryshueshém té
lehté (VL) té zgjedhur nga:

(@) SEQ ID NO: 2 dhe SEQ ID NO: 4;

(b) SEQ ID NO: 6 dhe SEQ ID NO: 8;

(c) SEQ ID NO: 10 dhe SEQ ID NO: 12;

(d) SEQ ID NO: 14 dhe SEQ ID NO: 16;

(e) SEQ ID NO: 18 dhe SEQ ID NO: 20;

(f) SEQ ID NO: 22 dhe SEQ ID NO: 24;

(g) SEQ ID NO: 26 dhe SEQ ID NO: 28;

(h) SEQ ID NO: 30 dhe SEQ ID NO: 32;



() SEQ ID NO: 34 dhe SEQ ID NO: 36;

() SEQ ID NO: 38 dhe SEQ ID NO: 40;

(k) SEQ ID NO: 42 dhe SEQ ID NO: 44;

() SEQ ID NO: 46 dhe SEQ ID NO: 48;

(m) SEQ ID NO: 53 dhe SEQ ID NO: 12;

(n) SEQ ID NO: 55 dhe SEQ ID NO: 57;

(0) SEQ ID NO: 62 dhe SEQ ID NO: 64;

(p) SEQ ID NO: 66 dhe SEQ ID NO: 68;

(q) SEQ ID NO: 70 dhe SEQ ID NO: 72;

(r) SEQ ID NO: 74 dhe SEQ ID NO: 76;

(s) SEQ ID NO: 78 dhe SEQ ID NO: 80;

(t) SEQ ID NO: 82 dhe SEQ ID NO: 84, ose

njé zinxhir VH dhe VL qgé pérfshin sekuencat e aminoacideve gé rezultojné nga njé
ndryshim i pjesshém i sekuencave té aminoacideve té ¢do njérit prej (a) deri (t) ku
ndryshimi zgjidhet nga fshirja (et), futja (et), zévendésimi ( et) dhe / ose shtimi (et)
e aminoacideve.

3. Antitrupi i pretendimit 1 ose 2, ku antitrupi lidh epitopin TTR (i) GELHGLTTEEE
(SEQ ID NO: 50) por jo njé epitop pérkatés L55P mutant ose (i) EEPFA (SEQ ID
NO: 51) por jo njé mutant pérkatés E42G.

4. Antitrupi i ¢do njérit prej pretendimeve 1 deri 3, ku antitrupi ose fragmenti lidhés i
antigjenit té tij pérfshin mé tej njé domen konstant, e preferueshme kur domeni
konstant éshté njé domen konstant human, e preferueshme e tipit IgG.

5. Antitrupi i pretendimit 4, ku domeni konstant éshté i klasés IgG1 ose izotip.

6. Antitrupi i cdo njérit prej pretendimeve 1 deri né 5, i cili éshté njé antitrup murin-
human kimerik ose i murinizuar.

7. Antitrupi i cdo njérit prej pretendimeve 1 deri né 6, i cili éshté njé fragment
antitrupi i zgjedhur nga grupi qé pérbéhet nga njé fragment Fv zinxhir tek (scFv),
njé fragment F (ab "), njé fragment F (ab) dhe njé fragment F (ab’) 2.

8. Njé ose mé shumé polinukleotid (e) gqé kodojné antitrupin e ¢do njérit prej
pretendimeve 1 deri né 7 ose vektor (ét) gé pérfshijné polinukleotid (e), e
preferueshme kur polinukleotidi (&t) jané cDNA.

9. Njé qgelizé pritése gé pérfshin polinukleotidin ose vektorin (ét) e pretendimit 8.
10. Njé metodé pér pérgatitjen e njé antitrupi anti-TTR ose njé derivat
bioteknologjik té tij, metoda e sipérpérmendur gé pérfshin:

(@) kultivimin e gelizés sé pretendimit 9; dhe

(b) izolimin e antitrupave nga kultura.

11. Njé antitrup i koduar nga polinukleotidi (et) i pretendimit 8 ose i arritshém me
metodén e pretendimit 10.

12. Antitrupi i ¢do njérit prej pretendimeve 1 deri né 7 ose 11, éhich

() pérfshin njé etiketé té& zbulueshme, mundésisht kur etiketa e zbulueshme
zgjidhet nga grupi i pérbéré nga njé enzimé, njé radioizotop, njé fluorofor dhe njé
metal i réndé; dhe / ose

(i) éshté bashkéngjitur né njé ilag.



13. Njé kompozim gé pérfshin antitrupin e ¢do njérit prej pretendimeve 1 deri né 7,
11 ose 12, polinukleotidi (&t) ose vektori (et) i pretendimit 8 ose geliza e
pretendimit 9, e preferueshme kur kompozimi

() éshté njé kompozim farmaceutik dhe pérfshin mé tej njé mbartés farmaceutikisht
té pranueshém, e preferueshme kur kompozimi éshté njé vaksiné dhe / ose
pérfshin njé agjent shtesé té dobishém pér parandalimin ose trajtimin e
sémundjeve té shogéruara me amiloidosis TTR; ose

(i) njé kompozim diagnostikues, e preferueshme mé tej duke pérfshiré reagentét e
pérdorur né ményré konvencionale né metodat diagnostikuese te bazuara ne
imuno ose acid nukleik.

14. Njé antitrup anti-TTR ose njé fragment lidhés TTR i secilit prej pretendimeve 1
deri 7, 11 ose 12, polinukleotidi (ét) ose vektori (ét) i pretendimit 8, geliza e
pretendimit 9 ose pérbérja e pretendimit 13 pér pérdorim né trajtimin profilaktik ose
terapeutik té njé sémundjeje té shogéruar me amiloidozén TTR, mundésisht ku
sémundja pérzgjidhet nga grupi gé pérbéhet nga Polenuropatia Amiloide Familjare
(FAP), Kardiomiopatia Amiloide Familjare (FAC), Amiloidoza Sistemike Senile
(SSA), amiloidoza sistemike familjare, leptomeningeal / amiloidoza e Sistemit
Nervor Qéndror (CNS), duke pérfshiré sémundjen Alzheimer, -lidhur me
amiloidozén okulare, amiloidoza renale e lidhur me TTR, hipertiroksinemia e lidhur
me TTR, amiloidoza e ligamentit t& lidhur me TTR duke pérfshiré sindromén e
tunelit karpal, lotét e prangosjes sé rotatorit dhe stenozén kurrizore lumbale, dhe
preeklampsia ose njé antitrup i do njérit prej pretendimeve 1 deri né 7, 11 ose 12
pér pérdorim né zbulimin ose imazhet in vivo ose shénjestrimin e njé agjenti
terapeutik dhe / ose diagnostikues pér TTR né trupin e njeriut ose kafshéve, e
preferueshme kur imazhi né vivo i pérmendur pérfshin skintigrafi, tomografi té
emetimit té pozitronit (PET), tomografi té vetme té emetimit té fotonit (SPECT),
afér infra té kuge ( NIR), imazhe optike ose rezonancé magnetike (MRI).

15. Njé mjet i dobishém né diagnostikimin ose monitorimin e njé crregullimi té
lidhur me amiloidosis TTR, mjeti i sipérpérmendur gé pérfshin té paktén njé
antitrup té cdo njérit prej pretendimeve 1 deri né 7, 11 ose 12, polinukleotid (&ét)
ose vektori (ét) e pretendimit 8 dhe/ose geliza e pretendimit 9, né ményré
opsionale me reagenté dhe / ose udhézime pér pérdorim.

16. Njé metodé pér té diagnostikuar njé¢ sémundje té shogéruar me amiloidosis
TTR si¢ pércaktohet né pretendimin 14, monitorimin e trajtimit t& sémundjes me
njé antitrup anti-TTR ose pércaktimin e dobisé diagnostike ose terapeutike té njé
antitrupi anti-TTR gé pérfshin vlerésimin e nivelit t& palosjes gabim dhe / ose TTR i
grumbulluar né njé mostér té njé léngu té trupit nga njé subjekt pas administrimit té
njé antitrupi anti-TTR ndaj subjektit, ku prania ose niveli i ngritur i TTR té palosur
dhe / ose i grumbulluar né mostrén e subjektit né krahasim me njé kontroll tregon
njé sémundje té shogéruar me amiloidosis TTR, e preferueshme kur nivelii TTR
palosjes sé gabuar dhe / ose grumbulluar né mostér vlerésohet duke pércaktuar
njé kompleks té formuar ndérmjet antitrupave anti-TTR dhe TTR té palosur keq
dhe / ose té grumbulluar, e preferueshme kur kontrolli €shté njé kampion i marré
nga subjekti para administrimit té antitrupit anti-TTR, e preferueshme kur [Engu i
trupit éshté gjak dhe kampioni derivon prej tij dhe / ose kontrolli éshté njé mostér



korresponduese e njé |éngu té trupit té marré nga subjekt para administrimit té
antitrupit anti-TTR, ku antitrupi anti-TTR éshté njé antitrup anti-TTR ose fragment
lidhés i antigjenit té ¢do njérit prej pretendimeve 1 deri né 7, 11 ose 12.
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Njé tretésiré farmaceutike gé pérmban:

- nga 0.001% wi/v deri né 0.01 w/v té njé levotiroksine;

- té paktén 70% w/w glicerol;

- mé pak se 30% w/w ujé; dhe

- nga 0.01% w/w deri né 1.5% w/w té njé acidi etilendiaminétetraacetik
(EDTA), dhe

ku tretésira éshté né ruajtje té géndrueshme.

2. Tretésira farmaceutike e pretendimit 1, ku levotiroksina éshté natrium
levotiroksine.

3. Tretésira farmaceutike e pretendimit 2, ku EDTA éshté dinatrium EDTA-je.

4. Tretésira farmaceutike e pretendimit 3, ku tretésira pérmban nga 0.05% w/w
deri né 1.0% w/w té EDTA-sé.



8.

Tretésira farmaceutike e pretendimit 4, ku tretésira pérmban té paktén 80%
w/w glicerol, preferueshém té paktén 85% w/w glicerol.

Tretésira farmaceutike e pretendimit 5, ku tretésira pérmban té paktén 90%
w/w glicerol, preferueshém té paktén 95% wi/w glicerol.

Tretésira farmaceutike e pretendimit 1 e cila éshté njé tretésiré farmaceutike
gé pérmban:

- 0.002 wiv, 0.004% w/v, 0.006% wi/v, 0.008% w/v, ose 0.01% w/v té njé
levotiroksine;

- té paktén 80% w/w glicerol;

- mé pak se 20% w/w ujé; dhe

- nga 0.05% w/w deri né 1.0% w/w té nj¢ EDTA-je, dhe

ku tretésira éshté né ruajtje té géndrueshme.

Tretésira farmaceutike e pretendimit 7, ku levotiroksina éshté natrium

levotiroksine.

9.

10.

11.

12.

13.

14.

Tretésira farmaceutike e pretendimit 8, ku EDTA-ja &shté dinatrium EDTA-je.

Tretésira farmaceutike e pretendimit 9, ku tretésira pérmban té paktén 85%
w/w glicerol, preferueshém té paktén 90% w/w glicerol.

Tretésira farmaceutike e pretendimit 10, ku tretésira pérmban té paktén 95%
w/w glicerol.

Tretésira farmaceutike e pretendimit 1 e cila éshté njé tretésiré farmaceutike
gé pérmban:

- 0.002% wi/v ose 0.004% w/v té njé levotiroksine;
- té paktén 80% w/w glicerol;

- mé pak se 20% w/w ujé; dhe

- 0.08% wi/w té njé EDTA-je, dhe

ku tretésira éshté né ruajtje té géndrueshme.

Tretésira farmaceutike e pretendimit 12, ku tretésira pérmban nga 85% w/w
deri né 99% w/w glicerol.

Tretésira farmaceutike e pretendimit 13, ku tretésira pérmban nga 90% w/w
deri né 99% wi/w glicerol.



15. Tretésira e pretendimit 1 e cila &shté njé tretésiré farmaceutike qé pérmban:

- 0.002% wi/v, 0.004% w/v, ose 0.006% w/v té njé levotiroksine;
- 95% wi/w glicerol;

- 5% wiw ujé; dhe

- 0.08% wi/w té njé EDTA-je, dhe

ku tretésira éshté né ruajtje té géndrueshme.
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1. Pérdorimi i njé kompozimi qé pérfshin:
té paktén njé prej njé agonisti té receptorit o2 adrenergjik dhe njé kripé
farmaceutikisht té pranueshme té tij; dhe
njé mbartés farmaceutikisht té pranueshém
pér pérgatitjen e njé medikamenti pér trajtimin e rosacea, ku kompozimi i
sipérpérmendur do té aplikohet né ményré topike drejtpérdrejt né zonén e prekur té
Iékurés sé njé pacienti qé ka nevojé pér njé trajtim té tillé pér té ulur rrjedhén e
gjakut pérmes arterieve té vogla ose arterioleve té lékurés sé pacientit, dhe ku
kompozimi i sipérpérmendur vepron né ményré lokale né l1ékurén e pacientit,
ku té paktén njé prej njé agonisti té receptorit a, adrenergjik dhe njé kripé
farmaceutikisht té pranueshme té tij éshté zgjedhur nga grupi i pérbéré prej
brimonidine, nafazoline, oksimetazoline, ksilometazoline, epinefrine, norepinefrine,
fenilefrine, dhe metoksamine.

2. Njé pérdorim sipas pretendimit 1, ku mbartési farmaceutikisht i pranueshém éshté
zgjedhur nga grupi i pérbéré prej sprajeve, bulézave té ujit, aerosoleve, tretésirave,
locioneve, xheleve, kremrave, pomadave, pastave, vajérave, emulsioneve, dhe pezullimeve.



3. Njé kompozim topik pér pérdorim né trajtimin e rosacea, kompozimi topik i
sipérpérmendur gé pérfshin:
té paktén njé prej njé agonisti té receptorit a2 adrenergjik dhe njé kripé
farmaceutikisht té pranueshme té tij;
dhe njé mbartés farmaceutikisht té pranueshém,
ku kompozimi i sipérpérmendur do té aplikohet né ményré topike drejtpérdrejt né
zonén e prekur té 18kurés sé njé pacienti gé ka nevojé pér njé trajtim té tillé pér té
ulur rrjedhén e gjakut pérmes arterieve té vogla ose arterioleve té Iékurés sé
pacientit, dhe ku kompozimi i sipérpérmendur vepron né ményré lokale né I1€ékurén e
pacientit,
ku té paktén njé prej njé agonisti té receptorit ao adrenergjik dhe njé kripé
farmaceutikisht té pranueshme té tij &shté zgjedhur nga grupi i pérbéré prej
brimonidine, nafazoline, oksimetazoline, ksilometazoline, epinefrine, norepinefrine,
fenilefrine, dhe metoksamine.
4. Kompozimi topik pér pérdorim sipas pretendimit 3, ku mbartési farmaceutikisht i
pranueshém éshté zgjedhur nga grupi i pérbéré prej sprajeve, bulézave té ujit, aerosoleve,
tretésirave, locioneve, xheleve, kremrave, pomadave, pastave, vajérave, emulsioneve, dhe
pezullimeve.

5. Kompozimi topik pér pérdorim sipas pretendimit 3, ku té paktén njé prej njé agonisti té
receptorit o2 adrenergjik dhe njé kripe farmaceutikisht té pranueshme té tij éshté e
pranishém né njé sasi né rangun prej rreth 0.01 deri né 5 peshé pérgindje.

6. Kompozimi topik pér pérdorim sipas pretendimit 3, ku vlera e pH té kompozimit éshté
né rangun prej rreth 5 deri né 8.

7. Kompozimi topik pér pérdorim sipas pretendimit 3, qé pérfshin mé tej njé prezervativ.

8. Kompozimi topik pér pérdorim sipas pretendimit 3, qé pérfshin mé tej njé anestetik
lokal.

9. Kompozimi topik pér pérdorim sipas pretendimit 3, qé pérfshin mé tej njé hidratues.
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1. Njé pérbérés i pérfagésuar nga formula (I-A), ose njé kripé e tij farmaceutikisht e
pranueshme,

(I-A)

Ku

R! éshté hidrogjen, halogjen, ciano ose hidroksi; Ci.¢ alkil, C1.6 alkoksi, C1.¢ alkilsulfanil,
Ci.6 alkilsulfinil, C1. alkilsulfonil or (Ci.s-alkilsulfonil)amin, cilido prej secilit grup mund
té zévendésohet nga njé ose mé shumé zévendésues;

R? éshté hidrogjen, ciano, ose halogjen; or Ci.¢alkil, C1-salkoksi, C1. alkilsulfanil, C1.6
alkilsulfinil, C.¢ alkilsulfonil, C1-¢ alkilsulfonilamin, (C1-s alkilsulfonil)amin (Ci.s alkil), C1.6
alkilamido, (C1.s alkilacil)amino, (Ci.s alkilacil)amino(C1.s alkil), ose heteroaril, cilido prej
secilit grup mund té zévendésohet nga njé ose mé shumé zévendésues; ose

R!dhe R? lidhen sé bashku pér té formuar me grupin aromatik ngjitur njé formulé
heterocikli (i) :



ku R? &shté hidrogjen ose Ci. alkilsulfonil;

R3éshté halogjen, Ci.6 alkil, C1.6 alkoksi ose ciano;

R* éshté hidrogjen, halogjen, Ci.s alkil, hidroksi, C1.¢ alkoksi, C1.s alkilsulfonil, C1.6
alkoksikarboniloksi ose Ci.¢ alkilaminokarboniloksi

R* éshté hidrogjen, halogjen ose Ci alkil; ose R* and R* sé& bashku formojné njé
grup oksi;

R® éshté hidrogjen, ciano ose hidroksi; ose Ci.¢ alkil; Cis-alkilsulfonil, Cy..
alkilsulfonilamino; Ci.s-alkilsulfonilamino(Ci-salkyl), heterocikl, Ci.s alkilacilamino(Ci-6
alkil), C1¢ alkilureid(C1.6 alkil), C1.¢ alkilkarbamat(Ci.s alkil); amid; Cis
alkoxycarbonyloxy(Ci.¢ alkyl); amino group; N-cyano-S-( Cie-alkil)sulfonimidoil, N,S-
(di- C1-6 -alkil)sulfonimidoil, aminosulfinil; C1. -alkilsulfinil; aminosulfonil; (di-Ci-¢-
alkil)(oksid)-AS-sulfanilideneamin, amin(C1. alkil), ose amid(C1.s alkil); cilido prej secilit
grup mund té jeté i zévendésueshém sipas déshirés prej njé ose mé shumé
z&vendésues;

R® éshté hidrogjen;

R’ éshté hidrogjen ose (Ci-salkilsulfonil)amin;

X éshté CR® ose N; ku R® éshté hidrogjen, halogjen ose Ci.¢-alkil | zévendésueshém
nga hidroksi;

Z éshté CH ose N; dhe ku pérbérési nuk éshté 2-(2-fluorofenil)-1-[(1R)-1-metil-3,4-
dihidro-2(1H)-izokinolinil]-1-etanon.

Njé pérbérés i formulés (I-A), sipas pretendimit 1 ose njé kripé farmaceutike e tij e
pranueshme, ku R éshté hidrogjen, halogjen, hidroksi, Ci.s-alkil hidroksi, C1.s alkoksi,
Cais alkilsulfanil, C1.¢ alkilsulfinil, C1.¢ alkilsulfonil ose (Ci-s-alkilsulfonil)amin.

Njé pérbérés i formulés (I-A), sipas ¢cdonjérit prej pretendimeve té mésipérme, ose njé
kripé e tij farmaceutike e pranueshme, ku R? éshté hidrogjen, halogjen, Ci1.¢ alkil i
pazévendésueshém ose i zévendésueshém prej njé ose mé shumé halogjen, Ci.s-alkil
hidroksi, C1.s alkoksi, Ci.6 alkilsulfanil, C1.s alkilsulfinil, C1.6 alkilsulfonil, ciano, Ci.6
alkilamid, pirazolil, ose njé grup nga formula -CH,R?, -NHR?2 or -CH,NHR?* ku R
éshté zgjedhur prej Ci alkilacil ose Ci.6 alkilsulfonil.

Njé pérbérés i formulés (I-A), sipas ¢cdonjérit prej pretendimeve té mésipérme, ose njé
kripé e tij farmaceutike e pranueshme, ku R? éshté halogjen or ciano

Njé pérbérés i formulés (I-A), sipas ¢cdonjérit prej pretendimeve té mésipérme, ose njé
kripé e tij farmaceutike e pranueshme, ku R® éshté hidrogjen, ciano, hidroksi, amin,
karbamoil, sulfamoil, C1.¢ alkilsulfinil, C1.s alkilaminosulfinil, C1.¢ alkilsulfonil
zévendésohet sipas déshirés nga Ci.s alkoksi ose heterocikl, N-ciano-S-(Ci.6-
alkil)sulfonimidoil, N,S-(di-Cj.¢-alkil)sulfonimidoil, (di-Ci-6-alkil)(oksid)-A®-sulfaniliden-
amin, (Cie-alkilsulfonil)amin; ose R® éshté Cy. alkil njéfish ose shumfish i hidroksi-t,



halogjen-it, Ci.s alkilsulfanil, C1-¢ alkilsulfonil, (Ci-s-alkilsulfonil)amin, (Ci.s-alkilacil)amin,
C1.6 alkilureid, C1.6 alkilkarbamat, C1.¢ alkoksikarboniloksi; ose R® éshté njé heterocikl
sipas déshirés njéfish ose shumfish prej C1¢ alkil ose Ci¢ alkilsulfonil; ose R® éshté njé
grup amid i zgjedhur nga Ci.¢ alkilamid sipas déshirés njéfish ose shumfish i halogjenit,
heterociclilamidit té zévendésueshém ose té pazévendésueshém, Cs.s
heterocicloalkilamid sipas déshirés njéfish ose shumfish nga Ci.¢ alkil, halogjene ose
hidroksi; ose R® éshté njé grup aminosulfonili i pérzgjedhur nga Ci. alkilaminosulfonil i
zévendésuar sipas déshirés nga njé ose mé shumé halogjene ose cianone,
heterociclilaminosulfonil ose Cs.g heterocikloalkilaminosulfonil i zévendésueshém sipas
déshirés nga njé ose mé shumé halogjene.

Pérbérési sipas pretendimit 1 i paraqgitur nga formula (I-A-A) ose njé kripé e saj
farmaceutike e pranueshme;

(I-A-A)

ku R? and R? jané né ményré té pavarur halogjen ose cianon, dhe

R® éshté hidrogjen, ciano ose hidroksi; ose Ci.alkyl, Ci.s-alkilsulfonil, C1.6-
alkilsulfonilamin; Ci.s-alkylsulfonylamino(Ci.salkil), heterocikl, Ci.¢ alkilacilamino(Ca.
salkil); Ciealkilureid(Ci.salkil), C1.¢ alkilkarbamat(Ci.s alkil), amid, Ci.6
alkoksikarboniloksi(Ci.s alkil), amin; N-ciano-S-( Ci-s-alkil)sulfonimidoil, N,S-(di-C1-6¢-
alkil)sulfonimidoil, aminosulfinil, Cy.¢-alkilsulfinil; aminosulfonil, (di-C1-s-alkil)(oksid)-A®-
sulfanilideneamin; amino(Ci.s alkil) ose amid(Ci.s alkil), cilido prej secilit grup mund té
jeté i zévendésueshém sipas déshirés prej njé ose mé shumé zévendésues.

Pérbérési i formulés (I-A) ose (I-A-A), sipas njérit prej pretendimeve té mésipérme, ose
njé kripé e saj farmaceutike e pranueshme ku R? éshté klor ose cianon.

8. Pérbérésiiformulés (I-A) ose (I-A-A), sipas njérit prej pretendimeve té mésipérme, ose
njé kripé e saj farmaceutike e pranueshme ku R?® éshté klor ose cianon.

9. Pérbérésiiformulés (I-A) ose (I-A-A), sipas njérit prej pretendimeve té mésipérme, ose
njé kripé e saj farmaceutike e pranueshme ku R® éshté hidrogjen, hidroksi,
hidroksimetil, (metilsulfanil)metil, 1-hidroksietil, 2,2,2-trifluor-1-hidroksietil, 3,5-dimetil-
1,2-oksazol-4-il, (metilsulfonil)amin, [(metilsulfonil)amin]metil, 2-
[(metilsulfonil)amin]etpl, (2,2,2-trifluoretil)karbamoil, dipropan-2-ilkarbamoil, 4H-1,2,4-
triazol-3-ilkarbamoil, (2,5-dimetilpirrolidin- 1-il)karbonil, [4 (trifluormetil)piperidin-1-
illkarbonil, metil-sulfonil, (metoksimetil)sulfonil, etilsulfonil, propan-2-ilsulfonil,
(tetrahidro-2H-piran-4-ilmetil)sulfonil, metilsulfamoil, (cianometil)sulfamoil, etilsulfamaoil,
(2,2,2-trifluoretil)sulfamoil, propan-2-ilsulfamoil ose (4H-1,2,4-triazol-3-il)sulfamoil.

10. Pérbérési i formulés (1) sipas pretendimit 1 i pérzgjedhur nga grupi i pérbér nga



2-(2,6-diklorfenil)-1-(1-metil-3,4-dihidroisokinolin-2(1H)-il)etanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;

2-(2,6- diklorfenil)-1-[(1R)-1-metil-3,4- dihidroisokinolin -2(1H)-illetanon;
2-(3,5-diklorpiridin-4-il)-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H) iljetanon;
N-{(1R)-2-[(2,6-diklorofenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-
iltmetansulfonamid;
N-{(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-
iltmetanesulfonamid;

2,4-diklor-3-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-ill]-2 oksoetil}benzonitril;
2-(2,6-diklorfenil)-1-(4,4-difluor-1-metil-3,4-dihidroisokinolin-2(1H)-il)etanon;
2-(2,6-diklorfenil)-1-[4,4-difluor-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-(1,4,4-trimetil-3,4-dihidroisokinolin-2(1H)-il)etanon;
2-(3-brom-2,6-diklorfenil)-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
2-(3,5-diklorpiridin-4-il)-1-[(1S)-5-(hidroksimetil)-1-metil-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(5-klor-1H-pirrol[2,3-b]piridin-4-il)-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-
illetanon;

N-{(1S)-2-[(2-klor-6-metilfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-
ilfmetanesulfonamid;
N-{(1S)-2-[(2-klor-6-cianofenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-
ilfmetanesulfonamid;
2-(3,5-diklor-2-metoksipiridin-4-il)-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-il]etanon;
2-(2-brom-6-metoksifenil)-1-[(1S)-1-metil-3,4-dihidroisokinolin-2H)-illetanon;
2-(3-klor-5-metilpiridin-4-il)-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-iljetanon;
3-kloro-2-{2-[(1S,4R)-4-hidroksi-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-
oksoetil}benzonitril;
2-(2,6-diklorfenil)-1-[(1S,4R)-4-hidroksi-1-metil-3,4-dihidroisokinolin-2(1 H)-illetanon;
3-klor-2-{2-[(1S,4S)-4-hidroksi-1-metil-3,4-dihidroisokinolin-2(1H)-il]-2-
oksoetil}benzonitril;
2-(2,6-diklorfenil)-1-[(1S,4S)-4-hidroksi-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
2-(3,5-diklorpiridin-4-il)-1-[(1S)-1-metil-5-(metilsulfonil)-3,4-dihidroisokinolin-2(1H)-
illetanon;
3-kloro-2-{2-[(1S)-1-metil-5-(metilsulfonil)-3,4-dihidroisokinolin-2(1H)-yl]-2-
oksoetil}benzonitril;
2-(3,5-diklorpiridin-4-il)-1-[(1S,4R)-4-hidroksi-1-metil-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(2,6-diklor-4-fluorfenil)-1-[(1S,4S)-4-hidroksi-1-metil-3,4-dihidroisokinolin-2(1H)-
ilfetanon;

2-(2-klor-6-metoksifenil)-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1 H) iljetanon;
2-[2-klor-6-(trifluormetil)fenil]-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-iljetanon;
5-klor-4-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-il]-2-oksoetil}piridin-3-karbonitril;
N-({2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-
ilfmetil)metansulfonamid,;
2-(2,6-diklorfenil)-1-[5-(3,5-dimetil-1,2-oksazol-4-il)-1-metil-3,4-dihidroisokinolin-2(1H)-
illetanon;
(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-karbonitril;
N-{2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-7-il}metansulfonamid;



N-({(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-
ilfmetil)metansulfonamid,;
N-({(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokunolin-5-
ilfmetil)acetamid;
1-({(19)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-il}metil)-3-
metilurea;

metal ({(1S)-2-[(2,6-diklorofenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-
ilfmetil)karbamat;
2-(2,6-diklorfenil)-1-[(1S)-5-(hidroksimetil)-1-metil-3,4-dihidroisokinolin-2(1H)-ilJetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-(pirrolidin-1-ilkarbonil)-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-[(2-metilpirrolidin-1-il)karbonil]-3,4-dihidroisokinolin-
2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-(morfolin-4-ilkarbonil)-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-{[4-(trifluormetil)piperidin-1-ilJkarbonil}-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-5-[(2,5-dimetilpirrolidin-1-il)karbonil]-1-metil-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-5-{[(3S)-3-hidroksipirrolidin-1-ilJkarbonil}-1-metil-3,4-
dihidroisokinolin- 2(1H)-iljetanon;
2-(2,6-diklorfenil)-1-[(1S)-5-[(3,3-difluorpirrolidin-1-il)karbonil]-1-metil-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-[2-klor-6-(hidroksimetil)fenil]-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
3-klor-N-metil-2-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2 oksoetil}benzamid,;
2-[2,6-diklor-4-(hidroksimetil)fenil]-1-(1-metil-3,4-dihidroisokinolin-2(1H)-il)etanon;
{(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-il}metil metal
karbonati;
3-klor-2-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-il]-2-oksoetil}benzonitril;
N-(2,4-diklor-3-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-
oksoetil}fenil)metansulfonamid;
2-[2,6-diklor-3-(metilsulfanil)fenil]-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-iljetanon;
N-(3-klor-2-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-
oksoetil}benzil)metansulfonamid;
N-(3-klor-2-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-il]-2-oksoetil}benzil)acetamid,;
2-[2,6-diklor-3-(metilsulfonil)fenil]-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-iljetanon;
2-[2,6-diklor-3-(metilsulfinil)fenil]-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-[(metilsulfanil)metil]-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-(metilsulfonil)-3,4-dihidroisokinolin-2(1H)-illetanon;
N-(3-klor-2-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-
oksoetil}fenil)ymetansulfonamid,;
N-(3-klor-2-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-oksoetil}fenil)acetamid,;
1-[(1S)-5-amin-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-(2,6-diflorfenil)etanon;
2-(2,6-diflorfenil)-1-[(1S)-5-[1-hidroksietil]-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
N-(2-{(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-
ilfetilmetansulfonamid;



2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-[1-(metilsulfonil)-4,5-dihidro-1H-imidazol-2-il]-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-[2-klor-6-(1H-pirazol-4-il)fenil]-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon
trifluoracetat;

(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-2,3-dihidroisokinolin-4(1H)-one;
2-{2,6-diklor-4-[metilsulfinil[fenil}-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
[2-(2,6-diklorfenil)-1-[(1S)-5-(N-ciano-S-metilsulfonimidoil)-1-metil-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-5-(N,S-dimetilsulfonimidoil)-1-metil-3,4 dihidroisokinolin-
2(1H)-illetanon;
(1S)-2-[(2,6-diklorfenil)acetil]-N,N,1-trimetil-1,2,3,4-tetrahidroisokinoline-5-sulfinamid;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-[(S)-metilsulfinil]-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-[metilsulfinil]-3,4-dihidroisokinolin-2(1H)-illetanon;
(1S)-2-[(2,6-diklorfenil)acetil]-N,1-dimetil-1,2,3,4-tetrahidroisokinoline-5-sulfonamid;
2-(2,6-diklorfenil)-1-[(1S)-5-hidroksi-1-metil-3,4-dihidroisokinolin-2(1H)-ilJetanon;
2-[2-klor-6-(metilsulfanil)fenil]-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
2-[2-klor-6-(metilsulfinil)fenil]-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
2-[2-klor-6-(metilsulfonil)fenil]-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
2-[5-klor-1-(metilsulfonil)-1H-pirrol[2,3-b]piridin-4-il]-1-[(1S)-1-metil-3,4-
dihidroisokinolin-2(1H)-illetanon trifluoracetat;
3,5-diklor-4-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-oksoetil}piridin-2(1H)-one;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-(propan-2-ilsulfonil)-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(2,6-diklorfenil)-1-[(1S)-5-(etilsulfonil)-1-metil-3,4-dihidroisokinolin-2(1H)-illetanon;
3-metoksi-2-{2-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-oksoetil}benzonitril;
2-{2-klor-6-[(metilsulfonil)metil]fenil}-1-[(1S)-1-metil-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-[(metilsulfonil)metil]-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(2,6-diklorfenil)-1-[(1S,4S)-4-metoksi-1-metil-3,4-dihidroisokinolin-2(1H)-iljetanon;
2-(2,6-diklorfenil)-1-[(1S,4R)-4-metoksi-1-metil-3,4-dihidroisokinolin-2(1H)-ilJetanon;
(1S,4S)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-4-il metilkarbamat;
(1S,4S)-2-[(2,6-diklorfenil)aceil]-1-metil-1,2,3,4-tetrahidroisokinolin-4-il metal karbonat;
(1S,4R)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-4-yl metal
karbonat;
2-[2,6-diklor-3-(hidroksimetil)fenil]-1-[(1S)-1-metil-5-(metilsulfonil)-3,4-dihidroisokinolin-
2(1H)-ilJetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-4-(metilsulfonil)-3,4-dihidroisokinolin-2(1H)-iljetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-(pirrolidin-1-ilsulfonil)-3,4-dihidroisokinolin-2(1H)-
illetanon;
(1S)-2-[(2,6-diklorfenil)acetil]-N-etil-1-metil-1,2,3,4-tetrahidroisokinoline-5-sulfonamid;
(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-N-(propan-2-il)-1,2,3,4-tetrahidroisokinolin-5-
sulfonamid;
(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-N-(2,2,2-trifluoretil)- 1,2, 3,4-tetrahidroisokinolin-5-
sulfonamid;

(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-N-(4H-1,2,4-triazol-3-il)-1,2,3,4-
tetrahidroisokinoline-5-sulfonamid;



2-(2,6-diklorfenil)-1-[(1S)-5-[(3,3-difluorpirrolidin-1-il)sulfonil]-1-metil-3,4-
dihidroisokinolin-2(1H)-illetanon;
(1S)-N-(cianometil)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-
sulfonamid;
(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-sulfonamid;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-{[(5-metil-1,2-0ksazol-3-il)metil]sulfonil}-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-[(piridin-3-ilmetil)sulfonil]-3,4-dihidroisokinolin-
2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-[(tetrahidro-2H-piran-4-ilmetil)sulfonil]-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-5-[(metoksimetil)sulfonil]-1-metil-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-[(1-oksidotetrahidro-1H-1A4-tiofen-1-ilidene)amin]-
3,4-dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-((1S)-2,2,2-trifluor-1-hidroksietil)-3,4-
dihidroisokinolin-2(1H)-iljetanone;
2-(3,5-diklorpiridin-4-il)-1-[(1S)-1-metil-5-((1S)-2,2,2-trifluor-1-hidroksietil)-3,4-
dihidroisokinolin-2(1H)-illetanon;
3-klor-2-{2-[(1S)-1-metil-5-((1R)-2,2,2-trifluor-1-hidroksietil)-3,4-dihidroisokinolin-2(1H)-
yl]-2-oksoetil} benzonitril,
3-klor-2-{2-[(1S)-1-metil-5-((1S)-2,2,2-trifluor-1-hidroksietil)-3,4-dihidroisokinolin-2(1H)-
yl]-2- oksoetil } benzonitril;

2-(2-klor-6-fluorfenil)-1-[(1S)-1-metil-5-[2,2,2-trifluor-1- hidroksietil]-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-(5-klor-1H-indol-4-il)-1-[(1S)-1-metil-5-[(1S)-2,2,2-trifluor-1-hidroksietil]-3,4-
dihidroisokinolin-2(1H)-illetanon;
3-klor-2-{2-[(1S)-1-metil-5-(piridin-3-yl)-3,4-dihidroisokinolin-2(1H)-yl]-2-
oksoetil}benzonitril;
3-klor-2-{2-[(1S)-1-metil-5-(piridin-4-yl)-3,4-dihidroisokinolin-2(1H)-yl]-2-
oksoetil}benzonitril;
2-{2-[(1S)-5-(6-aminopiridin-3-il)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-oksoetil}-3-
klorbenzonitril trifluoracetat;
3-klor-2-{2-[(1S)-5-(3,5-dimetil-1,2-oksazol-4-il)-1-metil-3,4 dihydroisoquinolin-2(1H)-
il]-2-oksoetil}benzonitril;
3-klor-2-{2-[(1S)-1-metil-5-(1-metil-1H-pirazol-4-yl)-3,4-dihidroisokinolin-2(1H)-il]-2-
oksoetil}benzonitril;
3-klor-2-{2-[(1S)-1-metil-5-(1H-pirazol-4-yl)-3,4-dihidroisokinolin-2(1H)-yl]-2-
oksoetil}benzonitril;
3-klor-2-{2-[(1S)-5-(3,5-dimetil-1H-pirazol-4-yl)-1-metil-3,4-dihidroisokinolin-2(1H)-il]-2-
oksoetil} benzonitril;
1-[(1S)-5-(6-aminopiridin-3-yl)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-(2,6-
diklorfenil)etanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-(2-metilpiridin-3-il)-3,4-dihidroisokinolin-2(1H)-
illetanon;

1-[(1S)-5-(6-aminopiridin-3-il)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-(2,6-
diklorfenil)etanon;



11.

12.

2-(2,6-diklorfenil)-1-[(1S)-5-(3,5-dimetil-1H-pirazol-4-yl)-1-metil-3,4-dihidroisokinolin-
2(1H)-il]etanon;
2-(2,6-diklorfenil)-1-[(1S)-5-{[dimetil(oksid)-AS-sulfaniliden]amin}-1-metil-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-[(4-oksid-1,4-A*-oksatian-4-iliden)amin]-3,4-
dihidroisokinolin-2(1H)-illetanon;
3-klor-2-{2-[(1S)-5-{[dimetil(oksid)-A®-sulfaniliden]amin}-1-metil-3,4-dihidroisokinolin-
2(1H)-il]-2-oksoetil}benzonitril;
2-(2,6-diklorfenil)-1-[(1S)-5-(N-etil-S-metilsulfonimidoil)-1-metil-3,4-dihidroisokinolin-
2(1H)-il]etanon;

2-(2,6-diklorfenil)-1-[(1S)-5-({[dimetil(oksid)-A® sulfaniliden]amin}metil)-1-metil-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-5-(1,1-difluor-2-hidroksietil)- 1-metil-3,4-dihidroisokinolin-
2(1H)-il]etanon;
1-[(1S)-5-(2-amin-1,1-difluoretil)-1-metil-3,4-dihidroisokinolin-2(1H)-yl]-2-(2,6-
diklorfenil)etanon;
N-(2-{(1S)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-yl}-2,2-
difluoretil)acetamid;
2-(2,6-diklorfenil)-1-[(1S)-5-[1,1-difluor-2-(morfolin-4-il)etil]-1-metil-3,4-
dihidroisokinolin-2(1H)-illetanon;
2-(2,6-diklorfenil)-1-[(1S)-5-[1,1-difluor-2-(metilamin)etil]-1-metil-3,4-dihidroisokinolin-
2(1H)-il]etanon;
2-{(1S9)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-yl}-2,2-
difluoracetamid,
2-{(1S9)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-yl}-2,2-difluor-N-
(1-metilciklopropil)acetamid;
2-{(1S9)-2-[(2,6-diklorfenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-yl}-2,2-difluor-N-
(3-metiloksetan-3-il)acetamid;
2-(2,6-diklorfenil)-1-[(1S)-1-metil-5-(2H-1,2,3-triazol-4-il)-3,4-dihidroisokinolin-2(1H)-
illetanon;
2-(2,6-diklorfenil)-1-[(1S)-5-(3-hidroksipropil)-1-metil-3,4-dihidroisokinolin-2(1H)-
illetanon;
6-[(1S)-2-[2-(2,6-diklorfenil)acetil]-1-metil-3,4-dihidro-1H-isokuinolin-5-ilfmorfolin-3-
one;
4-{(1S)-2-[(2-klor-6-cianofenil)acetil]-1-metil-1,2,3,4-tetrahidroisokinolin-5-yl}-1H-
pirazol-3-karbonitril;
3-klor-2-{2-[(1S)-1-metil-5-[3-(trifluormetil)-1H-pirazol-4-il]-3,4-dihidroisokinolin-2(1H)-
yl]-2-oksoetil} benzonitril,
2-{2-[(1S)-5-(2-aminopiridin-4-il)-1-metil-3,4-dihidroisokinolin-2(1H)-il]-2-oksoetil}-3-
klorbenzonitril trifluoracetat; and
3-klor-2-{2-[(1S)-1-metil-5-(piridin-2-il)-3,4-dihidroisokinolin-2(1H)-il]-2-
oksoetil}benzonitril.

Njé pérbérés nga formula (I-A) ose (I-A-A) si éshté pércaktuar né njé nga pretendimet
e mésipérme, ose njé kripé e tij farmaceutike e pranueshme, pér pérdorim né terapi.

Njé pérbérés nga formula (I-A) ose (I-A-A) si éshté pércaktuar né njé nga pretendimet
e mésipérme, ose njé kripé e tij farmaceutike e pranueshme, pér pérdorim né
trajtimin\ose parandalimin e simptomave konjitive dhe negative né skizofreni, démtimet



konijitive té lidhura me terapin klasike antipsikotike, impulsivitetin, ¢rregullimi hiperaktiv
i mungesés sé vémendjes (ADHD), sémundijet e Parkinsonit dhe ¢rregullimet motorike
té lidhura me té, sémundjet e Huntingtonit; demenca e trupit Lewy, sémundja e
Alzheimerit, rénia e té njohurit né lidhje me moshén, démtim i lehté i t& njohurit (MCI),
varésia nga droga, crregullime té gjumit ose apati.

13. Njé pérbérés nga formula (I-A) ose (I-A-A) si éshté pércaktuar né njé nga pretendimet
e mésipérme, ose njé kripé e tij farmaceutike e pranueshme, pér pérdorim né trajtimin
dhe\ose parandalimin e sémundjes sé Parkinsonit.

Njé pérbérje farmaceutike gé pérmban njé pérbérés té formulés (I-A) or (I-A-A) si
pércaktohet né njé nga pretendimet e mésipérme, ose njé kripé e saj farmaceutike e
pranueshme, né bashképunim me njé bartés farmaceutik té pranueshém.
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1. Njé pérbérje e formulés (Aa-1):

Ro~ :\I

HNT X

A

-

>
P
N

cl
(Aa-1)
ose njé kripé prej saj farmaceutikisht e pranueshme, ku:
A pérfagéson H, halogjen, amino, alkil, alkenil, alkinil, alkoksi, cikloalkil,
cikloalkenil, ose heterociklil, ku amino, alkil, alkenil, alkinil, alkoksi, cikloalkil,
cikloalkenil, dhe heterociklil zévendésohen jodetyrimisht; dhe

Rz éshté zévendésuar jodetyrimisht alkil.

2. Pérbérja e pretendimit 1 e cila éshté njé pérbérje e formulés (Aa-1b):



R7

= "N

|

HaC HNT

o
o
N

Cl

(Aa-1b)

ose njé kripé prej saj farmaceutikisht e pranueshme.

3. Pérbérja ose kripa e petendimit 1 ose pretendimit 2, ku

R7 éshté zgjedhur nga grupi qé pérbéhet prej

o 0 0 F x
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'7.LL H/\/ \[r 3 r"’; NH, | H ”S\CH3
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‘ng\NA\/OH ‘hLJ'I\ L gz:u\N/{:) ?l,_‘J-I\N ?ILJJ\N/ﬁ
l H ' H ! O » dhe K/

4. Pérbérja ose kripa e petendimit 3, ku Rz &shté zgjedhur nga grupi gé pérbéhet prej



o o oH CHs
?%"J\H/\O(:Hg | %JLHL,OH ,%JL /I\/OH E;JL L " A~

HH30 CHs

5. Pérbérja ose kripa e petendimit 3, ku R7 éshté zgjedhur nga grupi gé pérbéhet prej

}Q‘)L”/\/CHQ,
OH

dhe
o OH
j,;JLNLOH
H

6. Pérbérja ose kripa e petendimit 1, ku A éshté zgjedhur nga grupi gé pérbéhet prej
F, Cl, Br, -CH3, -NH2, -CF3,

CHj3 CHs CH; HzC CH
H3C 3 3 3
; HSC)\ ER Vﬁ“\ ) Ho7<f-‘ : chsi :
HO™ &~ | CHs
HCZF™ HC S | HC CHz Q
\C(,_,; HaC :‘S ’ H3C)L o
c:H3 CH, O\ Q\
H3C | H-C
O‘EL ’HC 3>k019. qﬂ‘f ’IZL\’ fs‘, ;fé‘,
o/\l HaCy
G‘d;ﬁ_, G‘\':’,{ , I\/NEE‘: dhe '\/_,:I"l:_‘sf

7. Pérbérja ose kripa e petendimit 1, ku A éshté zgjedhur nga grupi gé pérbéhet prej
CHs CH, CH,
e Hsc/L E Hsc)L E &s“ . HeTF Hscya"~ ,and AJ‘S"_
8. Pérbérja e pretendimit 1, e cila éshté zgjedhur nga grupi gé pérbéhet prej:
4-(5-bromo-2-(5-kloro-2-fluorofenil)piridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;



4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
1-((4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)piridin-3-
il)metilamino)propan-2-ol;
4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)-N-(1-hidroksipropan-
2-il)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilamino)-N-(1-
hidroksipropan-2-il)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilamino)-N-(1-hidroksi-
2-metilpropan-2-il)nikotinamid,
(4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)piridin-3-il) (4-
hidroksipiperidin-1-il)methanone;
4-(2-(5-kloro-2-fluorofenil)-5-vinilpiridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-etilpiridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-metoksipiridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
N-(2-acetamidoetil)-4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-
ilamino)nikotinamid;
N-(2-amino-2-eksoetil)-4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-
ilamino)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(dimetilamino)piridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(2-metoksipropan-2-il) piridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)-N-(2-
(metilsulfonamido)etil)nikotinamid;
N-(2-aminoetil)-4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-

ilamino)nikotinamid;



4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)-N-(1,3-
dihidroksipropan-2-il)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilamino)-N-(1-
hidroksibutan-2-il)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilamino)-N-(1-hidroksi-
3-metilbutan-2-il)nikotinamid,
4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilamino)-N-(2-
hidroksietil)nikotinamid,
4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilamino)-N-
ciklopropylnikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-ciklopropylpiridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(pyrrolidin-1-il)piridin-4-ilamino)-N-(1,3-
dihidroksipropan-2-il)nikotinamid;
(4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilamino)piridin-3-
i)(pyrrolidin-1-il)metanon;
4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)-N-(1-hidroksibutan-2-
il)nikotinamid,;
4-(2-(5-kloro-2-fluorofenil)-5-(trifluorometil) piridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-{[2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilJamino}-N-(oxetan-3-
ipiridine-3-karboksamid;
4-{[2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilJamino}-N-(oxolan-3-
i)piridine-3-karboksamid;
4-{[2-(5-kloro-2-fluorofenil)-5-(propan-2-il)piridin-4-illamino}-N-(oxetan-3-
il)piridine-3-karboksamid,;
N4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-il)-N2-metilpiridine-
2,4-diamine; dhe
4-(2-(5-kloro-2-fluorofenil)-5-ciklopropylpiridin-4-ilamino)-N-(1,3-
dihidroksipropan-2-il)nikotinamid,

dhe kripérat prej saj farmaceutikisht té pranueshme.



9. Pérbérja e pretendimit 1, e cila éshté zgjedhur nga grupi gé pérbéhet prej:
4-(2-(5-kloro-2-fluorofenil)-5-metilpiridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-metilpiridin-4-ilamino)-N-(3-hidroksibutan-2-
il)nikotinamid,;
4-(2-(5-kloro-2-fluorofenil)-5-fluoropiridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(5-tert-butoxy-2-(5-kloro-2-fluorofenil)piridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-metoksipiridin-4-ilamino)-N-(1,3-
dihidroksipropan-2-il)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-ciklobutilpiridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(piperidin-1-il)piridin-4-ilamino)-N-(2-
hidroksipropil)nicotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-morfolinopiridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(4-metilpiperazin-1-il)piridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(piperazin-1-il)piridin-4-ilamino)- N-(2-
hidroksipropil)nikotinamid;
(4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilamino)piridin-3-
il)(morfolino)metanon;
(4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)piridin-3-il) (pyrrolidin-
1-il)metanon;
(4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)piridin-3-
il)(morfolino)metanon,;
4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)-N-(oxetan-3-

il)nikotinamid;



10.

4-(2-(5-kloro-2-fluorofenil)-5-(prop-1-en-2-il)piridin-4-ilamino)-N-(2-
(metilsulfonamido)etil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(trifluorometoksi)piridin-4-ilamino)-N-(1,3-
dihidroksipropan-2-il)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(1-metilciklopropil) piridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(metilamino)piridin-4-ilamino)-N-(2-
hidroksipropil)nikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(metilamino)piridin-4-ilamino)-N-
ciklopropilnikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-ciklopropilpiridin-4-ilamino)-N-
ciklopropilnikotinamid;
4-(2-(5-kloro-2-fluorofenil)-5-(metilamino)piridin-4-ilamino)-N-(1,3-
dihidroksipropan-2-il)nikotinamid;
4-(5-amino-2-(5-kloro-2-fluorofenil)piridin-4-ilamino)-N-(1,3-dihidroksipropan-
2-il)nikotinamid; dhe
4-(2-(5-kloro-2-fluorofenil)-5-metilpiridin-4-ilamino)-N-(1,3-dihidroksipropan-
2-il)nikotinamid,

dhe kripérat prej saj farmaceutikisht t& pranueshme.

Pérbérja e pretendimit 1, e cila éshté zgjedhur nga grupi gé pérbéhet prej:
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ku "a" dhe "b" pérfagésojné stereoizomeré, dhe kripérat prej saj farmaceutikisht té

pranueshme.

11. Pérbérja e pretendimit 1, e cila éshté zgjedhur nga grupi qé pérbéhet prej:
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ku "a" dhe "b" pérfagésojné stereoizomeré, dhe kripérat prej saj farmaceutikisht té

pranueshme.

12. Pérbérja e pretendimit 1, e cila éshté 4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-
ilamino)-N-(1,3-dihidroksipropan-2-il) nikotinamid;

HO
O

Cl

2

ose njé kripé prej saj farmaceutikisht e pranueshme.
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13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Kripa farmaceutikisht e pranueshme e njé pérbérje té cilido prej pretendimeve 1-

12, ku ku kripa farmaceutikisht e pranueshme éshté njé kripé hidrokloruri.

Kripa farmaceutikisht e pranueshme e njé pérbérje té pretendimi 12, ku ku kripa
farmaceutikisht e pranueshme éshté njé kripé hidrokloruri.

Njé kompozim farmaceutik gé pérmban njé pérbérje ose kripé té cilido prej
pretendimeve 1-14 dhe njé mbartés apo eksipient farmaceutikisht té pranueshém.

Kompozimi farmaceutik i pretendimit 15 pér pérdorim né trajtimin e njé sémundje
apo c¢rregullimi té lidhur me aktivitetin e tepért té transformimit té faktorit té rritjes
beta (TGFB), ku sémundja apo ¢rregullimi &shté kancer.

Kompozimi farmaceutik pér pérdorim sipas pretendimit 16, ku kanceri éshté
zgjedhur nga grupi qé pérbéhet prej njé kanceri té gijirit, njé kanceri té prostatés,

njé kanceri té mushkérisé, dhe njé kanceri té zorrés sé trashé.

Kompozimi farmaceutik pér pérdorim sipas pretendimit 17, ku kanceri éshté njé
kancer gjiri, ku kanceri i gjirit éshté zgjedhur nga grupi gé pérbéhet prej njé
karcinomé gjiri ER pozitive, njé karcinomé gjiri ER negative, njé karcinomé duktale
primare e gjirit, njé adenokarcinomé e gjendrés sé quméshtit, njé karcinomé
duktale e gjendrés sé quméshtit ER pozitive, njé karcinomé duktale e gjendrés sé
qumeéshtit ER negative, njé njé karcinomé duktale e gjendrés sé quméshtit HER2
pozitive, njé kancer i gjirit HER2 pozitiv, njé kancer i gjirit luminal, njé kancer i

trefishté negativ i gjirit (TNBC), dhe njé kancer gjiri i paklasifikuar.

Kompozimi farmaceutik pér pérdorim sipas pretendimit 18, ku kanceri &shté njé
kancer i trefishté negativ i gjirit (TNBC), ku TNBC éshté zgjedhur nga grupi gé
pérbéhet prej njé TNBC si bazal, nj¢ TNBC mesenckimale, njé TNBC

imunomodulatore, dhe njé TNBC luminale e receptorit androgjen.

Kompozimi farmaceutik pér pérdorim sipas cilido prej pretendimeve 16-19, né

lidhje me kirurgjiné, rrezatimin, dhe/ose kimioterapiné.

Kompozimi farmaceutik pér pérdorim sipas cilido prej pretendimeve 16-19, né

kombinim me njé imunoterapi kanceri.

Kompozimi farmaceutik pér pérdorim sipas pretendimit 21, ku imunoterapia e

kancerit pérfshin njé terapi té zgjedhur nga grupi qé pérbéhet prej terapisé té



23.

24,

25.

26.

27.

28.

29.

30.

bazuar né gelizé, njé terapie antitrupi, njé terapie citokine, dhe njé terapie té

indoleamin 2,3-dioksigjenase (IDO).

Kompozimi farmaceutik pér pérdorim sipas pretendimit 22, ku imunoterapia e
kancerit pérfshin njé terapi té bazuar né gelizé, ku terapia e bazuar né gelizé
pérfshin njé gelizé té zgjedhur nga grupi gé pérbéhet prej njé gelize natyrale
vrasése, njé gelize vrasése té aktivizuar me limfokin, njé gelize T citotoksike, njé

gelize T rregullatore, dhe njé gelize T dendritike.

Kompozimi farmaceutik pér pérdorim sipas pretendimit 22, ku imunoterapia e
kancerit pérfshin njé terapi té bazuar né gelizé, ku terapia e bazuar né gelizé
pérfshin sipuleucel-T.

Kompozimi farmaceutik pér pérdorim sipas pretendimit 22, ku imunoterapia e
kancerit pérfshin njé terapi antitrupi, ku terapia e antitrupit pérfshin njé antitrup né

njé receptor sipérfageje qgelize ose njé molekule pike kontrolli imuniteti.

Kompozimi farmaceutik pér pérdorim sipas pretendimit 25, ku terapia e antitrupit
pérfshin njé antitrup né njé receptor sipérfageje gelize, ku receptori i sipérfages sé
gelizés éshté zgjedhur nga grupi qé pérbéhet prej faktorit epidermal té rritjes dhe
HER?2.

Kompozimi farmaceutik pér pérdorim sipas pretendimit 25, ku terapia e antitrupit
pérfshin njé antitrup né njé receptor sipérfageje gelize, ku antitrupi éshté zgjedhur
nga grupi gé pérbéhet prej alemtuzumab, bevacizumab, brentuximab vedotin,
cetuximab, gemtuzumab ozogamicin, ibritumomab tiuxetan, ofatumumab,

panitumumab, rituximab, tositumomab, dhe trastuzumab.

Kompozimi farmaceutik pér pérdorim sipas pretendimit 25, ku terapia e antitrupit
pérfshin njé antitrup té njé molekule pike kontrolli imuniteti, ku molekula e pikés sé
kontrollit t& imunitetit Eshté zgjedhur nga grupi qé pérbéhet prej PD-1, PD-L1, dhe
CTLA-4.

Kompozimi farmaceutik pér pérdorim sipas pretendimit 21, ku imunoterapia e
kancerit pérfshin njé terapi antitrupi, dhe ku antitrupi éshté zgjedhur nga grupi gé
pérbéhet prej pidilizumab dhe ipilimumab.

Kompozimi farmaceutik pér pérdorim sipas cilido prej pretendimeve 16-29, ku
pérbérja éshté 4-(2-(5-kloro-2-fluorofenil)-5-izopropilpiridin-4-ilamino)-N-(1,3-
dihidroksipropan-2-il) nikotinamid:



HO

Cl
ose nhjé kripé prej saj farmaceutikisht e pranueshme.

31. Kompozimi farmaceutik pér pérdorim sipas pretendimit 30, ku kripa farmaceutikisht

e pranueshme éshté njé kripé hidrokloruri.
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(74) Krenar LOLOCI

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

(57)

1. Njé kripé (L)-arginine e 1-(((2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-0kso-4-((2-
oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid
ciklopropanekarboksilik.

2. Njé formé solide e liofilizuar e njé kripe natriumi té 1-(((2)-(1-(2-aminotiazol-4-il)-2-
okso-2-(((3S,4R)-2-0kso-4-((2-oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-
il)amino)etilidene)amino)oksi) acid ciklopropanekarboksilik.

3. Njé formé solide e hidratuar e 1-(((2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-0kso-
4-((2-oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid
ciklopropanekarboksilik.

4. Forma solide e hidratuar sipas pretendimit 3, e cila konsiston né 50% ose mé shumé té
materialit prej njé trihidrati t& 1-(((2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-0kso-4-
((2-oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid



ciklopropanekarboksilik.

5. Njé metodé pér té pérgatitur formén solide té hidratuar sipas pretendimit 4, e cila
pérfshin kontaktimin 1-(((2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-o0kso-4-((2-
oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid
ciklopropanekarboksilik me njé atmosferé gé ka lagéshti relative ndérmjet 25% dhe 50% né
njé temperaturé ndérmjet 20°C dhe 30°C.

6. Njé kompozim farmaceutik gé pérfshin njé pérbérje sipas ¢donjérit prej pretendimeve 1-
4 dhe té paktén njé ekscipient ose mbartés farmaceutikisht té pranueshém.

7. Njé formé kristaline e 1-(((Z2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-okso-4-((2-
oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid
ciklopropanekarboksilik (Forma 1) e cila ekspozon té paktén karakteristikat e méposhtme
té kulmeve té difraksionit té pluhurit me rreze-X (shprehur né gradét 260): 6.6. 13.4, dhe
18.8.

8. Njé formé kristaline e 1-(((Z2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-0kso-4-((2-
oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid
ciklopropanekarboksilik (Forma 2) e cila ekspozon té paktén karakteristikat e méposhtme
té kulmeve té difraksionit t& pluhurit me rreze-X (shprehur né gradét 26): 7.5, 19.3, dhe
20.0.

9. Njé formé kristaline e 1-(((2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-okso-4-((2-
oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid
ciklopropanekarboksilik (Forma 3) e cila ekspozon té paktén karakteristikat e méposhtme
té kulmeve té difraksionit té pluhurit me rreze-X (shprehur né gradét 26): 7.3, 18.9, dhe
21.2.

10. Njé formé kristaline e 1-(((2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-okso-4-((2-
oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid
ciklopropanekarboksilik (Forma 4) e cila ekspozon té paktén karakteristikat e méposhtme
té kulmeve té difraksionit té pluhurit me rreze-X (shprehur né gradét 260): 7.0, 8.6, 19.3 dhe
20.9.

11. Njé formé kristaline e 1-(((2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-okso-4-((2-
oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid
ciklopropanekarboksilik (Forma 5) e cila ekspozon té paktén karakteristikat e méposhtme
té kulmeve té difraksionit té pluhurit me rreze-X (shprehur né gradét 26): 7.3, 9.3, dhe 27.8

12. Njé formé kristaline e 1-(((2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-o0kso-4-((2-
oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid
ciklopropanekarboksilik (Forma 6) e cila ekspozon té paktén karakteristikat e méposhtme
té kulmeve té difraksionit té pluhurit me rreze-X (shprehur né gradét 26): 8.1, 9.2, dhe 12.8;



dhe né ményré opsionale nga kulmet shtesé né 21.2 dhe 24.7.

13. Njé formé kristaline e 1-(((2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-okso-4-((2-
oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi) acid
ciklopropanekarboksilik (Forma 7) e cila ekspozon té paktén karakteristikat e méposhtme
té kulmeve té difraksionit té pluhurit me rreze-X (shprehur né gradét 20): 6.7, 7.3 dhe 20.3.

14. Njé formé kristaline e 1-(((2)-(1-(2-aminotiazol-4-il)-2-okso-2-(((3S,4R)-2-okso-4-((2-
oksooksazolidin-3-il)metil)-1-sulfoazetidin-3-il)amino)etilidene)amino)oksi)acid
ciklopropanekarboksilik (Forma 8) e cila ekspozon té paktén karakteristikat e méposhtme
té kulmeve té difraksionit té pluhurit me rreze-X (shprehur né gradét 26): 6.2, 21.8 dhe
25.9.

15. Njé pérbérje sipas ¢donjérit prej pretendimeve 1-4, ose njé formé kristaline té saj sipas
cdonjérit prej pretendimeve 7 deri né 14, pér pérdorim né terapi.
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1. Njé sistem pér transferimin e léngshém dhe kryerjen e reaksioneve gé pérfshin:



njé pajisje transferimi té& léngut (100) gé pérfshin njé strehé gé ka njé majé pipézeje
(120) dhe njé montim pistoni (130);

njé rezervuar i léngut (300); dhe

njé dhomeé reagimi (200), ku strehimi i pajisjes sé transferimit té Iéngut (100) éshté i
konfiguruar qé té pérfshihet né ményré té mbyllur me dhomén e reagimit (200);

ku pajisja e transferimit té |éngut (100) éshté e konfiguruar qé té pérfshihet né
ményré té kycur me dhomén e reagimit (200) pa, para, gjaté dhe/ose pas
shpérndarjes;

dhe, ku dhoma e reagimit (200) éshté e konfiguruar gé té pérfshihet né ményré té
kycur me rezervuarin e |éngut (300);

sistemi éshté i pérshtatshém pér:

(i) marrjen e njé kampioni té léngshém nga rezervuari i lEngut (300) duke pérdorur
pajisjen e transferimit té Iéngshém (100); dhe

(ii) shpérndarjen e mostrés sé Iéngshme né dhomén e reagimit (200).

2. Sistemi i pretendimit 1, ku strehimi i pajisjes sé transferimit té Iéngut (100) pérfshin
njé pérbérés vulé té konfiguruar pér t'u pérfshiré né ményré t& mbyllur me dhomén

e reagimit (200).

3. Sistemi i pretendimit 1, ku dhoma e reagimit (200) pérfshin njé pérbérés vulé té
konfiguruar pér t'u bashkuar né ményré té mbyllur me pajisjen e transferimit té
lEngshme (100).

4. Sistemi i pretendimit 1, ku dhoma e reagimit (200) pérfshin njé ose mé shumé
pérbérés té njé reaksioni biologjik.

5. Sistemi i pretendimit 1, ku lévizja e strehimit né lidhje me montimin e pistonit (130)

rezulton né krijimin e njé vakumi brenda majés sé pipézés (120).



6. Sistemi i pretendimit 5, ku sistemi &shté i konfiguruar gé té sigurojé njé tregues
auditor dheose vizual gé montimi i pistonit (130) éshté né njé pozicion gé rezulton

né krijimin e vakumit.

7. Njé sistem sipas pretendimit 1, ku dhoma e reagimit (200) éshté e konfiguruar pér
té zhbllokuar montimin e pistonit (130) kur pajisja e transferimit té léngut (100) dhe
dhoma e reagimit (200) jané té ndérlidhura.

8. Njé metodé e pérdorimit t&é njé sistemi sic pretendohet né pretendimin 1 gé
pérfshin:

(i) marrjen e njé kampioni té léngshém nga rezervuari i l€ngut (300) duke pérdorur
pajisjen e transferimit té Iéngut (100); dhe,

(i) shpérndarjen e mostrés sé lEngshme né dhomén e reagimit (200), ku pajisja e
transferimit té Iéngut (100) pérfshihet né ményré té kycur me dhomén e reagimit
(200) gjaté ose para shpérndarijes;

ku pajisja e transferimit té Iéngshme (100) éshté e konfiguruar gé té pérfshihet né
ményré té kycur me dhomén e reagimit (200) gjaté, para dhe/ose pas
shpérndarjes.
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(57) 1. Njé metodé izolimi e acideve nukleike gé pérmban DNA nga material biologjik, ku metoda

pérfshin hapat:
(i) kryerja e lizimit t& materialit biologjik me njé tretje ujore gé pérmban litium me
pérgéndrim 0.05 deri né mé pak se 1M, njé agjent ¢elatues, dhe njé surfaktant pér té
prodhuar njé pérbérje té lizuar ujore,
(ii) pérpunimi i pérbérjes sé lizuar me njé mbéshtetése té ngurté, né prani té njé agjenti
kaotropik té tretur me pérgéndrim 0.05 deri 2M dhe 25% deri 60% né véllim, né l1éngun e
njé Ci-3 alkanoli té tretur, ku mbéshtetja e ngurté e sipérpérmendur éshté e afté té bllokojé
DNA,
(iii) ndarja e mbéshtetéses sé ngurté nga Iéngu,
(iv) pérpunimi i mbéshtetéses sé ngurté me njé tretésiré shpélarése té paré gé pérmban
litium me pérgéndrim 0.05 deri 1M, ku Kjo tretésiré shpélarése e paré pérmban 20% deri
90% né véllim Ci.3 alkanol té tretur,
(v) ndarja e mbéshtetéses sé ngurté nga léngu shpélarés i paré,
(vi) pérpunimi i mbéshtetéses sé ngurté me njé léng shpélarés té dyté gé pérmban té paktén
80% né véllim Cy.3 alkanol, ku mbetja, nése ka, éshté ujé,
(vii) ndarja e mbéshtetéses sé ngurté nga léngu shpélarés i dyté, dhe
(viii) elutimi i DNA nga mbéshtetésja e ngurté.

2. Njé metodeé sipas pretendimit 1, ku tretja ujore e pérshkruar né hapin (i) pérmban litium me
pérgéndrim 0.05 deri 0.9M.

3. Njé metodé sipas pretendimit 1, ku tretja e lizuar pérbéhet kryesisht nga ujé, klorur litiumi me
pérgéndrim 0.7 deri 0.9M, EDTA ose njé kripé natriumi e saj me pérgéndrim 5 deri 15mM dhe 0.9
deri 1.1% né peshé SDS, kur jodetyrimisht né hapin (ii) agjenti kaotropik éshté klorur guanidini me
pérgéndrim 0.6 deri 0.7M dhe alkanoli éshté etanol i pranishémin né sasiné 35-40% né véllimin e
I1éngut.

4. Njé metodé sipas pretendimit 1, ku tretja e lizuar pérbéhet kryesisht nga ujé, klorur litiumi me
pérgéndrim 0.2 deri 0.3M, EDTA ose njé kripé natriumi e saj me pérgéndrim 1 deri 5mM, klorur
guanidini me pérgéndrim 0.6 deri 0.7M, SDS né sasiné 0.2 deri 0.4% né peshé dhe 35-40% né



véllim etanol.

5. Njé metodé sipas cilitdo prej pretendimeve 1 deri 4, ku 1éngu shpélarés i paré pérbéhet kryesisht
nga a) ujé, klorur litiumi me pérgéndrim 0.3 deri 0.6M, dhe 45% deri 55% né véllim etanol; ose b)
ujé, Klorur litiumi me pérgéndrim 0.6 deri 1M, dhe 45% deri 55% né véllim etanol.

6. Njé metodeé sipas cilitdo prej pretendimeve 1 deri 5, ku a) 1éngu shpélarés i dyté pérbéhet
kryesisht nga 80% deri 95% né véllim etanol dhe ujé dhe/ose b) mbéshtetésja e ngurté pérmban
silika; dhe/ose c) hapi (iii) kryhet né njé tub rrotullues (spin) né té cilin mbéshtetésja e ngurté e
sipérpérmendur éshté njé filtér dhe hapat (iii), (v), (vii) dhe (viii) kryhen me centrifugim.

7. Njé metodé sipas pretendimit 6(c), ku filtri pérmban fibra xhami borosilikat, ku jodetyrimisht njé
shumeési filtrash té tillé jepen né tubin rrotullues, ku jodetyrimisht mé tej jepen katér filtra.

8. Njé metodé sipas cilitdo prej pretendimeve 1 deri 7 a) qé kryhet térésisht né temperaturé
ambienti; dhe/ose b) gé kryhet pa vorteksim (shtjella rrotulluese); dhe/ose ¢) ku materiali biologjik
nga i cili do té izolohen acidet nukleike gé pérmbajné DNA pérmban geliza, ku jodetyrimisht
gelizat jané né formén e njé granule.

9. Njé kit pér nxjerrjen acideve nukleike gé pérmbajné DNA nga gelizat, ku kiti pérmban né
kombinim:
(A)
(i) njé tretje ujore gé pérmban, pérbéhet kryesisht nga, ose pérbéhet nga ujé, klorur litiumi
me pérgéndrim 0.7 deri 0.9 mole pér litér, EDTA ose njé kripé natriumi e saj me
pérgéndrim 5 deri 15mM, dhe 0.9 deri 1.1% né peshé SDS,
(ii) njé tretje ujore té njé kripe guanidine, (preferueshém rreth 2M),
(iii) etanol,
(iv) njé Iéng shpélarés té paré gé pérmban klorur litiumi me pérgéndrim 0.3 deri 0.6M, ku
Iéngu shpélarés i paré pérmban etanol né sasiné 45% deri 55% né véllim,
(v) njé léng shpélarés té dyté gé pérmban té paktén 80% né véllim etanol, mbetja nése ka
éshté ujé,
(vi) njé bufer elutimi, dhe
(vii) njé kolloné rrotullimi me njé filtér pér bllokimin e DNA;
OSE
(B)
(i) njé tretje ujore gé pérmban, pérbéhet kryesisht nga, ose pérbéhet nga ujé, klorur litiumi
me pérgéndrim 0.2 deri 0.3 mole pér litér, EDTA ose njé kripé natriumi e saj me
pérgéndrim 1 deri 5 millimole pér litér, SDS né sasiné 0.2-0.4% né peshé, njé kripé
guanidini me pérgéndrim 0.6 deri 0.7M dhe etanol né sasiné 35-45% né véllim,
(ii) njé 1éng shpélarés té paré gé pérmban klorur litiumi me pérgéndrim 0.3 deri 0.6M, ku
ky 1éng shpélarés i paré pérmban etanol né sasiné 45% deri 55% né véllim,
(iii) njé 1éng shpélarés té dyté gé pérmban té paktén 80% né véllim etanol, mbetja nése ka
éshté ujeé,
(iv) njé bufer elutimi, dhe
(v) njé kolloné rrotullimi me njé filter pér bllokimin e DNA.

10. Njé kit sipas pretendimit 9, ku filtri pérmban té paktén njé fleté fibrash borosilikate.

11. Njé kit sipas pretendimit 10, ku filtri pérmban katér fleté fibrash borosilikate.
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1. Njé pérbérje e formulés (I)

/—<R4 7

0 N4</:fN—R2
\_< 3 — 1
R R

ku

R éshté aril ose heteroaril, arili i sipérpérmendur dhe heteroarili i sipérpérmendur gé éshté
mono- ose biciklik dhe né ményré opsionale zévendésuar me njé ose mé shumé prej R®, RS,
R’ dhe R®;

R?, R® dhe R* jané zgjedhur né ményré té pavarur nga hidrogjen, C1-Cshaloalkil dhe Cs-
Caalkil,

R®, RS, R’ dhe R?® jané zgjedhur né ményré té pavarur nga halogjen, C1-Csalkil, Ci-
Cealkoksi, C1-Cshaloalkil, amino, -NHSO2R®, hidroksi, fenil dhe njé heteroaril monociklik;
R® éshté C;-Cshaloalkil ose C1-Csalkil;

dhe kripéra, tautomeré dhe stereoizomeré farmaceutikisht té pranueshém té tyre.

2. Njé pérbérje sipas pretendimit 1, ku R* éshté C1-Csalkil.

3. Njé pérbérje sipas pretendimit 1 ose pretendimit 2, ku R? éshté zgjedhur nga hidrogjen
dhe metil.

4. Njé pérbérje sipas ¢do njérit prej pretendimeve 1 deri né 3, ku R éshté hidrogjen.



5. Njé pérbérje sipas ¢do njérit prej pretendimeve 1 deri né 4, ku R* éshté metil.

6. Njé pérbérje sipas ¢do njérit prej pretendimeve 1 deri né 5, ku R* éshté zgjedhur nga
fenil, furil, tienil, piridil, pirimidinil, naftil, kuinolinil, indazolil, indolil, 4-azaindolil,
benzoksazolil, benzimidazolil, benzotiofenil, secili né ményré opsionale zévendésuar me
njé ose mé shumé prej R®, R%, R” dhe R®; dhe R®, R®, R’ dhe R® jané zgjedhur né ményré té
pavarur nga halogjen, C1-Caalkil, C1-Czhaloalkil, fenil, amino, -NHSO.CHs, hidroksi,
imidazolil dhe pirazolil.

7. Njé pérbérje sipas ¢do njérit prej pretendimeve 1 deri né 6, ku R* éshté zgjedhur nga
fenil, furil, tienil, piridil, pirimidinil dhe kuinolinil, secili né ményré opsionale zévendésuar
me R® dhe/ose R®; dhe R® dhe R® jané zgjedhur né ményré té pavarur nga klorine, fluorine,
trifluorometil, metil, fenil, -NHSO2CHz dhe pirazolil.

8. Njé pérbérje sipas ¢do njérit prej pretendimeve 1 deri né 7, ku R* éshté njé aril
monociklik ose heteroaril.

9. Njé pérbérje sipas pretendimit 1, ku

R? éshté zgjedhur nga

oL Py R> oL R> oL
?/ N\, ?/ \5 2/ \EN s @
N=" N= —
& RS o Py
R6

R? éshté hidrogjen ose metil;

R3 éshté hidrogjen;

R* éshté metil;

R® dhe R® jané zgjedhur nga klorine, fluorine, trifluorometil, metil, fenil, pirazolil dhe -
NHSO,CHjs; dhe

kripérat dhe stereoizomerét farmaceutikisht té pranueshme té tyre.

10. Njé pérbérje sipas pretendimit 1, pérbérja e sipérpérmendur gé éshté zgjedhur nga:
6-(2-klorofenil)-4-morfolino-1H-piridin-2-one;
6-(2-klorofenil)-1-metil-4-morfolino-piridin-2-one;
6-(2-klorofenil)-4-(3-metilmorfolin-4-il)-1H-piridin-2-one;
6-(2-klorofenil)-1-metil-4-(3-metilmorfolin-4-il)piridin-2-one;
4-(3-metilmorfolin-4-il)-6-(4-metil-3-piridil)-1H-piridin-2-one;
4-(3-metilmorfolin-4-il)-6-pirimidin-5-il-1H-piridin-2-one;
4-(3-metilmorfolin-4-il)-6-(2-fenilfenil)-1H-piridin-2-one;
6-(2-kloro-5-fluoro-fenil)-4-[(3R)-3-metilmorfolin-4-il]-1H-piridin-2-one;
4-[(3R)-3-metilmorfolin-4-il]-6-(o-tolil)-1H-piridin-2-one;
4-[(3R)-3-metilmorfolin-4-il]-6-[2-(trifluorometil)-3-piridil]-1H-piridin-2-one;




6-(2-klorofenil)-4-[(3R)-3-metilmorfolin-4-il]-1H-piridin-2-one;
4-[(3R)-3-metilmorfolin-4-il]-6-[2-(trifluorometil)fenil]-1H-piridin-2-one;
6-(3-furil)-4-[(3R)-3-metilmorfolin-4-il]-1H-piridin-2-one;
4-[(3R)-3-metilmorfolin-4-il]-6-(4-metil-3-thienil)-1H-piridin-2-one;
N-[2-[4-[(3R)-3-metilmorfolin-4-il]-6-okso-1H-piridin-2-il]fenilJmetanesulfonamide;
4-[(3R)-3-metilmorfolin-4-il]-6-(6-metil-5-quinolil)-1H-piridin-2-one;
4-[(3R)-3-metilmorfolin-4-il]-6-[4-(1H-pirazol-5-il)fenil]-1H-piridin-2-one; dhe

kripéra, tautomeré dhe stereoizomeré farmaceutikisht té pranueshém té tyre.

11. Njé pérbérje sipas ¢do njérit prej pretendimeve 1 deri né 10, pér pérdorim né trajtimin
ose profilaksis sé njé sémundje.

12. Njé pérbérje sipas ¢do njérit prej pretendimeve 1 deri né 10, pér pérdorim né trajtimin e
kancerit.

13. Njé pérbérje sipas ¢do njérit prej pretendimeve 1 deri né 10 pér pérdorim né trajtimin e
diabetit.

14. Njé kompozim farmaceutik gé pérfshin njé pérbérje sipas ¢do njérit prej pretendimeve 1
deri né 10, dhe njé diluent, mbartés dhe/ose ekscipient farmaceutikisht té pranueshém.

15. Njé kompozim farmaceutik, gé pérfshin njé sasi efektive terapeutike té njé pérbérje
sipas pretendimit 1, dhe njé tjetér agjent antikancer zgjedhur nga agjentét alkilating,
antimetabolitet, derivativét e kamptotecinés antikancerogjene, agjentét antikancerogjené té
derivuar-nga bima, antibiotiét, enzimat, komplekset e koordinimit té platinumit, frenuesit e
Kinazés sé tiroziné, hormonet, antagonistét e hormoneve, antitrupat monoklonal,
interferonet, dhe modifikuesit e pérgjigjeve biologjike.
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(57)
1. Njé proteiné fuzioni gé pérfshin njé proteiné mutante té faktorit rrités fibroblast 21
(FGF21) dhe njé rajon Fc té njé imunoglobuline,
ku proteina mutante FGF21 pérfshin mutacionin e méposhtém:
(1) njé zévendésim i amino acideve né pozicionet 98 deri né 101 nga terminusi-N i
njé lloji-té egér proteine FGF21 me njé sekuencé amino acide prej EIRP (SEQ ID
NO: 42).
2. Proteina e fuzionit té pretendimit 1, ku proteina mutante FGF21 pérfshin mé tej
mutacionin e méposhtém:
(6) njé zévendésim té njé amino acidi né pozicionin 180 nga terminusi-N i njé lloji-té egér
proteine FGF21 me njé amino acid E.
3. Proteina e fuzionit té pretendimit 1 ose pretendimit 2, ku proteina mutante FGF21
pérfshin mé tej té paktén njé mutacion zgjedhur nga grupi i pérbéré prej mutacioneve té
méposhtme:
(2) njé zévendésim i amino acideve né pozicionet 170 deri né 174 nga terminusi-N i
njé lloji-té egér proteine FGF21 me njé sekuencé amino acidi prej TGLEAV (SEQ
ID NO: 43);
(3) njé zévendésim i amino acideve né pozicionet 170 deri né 174 nga terminusi-N i
njé lloji-té egér proteine FGF21 me njé sekuencé amino acidi prej TGLEAN (SEQ
ID NO: 44);
(4) njé zévendésim i njé amino acidi né pozicionin 170 nga terminusi-N i njé lloji-té
egér proteine FGF21 me njé amino acid N; dhe
(5) njé zévendésim i njé amino acidi né pozicionin 174 nga terminusi-N i njé lloji-té
egér proteine FGF21 me njé amino acid N.
4. Proteina e fuzionit e ¢do njérit prej pretendimeve 1 deri né 3, ku njé mbetje amino acide
N e proteinés mutante FGF21 e pérhapur nga njé mutacion éshté glikoziluar.
5. Proteina e fuzionit e ¢do njérit prej pretendimeve 1 deri né 4, ku proteina e llojit-té egér
FGF21 ka njé sekuencé amino acidi pérfagésuar nga SEQ ID NO: 1.
6. Proteina e fuzionit e ¢do njérit prej pretendimeve 1, 4, dhe 5, ku proteina mutante FGF21
ka njé sekuencé amino acidi pérfagésuar nga ¢do njéri prej SEQ ID NOs: 6, 11 deri né 15,
dhe 20 deri né 23.
7. Proteina e fuzionit e ¢do njérit prej pretendimeve 1 deri né 6, ku proteina mutante FGF21
éshté lidhur te rajoni Fc i imunoglobulinés népérmjet njé lidhési.
8. Proteina e fuzionit té pretendimit 7, ku lidhési éshté lidhur te terminusi-C i rajonit Fc té
imunoglobulinés dhe terminusi-N i proteinés mutante FGF21, né ményré té preferueshme
ku lidhési éshté njé peptid gé pérbéhet prej 10 deri né 30 mbetje amino acidesh, mé tej né



ményré té preferueshme ku lidhési ka njé sekuencé amino acide pérfagésuar nga ¢do njéri
prej SEQ ID NOs: 2 deri né 5.

9. Proteina e fuzionit e ¢do njérit prej pretendimeve 1 deri né 8, ku rajoni Fc i
imunoglobulinés éshté ¢do njéri prej rajoneve Fc prej 1gG1, 1gG2, 19G3, 1gG4 dhe IgD, ose
njé Fc hibride gé pérmban njé kombinim té tyre.

10. Proteina e fuzionit té pretendimit 9, ku Fc hibride pérfshin njé rajon 1gG4 dhe njé rajon
IgD.

11. Proteina e fuzionit e ¢do njérit prej pretendimeve 1 deri né 10, ku proteina e fuzionit ka
njé sekuencé amino acide pérfagésuar nga SEQ ID NO: 36, SEQ ID NO: 37 ose SEQ ID
NO: 39.

12. Njé kompozim farmaceutik gé pérfshin proteinén e fuzionit sipas ¢do njérit prej
pretendimeve 1 deri né 11 pér trajtimin e diabetit, obezitetit, dislipidemisé, sindromés
metabolike, sémundjes sé mélcisé sé shéndoshé jo-alkoolike ose steatohepatitit jo-alkoolik.
13. Njé molekulé acidi nukleik e izoluar qé kodon proteinén e fuzionit sipas ¢do njérit prej
pretendimeve 1 deri né 11.

14. Njé vektor shprehés qé pérfshin molekulén e acidit nukleik té pretendimit 13.

15. Njé gelizé pritése qé pérfshin vektorin shprehés té pretendimit 14.
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1. Njé antitrup bispecifik qé pérfshin njé fushé lidhése gé lidhet me Pseudomonas
Psl dhe njé fushé lidhése gé lidhet me Pseudomonas PcrV, ku antitrupi bispecifik
pérfshin njé proteiné bashkimi scFv anti-PcrV té zinxhirit té réndé-anti-Psl, ku Psl
scFv éshté brenda rajonit té varur té zinxhirit té réndé anti-PcrV, proteina e
bashkimit e sipérpérmendur gé ka sekuencén amino acide té pércaktuar né SEQ
ID NO: 264 dhe njé zinxhir té lehté anti-PcrV gé ka sekuencén amino acide té
pércaktuar né SEQ ID NO: 263.

2. Njé molekulé polinukleotide e izoluar gé pérfshin njé sekuencé acidi nukleik gé
kodon antitrupin bispecifik té pretendimit 1.

3. Njé kompozim gé pérfshin antitrupin bispecifik té pretendimit 1, dhe njé mbartés
farmaceutikisht té pranueshém.

4. Kompozimi i pretendimit 3, gé pérfshin mé tej njé antibiotik.

5. Kompozimi i pretendimit 4, ku antibiotiku éshté zgjedhur nga grupi i pérbéré prej
ciprofloksacin, meropenem, dhe njé kombinim té tyre.

6. Kompozimi i ¢donjérit prej pretendimeve 3 deri né 5 pér pérdorim né
parandalimin ose trajtimin e infeksionit Pseudomonas né njé subjekt né nevojé té
tij.

7. Njé kit qé pérfshin kompozimin e ¢cdonjérit prej pretendimeve 3 deri né 5.

8. Antitrupi bispecifik ose fragmenti i tij i pretendimit 1 pér pérdorim né
parandalimin ose trajtimin e njé infeksioni Pseudomonas né njé subjekt.

9. Antitrupi bispecifik pér pérdorim sipas pretendimit 8, ku subjekti Eshté njé njeri.
10. Antitrupi bispecifik pér pérdorim sipas pretendimit 8 ose 9, ku infeksioni
Pseudomonas éshté njé infeksion alkaligjen P. aeruginosa, Pseudomonas
fluorescens, Pseudomonas putida, ose Pseudomonas.

11. Antitrupi bispecifik pér pérdorim sipas ¢donjérit prej pretendimeve 8 deri né 10,
ku infeksioni éshté njé infeksion okular, njé infeksion i mushkérive, njé infeksion
nga djegia, njé infeksion plage, njé infeksion Iékure, njé infeksion gjaku, njé



infeksion kockor, ose njé kombinim i dy ose mé shumé prej infeksioneve té
pérmendura.

12. Antitrupi bispecifik pér pérdorim sipas ¢donjérit prej pretendimeve 8 deri né 10,
ku subjekti ka pneumoni akute, démtim nga djegia, infeksion té kornesg, fibrozé
cistike ose njé kombinim té tyre.



(11) 9529
(97) EP3268372/01/07/2020
(96) 16709798.9 / 14/03/2016
(22) 31/08/2020
(21) AL/P/2020/582
(54) FRENUESIT KV1.3 DHE APLIKIMI | TYRE MJEKESOR
03/12/2020
(30) 15159083 13/03/2015 EP
(71) 4SC AG
FraunhoferstraRe 22, 82152 Planegg - Martinsried, DE
(72) TASLER, Stefan (Friedinger Str. 18a, 82229 Seefeld) ;KRIMMELBEIN, llga
(Werdenfelsstr. 69, 81377 Minchen)
(74) Krenar LOLOCI
Rr. Ibrahim Rugova, P.1/1, Kati Il, Tirané, Shqipéri
(57)
1. Njé pérbérje e formulés sé pérgjithshme (lIl) ose njé kripé, tretés ose prodrogé e saj,

111

ku
Al &shté zgjedhur nga grupi i pérbéré prej N dhe C-R%;
A? gshté zgjedhur nga grupi i pérbéré prej N dhe C-R3;
A3 éshté zgjedhur nga grupi i pérbéré prej N dhe C-R%;
A* dhe A® dhe A® jané zgjedhur né ményré té pavarur nga grupi i pérbéré prej N dhe
C-R%;
R! &shté zgjedhur nga grupi i pérbéré prej hidrogjen, (C1-Cs)alkil, halogjen, (Ci-
Cs)alkoksi dhe (C;-Cs)haloalkil;
R? &shté zgjedhur nga grupi i pérbéré prej hidrogjen, halogjen dhe (C3-Cs)alkil;
R3 &shté zgjedhur nga grupi i pérbéré prej hidrogjen, (C;-Cs)alkil, NR*R®, (C;-C3)alkil-
NR*R> dhe ciano;
ku R* dhe R® jané zgjedhur né ményré té pavarur nga grupi i pérbéré prej hidrogjen,
(Cs-Cs)cikloalkil, (Cs-Cs)heterocikloalkil, (C1-Cs)alkil, ose R* dhe R> sé bashku me
atomin e azotit né té cilin jané bashkangjitur formojné njé unazé heterociklike 5-
deri né 7-elementé qé pérfshin né ményré opsionale pérveg atomit té
sipérpérmendur té azotit njé grup heteroatom té zgjedhur mé tej nga grupi i
pérbéré prej O dhe NR®, ku R® éshté zgjedhur nga grupi i pérbéré prej hidrogjen,
metil, acetil dhe formil;



Y éshté zgjedhur nga grupi i pérbéré prej O dhe S;
R” éshté zgjedhur nga grupi i pérbéré prej hidrogjen, dhe (C;-Cs)alkil;
R® éshté zgjedhur nga grupi i pérbéré prej (C1-Cs)alkil, (Cs-Cs)cikloalkil, dhe (Cs-Cs)
heterocikloalkil;
R® éshté zgjedhur nga grupi i pérbéré prej hidrogjen, (C:1-Cs)alkil, (C1-Cs)alkoksi; dhe
ku prodroga e sipérpérmendur ka njérén prej formulave té€ méposhtme:

ku
P éshté
Ox O . E”D o q
P © /’\O.o «.Oe /\O)LYN‘QS
'1‘:'5 NHQ ‘g/\o \O M@ ‘L"" M@ ‘lt. Qz
: ! 0se,
dhe ku

Q, Q! dhe Q2 jané secili né ményré té pavarur té zgjedhur nga grupi i pérbéré prej H dhe (C:-
Cs)alkil dhe M* éshté njé kundérveprim kationik,
ku alkili pérfshin alkil, alkenil dhe alkinil, dhe ku (Cs-Cs)cikloalkil dhe (Cs-Cs)heterocikloalkil jané
zévendsuar né ményré opsionale me njé ose mé shumé grupe (C;-Cs)alkoksi dhe/ose (Ci-
Gs)alkil.

2. Njé pérbérje sipas pretendimit 1 ose njé kripg, tretés ose prodrogé e saj, ku nése Y éshté
0, té paktén njé prej A, A2 ose A3 éshté N.
3. Njé pérbérje sipas pretendimit 1 ose njé kripé, tretés ose prodrogé e saj, ku Al éshté C-R;
A% &shté C-R3; A3 &shté C-R% dhe Y éshté O.
4. Njé pérbérje sipas ndonjérit prej pretendimeve 1 deri né 3 ose njé kripé, tretés ose
prodrogé e saj, ku
R! &shté zgjedhur nga grupi i pérbéré prej hidrogjen, metil, klor, fluor, metoksi, etoksi
dhe trifluormetil;
R? éshté zgjedhur nga grupi i pérbéré prej hidrogjen, bromo dhe metil;
R3 &shté zgjedhur nga grupi i pérbéré prej hidrogjen, metil, morfolinil, morfolinometil, N-
metilaminometil, N, N-dimetilaminometil dhe ciano;
R” éshté zgjedhur nga grupi i pérbéré prej hidrogjen dhe metil;
R® éshté zgjedhur nga grupi i pérbéré prej metil, etil dhe ciklopropil; dhe
R® éshté zgjedhur nga grupi i pérbéré prej hidrogjen, metil dhe metoksi.
5. Njé pérbérje sipas ndonjérit prej pretendimeve 1 deri né 4 ose njé kripég, tretés ose
prodrogé e saj, ku
Al &shté C-CHj3;



Y éshté O;
A? éshté zgjedhur nga grupi i pérbéré prej N dhe CH;
A3 éshté zgjedhur nga grupi i pérbéré prej N dhe C-CHs;
A% dhe A° dhe A® jané zgjedhur né ményré té pavarur nga grupi i pérbéré prej N dhe C-R%;
R! éshté zgjedhur nga grupi i pérbéré prej hidrogjen, metil, klor, fluor dhe metoksi;
R? éshté zgjedhur nga grupi i pérbéré prej hidrogjen, metil dhe bromo; dhe
R” éshté zgjedhur nga grupi i pérbéré prej hidrogjen dhe metil.
6. Njé pérbérje sipas ndonjérit prej pretendimeve 1 ose 3 deri né 5 ose njé kripé, tretés ose
prodrogé e saj, ku
Al éshté C-CHs; A? éshté C-H; A3 éshté C-CHs; Y éshté O;
A*dhe A® dhe A°® jané zgjedhur né ményré té pavarur nga grupi i pérbéré prej N dhe C-R%;
R! éshté zgjedhur nga grupi i pérbéré prej hidrogjen, metil, klor, fluor dhe metoksi;
RZ &shté zgjedhur nga grupi i pérbéré prej hidrogjen, metil dhe bromo; dhe
R7 éshté zgjedhur nga grupi i pérbéré prej hidrogjen dhe metil.
7. Njé pérbérje sipas ndonjérit prej pretendimeve 1 deri né 6 ose njé kripé, tretés ose
prodrogé e saj, ku
A* dhe A°> dhe A® jané zgjedhur né ményré té pavarur nga grupi i pérbéré prej N dhe CH;
dhe R? éshté zgjedhur nga grupi i pérbéré prej hidrogjen dhe metil.
8. Njé pérbérje sipas pretendimit 1 ose njé kripé, tretés ose prodrogé e saj, e cila éshté
zgjedhur nga grupi i pérbéré prej
6-bromo-3 ,9-dimetil-5 -fenilfuro [3 ,2-g] kuinolin-7(8H)-on,
6-bromo-5-(2-fluorfenil)-3,9-dimetilfuro[3,2-g]kuinolin-7(8H)-on,
6-bromo-3,9-dimetil-5-(o-tolil)furo[3,2-glkuinolin-7(8H)-on,
3,9-dimetil-5-(o-tolil)furo[3,2-g]kuinolin-7(8H)-on,
5-(2-fluorfenil)-3,6,9-trimetilfuro[3,2-glkuinolin-7(8H)-on,
3,6,9-trimetil-5-fenilfuro[3,2-g]kuinolin-7(8H)-on,
3,8,9-trimetil-5 -fenilfuro [3 ,2-g] kuinolin-7(8H)-on,
6-bromo-3,8,9-trimetil-5-fenilfuro[3,2-g]kuinolin-7(8H)-on,
3,6,8,9-tetrametil-5-fenilfuro[3,2-g]kuinolin-7(8H)-on,
3,6,9-trimetil-5-fenilisoksazolo[4,5-glkuinolin-7(8H)-on,
5-(2-klorfenil)-3 ,6,9-trimetilfuro [3 ,2-g] kuinolin-7(8H)-on,
3,6,8-trimetil-5-fenilfuro[2,3-b][1,8]nafthyridin-7(8H)-on,
3,9-dimetil-5-fenilisoksazolo[4,5-g]kuinolin-7(8H)-on,
3,6,8,9-tetrametil-5-fenilisoksazolo[4,5-g]kuinolin-7(8H)-on,
3,6,9-trimetil-5-(piridin-3-il)furo[3,2-g]kuinolin-7(8H)-on,
3,6,8,9-tetrametil-5 -(piridin-3 -il)furo [3 ,2-g] kuinolin-7(8H)-on,
3,6,8,9-tetrametil-5-(piridin-3-il)isoksazolo[4,5-g]kuinolin-7(8H)-on,
3,6,8,9-tetrametil-5-(o-tolil)furo[3,2-g]kuinolin-7(8H)-on,
5-(2-klorfenil)-3,6,8,9-tetrametilfuro([3,2-glkudnotin-7(8H)-on,
5-(2-fluorfenil)-3,6,8,9-tetrametilfuro(3,2-g]kuinolin-7(8H)-on, dhe
5-(2-metoksipiridin-3-il)-3,6,8,9-tetrametilfuro[3,2-g]kuinolin-7(8H)-on,.
ose njé kripé, tretés ose prodrogé e saj.
9. Njé kompozim farmaceutik qé pérfshin njé pérbérje sipas ndonjérit prej pretendimeve 1
deri né 8 dhe njé mbartés ose tretés farmaceutikisht té pranueshém.
10. Njé pérbérje sipas ndonjérit prej pretendimeve 1 deri né 8 pér pérdorim né trajtimin e
sémundjeve ose gjendjeve mjekésore.



11.

12.

13.

Pérdorimi i njé pérbérje sipas ndonjérit prej pretendimeve 1 deri né 8 pér prodhimin e njé
kompozimi farmaceutik pér trajtimin e sémundjeve ose gjendjeve mjekésore.

Pérbérja pér pérdorim sipas pretendimit 10 ose pérdorimi sipas pretendimit 11, ku
sémundja ose gjendja mjekésore e sipérpérmendur éshté njé sémundje ose gjendje
mjekésore ku frenimi i kanalit té kaliumit té mbyllur me tension Kv1.3 éshté i dobishém, ku
sémundja ose gjendja mjekésore e sipérpérmendur éshté zgjedhur nga grupi i pérbéré prej
psoriasis, artriti psoriatrik, tiroiditi autoimun, sémundja Hashimoto, sémundja e Grave,
artriti reumatoid, vitiligo, sémundja e Crohn, koliti ulcerativ, sémundja inflamatore e
zorréve, spondiliti ankiloz (Morbus Bechterew), sémundja periodontale, diabeti tip |,
skleroza e shuméfishté, lupus eritematoz sistemik, glomerulonefriti i membranés bazale
anti-glomerulare, glomerulonefriti progresiv me shpejtési, insuficiencé kronike renale e
avancuar, sémundje kronike e veshkave, fibrozé renale, uveit, pars planitis, astma,
pemfigus foliaceus, mioziti trupor pérfshirés, dermatomioziti, sklerodermia, sémundja
Behcet, dermatiti atopik, dermatiti alergjik dhe irritues i kontaktit, liken planus, sindroma e
Sjogren, reagimi shartim-kundrejt-pritésit reagim prités-kundér-shartim, refuzim i
transplantit, sémundje renale né fazén pérfundimtare, refuzimi i alotransplantimit me
pérbérje té vaskularizuar, alopecia areata, sémundje inflamatore e resorbimit té kockave,
vaskuliti anti-neutrofil citoplazmatik i lidhur me autoantitrupa, osteoartriti, sémundje qé
shogérohen me hiperplazi intimale, kancerin e gjirit, leuceming, adenokarcinoma té
mushkérive humane, limfomé klinike T-qelizé, leukozé kronike

osteosarkoma, neuroblastoma, kanceri i vezoreve dhe melanoma, ¢rregullime
neuroinflamatore, neurodegjenerim, ¢rregullime neurokognitive té shogéruara me HIV-1
(HAND), stres oksidativ i shkaktuar nga mikroglia né sémundjen e Alzheimerit, mbipesha
dhe rezistenca ndaj insulinés, restenozé/hiperplazia neointimale, ateroskleroza e
arteriosklerozés ose ASVD), sindromé akute koronare, goditje akute ishemike,
hipertension.
Njé metodé pér prodhimin e njé pérbérjeje sipas formulés Il té késaj shpikjeje, ku Al éshté
C-R® dhe A% éshté zgjedhur nga grupi i pérbéré prej CH dhe N; dhe ku metoda e
sipérpérmendur éshté karakterizuar nga shndérrimi i méposhtém:

SA&AS
[ _A*
2
Br*\ \R
w |l .
¥ TAYSINGTO
. R7

ku A3, A%, A>, A5, R?, R7, R& dhe Y jané si¢c pércaktohet mé sipér;
W éshté zgjedhur nga grupi i pérbéré prej

W4
Rifo LJ

£’ and dhe -



ku R® éshté si¢ pércaktohet mé sipér, W? éshté zgjedhur nga grupi i pérbéré prej CH,, CH-CHs,
C(CHs),, CH-CH,-CH3, C(CH3)-CH>-CHs, CH-CH(CHs)-CHs, dhe CH-CH,-CH>-CHs, dhe metoda e
sipérpérmendur pérfshin mé tej hapin e alkilimit intramolekular té ndérmjetésuar nga metali né
pozicionin e shénuar me njé yll né formulén e mésipérme Il ’;
ose W éshté hidrogjen dhe metoda e sipérpérmendur pérfshin mé tej acilimin e ndérmjetésuar
nga metali i tranzicionit né pozicionin e shénuar me njé yll né formulén e mésipérme Ill ‘duke
pérdorur

W2 _0
Y ~”
SI'IREE

»

ku W? éshté si¢c pércaktohet mé sipér dhe R° éshté (C;3-Cs)alkil; e ndjekur nga ciklizimi duke
pérdorur hidroksilaminég.
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1. Njé pérzierje qé pérfshin:

(i) njé vaj kastori té etoksiluar gé pérmban nga 8 deri né 200 grupe etileneoksi -
E484 shtesé, dhe/ose esteré glikoli polietileni té acideve té yndyrshme té marra nga
vaji i sojés - E487 shtesé, dhe

(ii) oleina vegjetale zgjedhur nga grupi gé pérfshin ose, né ményré alternative, qé
pérbéhet prej njé acidi oleik, acid linoleik, acid linolenik, njé triglicerid i acidit
oleik, njé vaj vegjetal ose pérzierje e tyre, dhe

(iii) njé glikol 1,2-propanediol.

2. Pérzierja sipas pretendimit 1, ku pérzierja e sipérpérmendur pérfshin:

(i) njé vaj kastori té etoksiluar gé pérmban nga 10 deri né 150 grupe etileneoksi, né
ményré té preferueshme nga 20 deri né 80 grupe etileneoksi - E484 shtesé dhe/ose
esteré glikoli polietilene té acideve té yndyrshme té marra nga vaji i sojés - E487
shtesé, dhe

(i1) oleina vegjetale zgjedhur nga grupi gé pérfshin ose, né ményré alternative, qé
pérbéhet prej njé acidi oleik, acid linoleik, acid linolenik, njé triglicerid i acidit
oleik, njé vaj vegjetal ose pérzierje e tyre, dhe

(iii) njé glikol 1,2-propanediol; né ményré té preferueshme né njé sasi té pérfshiré
nga 55 deri né 20% té peshés, edhe mé shumé né ményré té preferueshme nga 10
deri né 15% té peshés, relative te pesha totale e pérzierjes.

3. Pérzierja sipas pretendimit 1 ose 2, ku oleinat vegjetale té sipérpérmendura (ii) jané
zgjedhur nga grupi gé pérfshin ose, né ményré alternative, qé pérbéhet prej acidit oleik,
acidit linoleik, acidit linolenik, trigliceridet e acidit oleik, vajit vegjetal ose pérzierjet e tyre.

4. Pérzierja sipas pretendimit 3, ku vaji vegjetal i sipérpérmendur éshté zgjedhur nga grupi
gé pérfshin ose, né ményré alternative, qé pérbéhet prej vaj ulli, vaj liri, vaji i farave té



rrushit, vaj Kikiriku, vaj misri, vaj palme, vaj luledielli dhe vaj soje ose pérzierje té tyre; né
ményré té preferueshme, vaji vegjetal i sipérpérmendur qé pérfshin ose, né ményré
alternative, gé pérbéhet prej njé vaj ulliri dhe/ose njé vaj palme.

5. Pérzierja sipas pretendimit 3, ku oleinat vegjetal té sipérpérmendur pérfshin ose, né
ményreé alternative, pérbéhet prej njé acidi oleik né njé sasi pérfshiré nga 70 deri né 99% té
peshés, relative te pesha totale e oleinave vegjetale, dhe/ose njé acid linoleik né njé sasi té
pérfshiré nga 30 deri né 1% te peshés, relative te pesha totale e oleinave vegjetale; ose ku
oleina vegjetale e sipérpérmendur pérfshin ose, né ményré alternative, pérbéhet prej njé
acidi oleik né njé sasi pérfshiré nga 75 deri né 90% té peshés, relative te pesha totale e
oleinave vegjetale dhe/ose e njé acidi linoleik né njé sasi té pérfshira nga 25% deri né 10%
té peshés, relative te pesha totale e oleinave vegjetale; né ményré té preferueshme njé acid
oleik né njé sasi té pérfshiré nga 80 deri né 85% té peshés, relative te pesha totale e
oleinave vegjetale, dhe/ose njé acid linoleik né njé sasi pérfshiré nga 20% deri né 15% té
peshés, relative te pesha totale e oleinave vegjetale.

6. Pérzierja sipas njé prej pretendimeve té méparshme, ku oleinat vegjetale té
sipérpérmendura pérfshijné ose, né ményré alternative, pérbéhen prej njé vaji vegjetal,
sipas pretendimit 4, dhe njé acid oleik dhe/ose njé acid linolenik, sipas pretendimit 3 ose 5;
né njé raport té peshés pérfshiré nga 1:3 deri né 3:1 [vaj vegjetal: acid oleik dhe/ose acid
linolenik], né ményré té preferueshme nga 1:2 deri né 2:1 [vaj vegjetal: acid oleik dhe/ose
acid linolenik], edhe mé shumé né ményré té preferueshme né njé raport nga pesha e 1:1
[vaj vegjetal: acid oleik dhe/ose acid linolenik].

7. Pérzierja sipas njé prej pretendimeve té méparshme, ku pérzierja e sipérpérmendur
pérfshin vajin e kastorit té etoksiluar té sipérpérmendur - E484 shtesé dhe/ose esteret e
gikolit polietilene té sipérpérmendur té acideve té yndyrshme té marra nga vaji i Sojés -
E487 shtesé dhe oleinat vegjetale té sipérpérmendura né njé raport té peshés pérfshiré nga
1:4 deri né 4:1, né ményré té preferueshme nga 1:2 deri né 2:1, edhe mé shumé né ményré
té preferueshme 1:1.

8. Périzerja sipas ¢donjérit prej pretendimeve té méparshme, ku pérzierja e sipérpérmendur
pérfshin ose, né ményré alternative, pérbéhet prej:
- (i) vaj kastori i etoksiluar gé pérmban 20 ose 40 grupe etileneoksi - E484 shtesé,
né njé sasi té pérfshiré nga 40% deri né 60%, né ményré té preferueshme 50% té
peshés, relative te pesha totale e pérzierjes, dhe
- (ii) oleinat vegjetale zgjedhur nga grupi gé pérfshin ose, né ményré alternative, gé
pérbéhet prej njé acidi oleik, acidi linoleik, acidi linolenik ose pérzierje té tyre, né
njé sasi gé pérfshin nga 30% deri né 50%, né ményreé té preferueshme 40% té
peshés, relative te pesha totale e pérzierjes, dhe
(iii) njé glikol 1,2-propanediol, né njé sasi té pérfshiré nga 5% deri né 15%, né
ményré té preferueshme 10% té peshés, relative te pesha totale e pérzierjes.



9. Njé ushgim kafshe né formé solide qé pérmban Iéng dhe/ose substanca tretése solide, kjo
e fundit né formén e pluhurave ose copézave, té karakterizuara né até qé pérfshin
pérzierjen sipas ¢cdonjérit prej pretendimeve té méparshme 1-8.

10. Njé proces pér pérgatitjen e njé ushgimi kafshe sipas pretendimit 9, ku procesi i
sipérpérmendur pérfshin té paktén njé hap né té cilin pérzierja, sipas ¢donjérit prej
pretendimeve té méparshme 1-8, &shté shtuar né ményreé té drejtpérdrejté ose né ményreé jo
té drejtpérdrejté, né rastin e fundit e para gé éshté tretur ose shkriré né ujé ose shtuar te njé
mbartés, te 1éngu dhe/ose substancat tretése solide né formén e pluhurit ose grimcave ose
né ményré opsionale Iéngje té tjera ose komponenté solid té ushgimit té kafshés.

11. Procesi sipas pretendimit 10, ku procesi i sipérpérmendur pérfshin té paktén njé hap né
té cilin pérzierja, sipas cdonjérit prej pretendimeve té méparshme 1-8, éshté shtuar te njé
komponent hidrofobik me origjiné nga kafsha ose vegjetale né formé Iéngu ose solide né
temperaturé dhome, komponenti hidrofobik i sipérpérmendur qé éshté zgjedhur nga grupi
gé pérfshin lipide nga kafsha dhe/ose vegjetale, vajra nga kafsha dhe/ose vegjetale dhe
yndyrna nga kafsha dhe/ose vegjetale, né ményré té preferueshme njé yndyré nga kafsha,
dhe mé pas substanca tretése 1éng dhe/ose solide né formé pluhuri ose grimce ose né
ményré opsionale komponenté te tjeré 1éng ose solid té ushgimit té kafshés jané shtuar.
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(57) 1. Aparat pér shkrirjen e ngarkesave metalurgjike gé pérfshin njé banjé furrnalte

gé mund té pérmbajé njé ngarkesé té shkriré deri né njé nivel té pércaktuar, i
karakterizuar nga fakti gé furrnalta éshté e pajisur me:

- té paktén njé llambé té patransferueshme plazme pér krijimin e gazeve té para
té nxehta;

- té paktén njé vatér oksigazi pér krijimin e gazeve té dyta té nxehta; dhe,

- injektoré té zhytur pér injektimin e gazeve té lartpérmendura té para dhe té

dyta té nxehta nén nivelin e lartpérmendur té pércaktuar.

2. Aparati né pérputhje me pretendimin 1, ku si mé lart té paktén njé vatér dhe té

paktén njé llambé ndodhen nén nivelin e lartpérmendur té pércaktuar.

3. Aparati sipas cilitdo prej pretendimeve 1 deri né 2, ku raporti i entalpisé nominale
totale i shprehur si MJ/s i vatrave té oksigazit me até té llambave té plazmés éshté 1.5 deri
né 5:1.

4. Aparati sipas cilitdo prej pretendimeve 1 deri né 3, ku raporti i prurjes nominale
totale té gazit i shprehur si Nm?3/s, pér t'u furnizuar né vatrat e oksigazit me até pér t'u

furnizuar né llambat e plazmés preferohet té jeté 1:10 deri né 10:1.
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5. Aparati sipas cilitdo prej pretendimeve 1 deri né 4, ku furrnalta ka njé formé
pérgjithésisht cilindrike, duke pasur njé fund rrethor me njé diametér d dhe mure

anésore té njé lartésie h, ku raporti i h me d éshté mbi 4.

6. Pérdorimi i aparatit né pérputhje me pretendimet 1 deri né 5 pér shkrirjen e

ngarkesave metalurgjike.

7. Procesi pér shkrirjen e ngarkesave metalurgjike duke pérdorur aparatin sipas
cilitdo prej pretendimeve 1 deri né 5, pérfshin hapat e:

- furnizimit té njé ngarkese metalurgjike duke pérfshiré metalet transitore dhe
krijuesit e skorieve né furrnalté;

- shkrirjes sé ngarkesés duke pérdorur vatrat e oksigazit si burim parésor entalpie,
duke formuar késhtu njé aliazh gé pérfshin njé pjesé té paré té metaleve transitore dhe njé
skorie gé pérfshin njé pjesé té dyté té metaleve transitore;

- trajtimit té skories né kushte reduktimi té forté duke pérdorur llambat e plazmés si
burim parésor té entalpisé, duke formuar késhtu njé aliazh té pasur me metale transitore
dhe njé skorie té varféruar nga metalet transitore duke e transferuar pjesén e dyté té
lartpérmendur t€ metaleve transitore nga skoria tek aliazhi; dhe,

- vecimit me goditje té aliazhit dhe té skories sé varféruar.

8. Procesi pér shkrirjen e ngarkesave metalurgjike duke pérdorur aparatin sipas
cilitdo prej pretendimeve 1 deri né 5, pérfshin hapat e:

- furnizimit té njé ngarkese metalurgjike duke pérfshiré metalet transitore dhe
krijuesit e skorieve né furrnalté;

- shkrirjes sé ngarkesés duke pérdorur vatrat e oksigazit si burim parésor entalpie,
duke formuar késhtu njé aliazh té paré qé pérfshin njé pjesé té paré té metaleve transitore
dhe njé skorie gé pérfshin njé pjesé té dyté té metaleve transitore;

- vecimit me goditje té aliazhit té& paré, duke e |éné skorien né furrnalté;

- trajtimit té skories né kushte reduktimi té forté duke pérdorur llambat e
plazmés si burim parésor té entalpisé, duke formuar késhtu njé aliazh té dyté té pasur

me metale transitore dhe njé skorie té varféruar nga metalet transitore duke e
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transferuar pjesén e dyté té lartpérmendur té€ metaleve transitore nga skoria tek
aliazhi; dhe,

- vecgimit me goditje té aliazhit té dyté dhe té skories sé varféruar.

9. Procesi pér shkrirjen e ngarkesave metalurgjike duke pérdorur aparatin sipas
cilitdo prej pretendimeve 1 deri né 5, pérfshin hapat e:
- furnizimit té njé ngarkese metalurgjike duke pérfshiré metalet transitore dhe
krijuesit e skorieve né furrnalté;
- shkrirjes sé ngarkesés né kushte reduktimi té forté duke pérdorur llambat e
plazmés si burim parésor té entalpisé, duke formuar késhtu njé aliazh qé pérfshin metale
transitore dhe njé skorie té paré té varféruar nga metalet transitore;
- vecgimit me goditje té skories sé paré, duke e |éné aliazhin né furrnalté;
- trajtimit té aliazhit duke pérdorur vatrat e oksigazit si burim parésor entalpie,
duke formuar késhtu njé aliazh pjesérisht té varféruar nga metalet transitore dhe njé
skorie té dyté té pasur né metale

transitore duke transferuar pjesé té metaleve transitore nga aliazhi te skoria e
dyté; dhe,

- vecimit me goditje té aliazhit té varféruar dhe té skories sé dyté.

10. Procesi sipas cilitdo prej pretendimeve 7 deri né 9, ku injektorét e zhytur
ndodhen né ményré té atillé gé té injektojné né skorie gazet e lartpérmendura té para
dhe té dyta.
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