Anness I

Lista tal-ismijiet, ghamla farmacewtika, qawwa tal-prodott
medicinali veterinarju, speci ta’ annimal, mnejn jinghata, I-
applikant/id-detentur tal-awtorizzazzjoni ghat-tqeghid fis-
suq fl-Istati Membri
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Stat Membru Applikant/Id- Isem Ghamla Qawwiet Speci ta’ | Frekwenza u mnejn | Doza rakkomandata

UE/ZEE detentur tal- farmacewtika annimal jinghata
awtorizzazzjoni ghat-
tgeghid fis-suq

L-Awstrija Dechra Limited, Clavudale 50 mg | Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business tablet for cats Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, and dogs ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

II-Belgju Dechra Limited, Clavudale 50 mg | Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business tablet for cats Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, and dogs ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

Ir-Repubblika Dechra Limited, Clavudale 50 mg | Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza

Ceka Sansaw Business tablet for cats Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, and dogs ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

Id-Danimarka Dechra Limited, Clavudale Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business 40 mg/ 10 mg Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, tablet for cats ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, and dogs acidu klavulaniku/kg

Shropshire SY4 4AS,
United Kingdom

piz tal-gisem
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UE/ZEE detentur tal- farmacewtika annimal jinghata
awtorizzazzjoni ghat-
tgeghid fis-suq

II-Finlandja Dechra Limited, Clavudale Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business 40 mg/ 10 mg Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, tablet for cats ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, and dogs acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

Franza Dechra Limited, Clavudale 50 mg | Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business tablet for cats Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, and dogs ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

II-Germanja Dechra Limited, Clavudale Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business 40 mg/ 10 mg Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, tablet for cats ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, and dogs acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

II-Gredja Dechra Limited, Clavudale Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business 40 mg/ 10 mg Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, tablet for cats ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, and dogs acidu klavulaniku/kg

Shropshire SY4 4AS,
United Kingdom

piz tal-gisem
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L-Ungerija Dechra Limited, Clavudale 50 mg | Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business tablet for cats Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, and dogs ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

L-Islanda Dechra Limited, Clavudale Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business 40 mg/ 10 mg Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, tablet for cats ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, and dogs acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

L-Irlanda Dechra Limited, Clavudale 50 mg | Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business tablet for cats Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, and dogs ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

Il-Lussemburgu | Dechra Limited, Clavudale 50 mg | Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business tablet for cats Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, and dogs ghal 5-7 ijiem amoxicillin/ 2.5 mg

Shrewsbury,
Shropshire SY4 4AS,
United Kingdom

acidu klavulaniku/kg
piz tal-gisem
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Il-Pajjizi I-Baxxi | Dechra Limited, Clavudale Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business 40 mg/ 10 mg Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, tablet for cats ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, and dogs acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

In-Norvegja Dechra Limited, Clavudale Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business 40 mg/ 10 mg Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, tablet for cats ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, and dogs acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

II-Polonja Dechra Limited, Clavudale 50 mg | Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business tablet for cats Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, and dogs ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

II-Portugall Dechra Limited, Clavudale Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business 40 mg/ 10 mg Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, tablet for cats ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, and dogs acidu klavulaniku/kg

Shropshire SY4 4AS,
United Kingdom

piz tal-gisem
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Ir-Repubblika Dechra Limited, Clavudale 50 mg | Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza

Slovakka Sansaw Business tablet for cats Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, and dogs ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

Spanja Dechra Limited, Clavudale Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business 40 mg/ 10 mg Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, tablet for cats ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, and dogs acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

L-Isvezja Dechra Limited, Clavudale Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business 40 mg/ 10 mg Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, tablet for cats ghal 5-7 ijiem amoxicillin/ 2.5 mg
Shrewsbury, and dogs acidu klavulaniku/kg
Shropshire SY4 4AS, piz tal-gisem
United Kingdom

Ir-Renju Unit Dechra Limited, Clavudale 50 mg | Pillola Amoxicillin 40 mg Qtates u | Ghoti orali, Rata ta’ doza
Sansaw Business tablet for cats Clavulanic acid 10 mg | klieb darbtejn kuljum standard ta’ 10 mg
Park, Hadnall, and dogs ghal 5-7 ijiem amoxicillin/ 2.5 mg

Shrewsbury,
Shropshire SY4 4AS,
United Kingdom

acidu klavulaniku/kg
piz tal-gisem
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Anness 11

Konkluzjonijiet xjentifi¢i ghall-ghoti tal-awtorizzazzjoni ghat-
tqeghid fis-suq
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Sommarju generali tal-evalwazzjoni xjentifika ta’
Clavudale 50 mg pilloli ghall-qtates u I-klieb u I-ismijiet
assocjati (ara anness I), minn hawn il-quddiem issir
referenza ghalih bhala Clavudale 50 mg

1. Introduzzjoni

Clavudale 50 mg pilloli fih amoxicillin u ac¢idu klavulaniku fi proporzjon ta’ 4:1, ghalhekk il-pillola ta’
50 mg fiha 40 mg amoxicillin/10 mg acidu klavulaniku. L-indikazzjonijiet proposti huma firxa ta’ mard
li jinkludu pijoderma profonda u superficjali, infezzjonijiet tat-tessut artab, infezzjonijiet tas-snien,
infezzjonijiet tal-apparat urinarju, mard respiratorju u enterite fil-klieb u I-gtates. Ir-rata ta’ doza
standard proposta hija ta’ 12.5 mg/kg darbtejn kuljum ghal 5-7 ijiem. F'minorita ta’ kazijiet (kazijiet
refrattorji), hija proposta rata ta’ doza ta’ 25 mg/kg darbtejn kuljum sa 28 gurnata.

Clavudale 50 mg gie awtorizzat fir-Renju Unit fi 08/01/2010 skont I-Artikolu 13(1) tad-

Direttiva 2001/82/KE. Qieghda tigi ddikjarata bijoekwivalenza mal-prodott ta’ referenza, Synulox
Palatable Tablets 50 mg, imqgieghed fis-sug minn Pfizer Ltd u awtorizzat fir-Renju Unit sa mill-
20/08/1990.

L-applikazzjoni giet sottomessa lill-Istati Membri Kkoné¢ernati (L-Awstrija, il-Belgju, ir-Repubblika Ceka,
id-Danimarka, il-Finlandja, Franza, il-Germanija, il-Gre¢ja, I-Ungerija, I-Islanda, I-Irlanda, il-
Lussemburgu, il-Pajjizi I-Baxxi, in-Norvegja, il-Polonja, il-Portugall, ir-Repubblika Slovakka, Spanja u I-
Isvezja) skont il-procedura ta’ rikonoxximent reciproku. Matul il-procedura, kien hemm nugqas ta’ gbil
bejn |-Istat Membru ta’ Referenza u I-Istati Membri Kkonc¢ernati dwar it-turija ta’ bijoekwivalenza fil-
gtates bhala I-ispe¢i fil-mira. Zewg Stati Membri Kkonéernati (il-Pajjizi I-Baxxi u I-Isvezja) ikkunsidraw
li I-awtorizzazzjoni ta’ Clavudale 50 mg fil-gtates tista’ tipprezenta riskju serju potenzjali ghas-sahha
tal-annimal minhabba li s-sigurta u l-effikacja tal-prodott ma kinux intwerew bizzejjed. Bhala
konsegwenza |-kwistjoni giet riferuta lis-CVMP.

Is-CVMP intalab jaghti I-opinjoni tieghu dwar it-thassib imqgajjem mill-Istati Membri Kkoncernati u biex
jikkonkludi dwar il-bilan¢ ta’ benfic¢ju /riskju ghal Clavudale 50 mg.

2. Evalwazzjoni tad-dejta sottomessa

Dan ir-riferiment skont I-Artikolu 33(4) tad-Direttiva 2001/82/KE sar fuq bazi li I-applikant ma kienx
wera b’'mod sufficjenti I-bijoekwivalenza bejn il-prodott generiku, Clavudale 50 mg pillola ghall-gtates u
I-klieb, u I-prodott ta’ referenza, Synulox Palatable Tablets 50 mg, fil-qtates bhala I-ispeci fil-mira.

L-applikant kien wettaq studju ta’ bijoekwivalenza in vivo crossover fugq zewg perjodi fil-gtates. Barra
minn hekk, sar studju komparattiv ta’ dissoluzzjoni in vitro bejn il-prodotti generici u ta’ referenza. Fl-
istudju ta’ bijoekwivalenza in vivo li sar fuq il-gtates, I-intervall ta’ fidu¢ja ta’ 90% ghall-proporzjon tal-
mezzi geometrici tal-parametri farmakokinetici pivotali biex juri I-bijoekwivalenza kien jaga’ fil-limiti
pre-definiti ta’ accettazzjoni ta’ 0.8 sa 1.25 ghall-acidu klavulaniku. Madankollu, fil-kaz tal-amoxicillin,
il-limitu [-aktar baxx tal-intervall ta’ fidu¢ja ta’ 90% ghall-proporzjon tal-mezzi geometrici ghall-
koncentrazzjoni massima tal-plasma (Cax) U I-erja taht il-konc¢entrazzjoni tal-plasma /kurva tal-hin
(AUC) waga’ ezatt taht il-limitu ta’ a¢cettazzjoni. Meta dejta minn qgattus partikulari, ikkunsidrata bhala
varjabbli hafna mill-applikant, kienet eskluza mill-analizi, |-intervall ta’ fiducja ta’ 90% waqga’ bejn il-
limiti ta’ ac¢cettazzjoni. Madankollu, is-CVMP ikkunsidra li ma kienx xieraq li r-rizultati minn analizi ta’
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bijoekwivalenza jigu eskluzi jekk ma kinitx saret dispozizzjoni ghal dan fil-protokoll tal-istudju. Ir-
raguni ghall-profil farmakokinetiku anomalu f'dan il-gattus mhijiex maghrufa.

Kien ikkunsidrat li, minhabba I-varjabilita simili li kienet dehret bejn I-istudju fuqg il-gtates u I-istudju
akbar ta’ bijoekwivalenza fuq il-klieb, id-dags izghar tal-istudju fuq il-gtates jista’ jkun li ghamlu aktar
vulnerabbli ghall-effetti ta’ qattus wiehed bi profil farmakokinetiku anomalu. In-nuqqgas ta’ turija ta’
bijoekwivalenza seta’ kien influwenzat mid-disinn tal-istudju (nuggas ta’ sahha) aktar milli minn
nuqqgas veru ta’ bijoekwivalenza tal-prodotti generici u ta’ referenza.

Il-linja gwida dwar it-twettiq ta’ studji ta’ bijoekwivalenza turi li bijoekwivalenza (bbazata fuq dejta in
vivo) ghandha dejjem tigi stabbilita fuq il-bazi ta’ studji konklussivi f'’kull speci magguri ta’ annimali i
ghalihom gieghda tintalab I-indikazzjoni. Minkejja dan, I-istudju ta’ bijoekwivalenza fil-klieb jipprovdi
assigurazzjoni li I-formulazzjoni tal-prodott mhijiex probabbli li tkun fattur li jikkontribwixxi ghall-
impatt fuq il-bijodisponibilita fil-gtates minhabba li I-pilloli ta’ 50 mg u ta’ 250 mg huma direttament
proporzjonali u I-bijoekwivalenza fil-klieb kienet intweriet b'mod suffi¢jenti ghaz-zewg sustanzi attivi.
Intwera i, fil-klieb, is-sustanzi mhux attivi I-aktar uzati li kienu prezenti fil-formolazzjoni generika ma
affettwawx ir-rata jew I-ammont ta’ assorbiment ta’ amoxicillin.

L-istudji ta’ dissoluzzjoni pprezentati mill-applikant urew profili simili ta’ dissoluzzjoni meta tqabblu
gawwiet differenti tal-prodotti generici u ta’ referenza, li jipprovdu riassigurazzjoni ulterjuri dwar il-
kwalita farmacewtika tal-pilloli.

Minhabba dan ta’ hawn fuq, kif ukoll minhabba |-isforzi attwali biex jitnaggas in-numru ta’ annimali li
jiehdu sehem fl-istudji, ma kienx ikkunsidrat |li huwa necessarju u gustifikabbli li I-applikant jintalab
biex iwettaq studju iehor, akbar fuq il-gtates.

Ir-ragunijiet ghar-rakkomandazzjoni ghall-ghoti tal-
awtorizzazzjonijiet ghat-tqeghid fis-suq

Wara li kkunsidra d-dejta kollha sottomessa bil-miktub, is-CVMP jikkonkludi li ma hemmx bazi
xjentifika rigoruza ghal konkluzjoni ta’ riskju serju fil-qtates bhala I-ispeci fil-mira fug bazi ta’ limitu
aktar baxx ta’ fidu¢ja ghall-AUC ta’ amoxicillin li waqga’ ftit taht il-limitu |-aktar baxx specifikat minn
gabel. Minhabba i,

e is-sustanzi mhux attivi u s-sustanzi attivi huma maghrufin sew;
e is-similarita tal-formulazzjonijiet tal-prodott generiku u ta’ referenza;

e jt-turija accettata ta’ bijoekwivalenza ta’ bejn il-limiti ta’ accettazzjoni ta’ 0.8-1.25 fil-klieb
permezz ta’ pillola b’gawwa differenti;

e il-profili simili u rapidi hafna ta’ dissoluzzjoni tal-prodotti generi¢i u ta’ referenza fit-tliet pHs;

huwa kkunsidrat li I-piz tal-evidenza jappoggja li I-benefic¢ji ta’ dan il-prodott meta uzat fuq il-qtates
jeghleb ir-riskji potenzjali.

Ghalhekk, is-CVMP jirrakkomanda I-ghoti tal-awtorizzazzjonijiet ghat-tqeghid fis-suq ghal Clavudale
50 mg pilloli ghall-klieb u I-gtates u I-ismijiet assoc¢jati (ara Anness I) li ghalihom is-sommarju tal-
karatteristici tal-prodott, it-tikketti u I-fuljett ta’ taghrif huma stabbiliti f’Anness III.

9/10



Anness 111

Sommarju tal-karatteristici tal-prodott, it-tikketti u I-fuljett
ta’ taghrif

Is-sommarju tal-karatteristici tal-prodott, it-tikketti u I-fuljett ta’ taghrif validi huma I-verzjonijiet finali
li ntlahqu matul il-procedura tal-grupp ta’ Koordinazzjoni.
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