ANNESS I

LISTA TA' L-ISMIJIET, GHAMLIET FARMACEWTICI, QAWWIET TAL-PRODOTTI
MEDICINALI, MNEJN JINGHATA, ID-DETENTURI TA' L-AWTORIZZAZZJONI GHAT-
TQEGHID FIS-SUQ FL-ISTATI MEMBRI



Stat membru |Id-Detentur ta’ 1-Awtorizzazzjoni |INN Isem ivvintat awwa Ghamla Mnejn

EU/EEA ghat-tqeghid fis-suq Isem Farmacewtika jinghata

L-Awstrija Novartis Pharma GmbH valsartan + Co-Diovan 80mg/12,5mg |pilloli miksija b’rita  |orali
Brunner Strasse 59 hydrochlorothiazide|80 mg/12,5 mg -
A-1235 Wien Filmtabletten

L-Awstrija Novartis Pharma GmbH valsartan + Co-Diovan forte 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Brunner Strasse 59 hydrochlorothiazide|160 mg/12,5 mg -
A-1235 Wien Filmtabletten

L-Awstrija Novartis Pharma GmbH valsartan + Co-Diovan 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Brunner Strasse 59 hydrochlorothiazide|320 mg /12,5 mg -
A-1235 Wien Filmtabletten

L-Awstrija Novartis Pharma GmbH valsartan + Co-Diovan fortissimum 160 mg / 25 mg pilloli miksija b’rita  |orali
Brunner Strasse 59 hydrochlorothiazide|160 mg/25 mg -
A-1235 Wien Filmtabletten

L-Awstrija Novartis Pharma GmbH valsartan + Co-Diovan 320 mg/ 25 mg pilloli miksija b’rita  |orali
Brunner Strasse 59 hydrochlorothiazide|320 mg/25 mg -
A-1235 Wien Filmtabletten

L-Awstrija Novartis Pharma GmbH valsartan + Co-Angiosan 80mg/12.5mg |pilloli miksija b’rita  |orali
Brunner Strasse 59 hydrochlorothiazide|80 mg/12,5 mg -
A-1235 Wien Filmtabletten

L-Awstrija Novartis Pharma GmbH valsartan + Co-Angiosan forte 160 mg/ 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Brunner Strasse 59 hydrochlorothiazide|12,5 mg - Filmtabletten
A-1235 Wien

L-Awstrija Novartis Pharma GmbH valsartan + Co-Angiosan 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Brunner Strasse 59 hydrochlorothiazide|320 mg /12,5 mg -
A-1235 Wien Filmtabletten

L-Awstrija Novartis Pharma GmbH valsartan + Co-Angiosan fortissimum 160 mg / 25 mg pilloli miksija b’rita  |orali
Brunner Strasse 59 hydrochlorothiazide|160/25 mg - Filmtabletten
A-1235 Wien

L-Awstrija Novartis Pharma GmbH valsartan + Co-Angiosan 320 mg/ 25 mg pilloli miksija b’rita  |orali
Brunner Strasse 59 hydrochlorothiazide|320 mg/25 mg -

A-1235 Wien

Filmtabletten
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II-Belgju N.V. Novartis Pharma S.A. valsartan + Co-Diovane 80/12,5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Medialaan 40, bus 1 hydrochlorothiazide
B-1800 Vilvoorde

II-Belgju N.V. Novartis Pharma S.A. valsartan + Co-Diovane 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Medialaan 40, bus 1 hydrochlorothiazide
B-1800 Vilvoorde

II-Belgju N.V. Novartis Pharma S.A. valsartan + Co-Diovane 320/12.5 mg 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Medialaan 40, bus 1 hydrochlorothiazide
B-1800 Vilvoorde

II-Belgju N.V. Novartis Pharma S.A. valsartan + Co-Diovane 160/25 mg 160 mg /25 mg pilloli miksija b’rita  |orali
Medialaan 40, bus 1 hydrochlorothiazide
B-1800 Vilvoorde

II-Belgju N.V. Novartis Pharma S.A. valsartan + Co-Diovane 320/25 mg 320 mg/ 25 mg pilloli miksija b’rita  |orali
Medialaan 40, bus 1 hydrochlorothiazide
B-1800 Vilvoorde

II-Belgju N.V. Novartis Pharma S.A. valsartan + Co- Novacard 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Medialaan 40, bus 1 hydrochlorothiazide
B-1800 Vilvoorde

II-Belgju N.V. Novartis Pharma S.A. valsartan + Co- Novacard 160/12.5mg (160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Medialaan 40, bus 1 hydrochlorothiazide
B-1800 Vilvoorde

II-Belgju N.V. Novartis Pharma S.A. valsartan + Co- Novacard 160/25 mg 160 mg /25 mg pilloli miksija b’rita  |orali
Medialaan 40, bus 1 hydrochlorothiazide
B-1800 Vilvoorde

[I-Bulgarija  |Novartis Pharma GmbH valsartan + Co-Diovan 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

[I-Bulgarija  |Novartis Pharma GmbH valsartan + Co-Diovan 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide

D-90429 Niirnberg
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[I-Bulgarija  |Novartis Pharma GmbH valsartan + Co-Diovan 320/12.5 mg 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
[I-Bulgarija  |Novartis Pharma GmbH valsartan + Co-Diovan 160/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
[I-Bulgarija  |Novartis Pharma GmbH valsartan + Co-Diovan 320/25 mg 320 mg/ 25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
Cipru Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide
Frimley, Camberley
Surrey GU16 7SR
Cipru Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide
Frimley, Camberley
Surrey GU16 7SR
Cipru Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 160/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
Ir-Repubblika |Novartis s.r.o valsartan + Co-Diovan 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Ceka Nagano III. hydrochlorothiazide
U Nékladového nadrazi 10
130 00 Praha 3
Ir-Repubblika Ceka
Ir-Repubblika |Novartis s.r.0 valsartan + Co-Diovan 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Ceka Nagano III. hydrochlorothiazide
U Nékladového nadrazi 10
130 00 Praha 3
Ir-Repubblika Ceka
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Ir-Repubblika |Novartis s.r.o valsartan + Co-Diovan 160/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Ceka Nagano III. hydrochlorothiazide
U Nékladového nadrazi 10
130 00 Praha 3
Ir-Repubblika Ceka
Id-Danimarka |Novartis Healthcare A/S valsartan + Diovan Comp 80 mg/12.5 mg|80 mg/ 12.5 mg  |pilloli miksija b’rita  |orali
Lyngbyvej 172 hydrochlorothiazide
DK-2100 Copenhagen @
Id-Danimarka |Novartis Healthcare A/S valsartan + Diovan Comp 160 mg/12.5 [160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Lyngbyvej 172 hydrochlorothiazide|mg
DK-2100 Copenhagen @
Id-Danimarka |Novartis Healthcare A/S valsartan + Diovan Comp 320 mg/12.5 {320 mg/ 12.5mg |pilloli miksija b’rita  |orali
Lyngbyvej 172 hydrochlorothiazide|mg
DK-2100 Copenhagen @
Id-Danimarka |Novartis Healthcare A/S valsartan + Diovan Comp 160 mg/25 mg |160 mg /25 mg pilloli miksija b’rita  |orali
Lyngbyvej 172 hydrochlorothiazide
DK-2100 Copenhagen @
Id-Danimarka |Novartis Healthcare A/S valsartan + Diovan Comp 320 mg/25 mg {320 mg /25 mg pilloli miksija b’rita  |orali
Lyngbyvej 172 hydrochlorothiazide
DK-2100 Copenhagen @
L-Estonja Novartis Finland Oy valsartan + CO-DIOVAN 80mg/12.5mg |pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo
L-Estonja Novartis Finland Oy valsartan + CO-DIOVAN 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo
L-Estonja Novartis Finland Oy valsartan + CO-DIOVAN 320 MG/12,5 320 mg/12.5mg |pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide| MG FILM-COATED
FIN-02130 Espoo TABLETS
L-Estonja Novartis Finland Oy valsartan + CO-DIOVAN 160 mg / 25 mg pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide

FIN-02130 Espoo
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L-Estonja Novartis Finland Oy valsartan + CO-DIOVAN 320 MG/25 320 mg/ 25 mg pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide| MG FILM-COATED
FIN-02130 Espoo TABLETS

II-Finlandja  |Novartis Finland Oy valsartan + Diovan Comp 80mg/12.5 mg |80 mg/ 12.5 mg  |pilloli miksija b’rita  |orali
Metsidnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo

[I-Finlandja  |Novartis Finland Oy valsartan + Diovan Comp 160mg/12.5 [160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Metsidnneidonkuja 10 hydrochlorothiazide|mg
FIN-02130 Espoo

[I-Finlandja  |Novartis Finland Oy valsartan + Diovan Comp 320mg/12.5 |320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide|mg
FIN-02130 Espoo

[I-Finlandja  |Novartis Finland Oy valsartan + Diovan Comp 160mg/25 160 mg/ 25 mg pilloli miksija b’rita  |orali
Metsidnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo

II-Finlandja  |Novartis Finland Oy valsartan + Diovan Comp 320mg/25 mg {320 mg/ 25 mg pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo

Franza Novartis Pharma S.A.S. valsartan + Cotareg 80mg/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
2 & 4, rue Lionel Terray hydrochlorothiazide
92500 RUEIL-MALMAISON, Franza

Franza Novartis Pharma S.A.S. valsartan + Cotareg 160mg/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
2 & 4, rue Lionel Terray hydrochlorothiazide
92500 RUEIL-MALMAISON, Franza

Franza Novartis Pharma S.A.S. valsartan + Cotareg 160mg/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
2 & 4, rue Lionel Terray hydrochlorothiazide
92500 RUEIL-MALMAISON, Franza

II-Germanja  |Novartis Pharma GmbH valsartan + Cordinate plus 80/12.5mg |80 mg/12.5mg  |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + Cordinate plus 160/12.5 mg [160 mg/12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide

D-90429 Niirnberg
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II-Germanja  |Novartis Pharma GmbH valsartan + Cordinate plus 320/12.5 mg [320 mg/12.5mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + Co-Diovan 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + Co-Diovan 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + Co-Diovan 320/12.5 mg 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + Co-Diovan forte 160/25 mg 160 mg /25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + Co-Diovan forte 320/25 mg {320 mg /25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + Cordinate plus forte 160/25 160 mg /25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide|mg
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + Cordinate plus forte 320/25 [320 mg /25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide|mg
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + provas 80 comp 80/12.5 mg |80 mg/12.5mg  |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + provas 160 comp 160/12.5 [160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide|mg
D-90429 Niirnberg

II-Germanja  |Novartis Pharma GmbH valsartan + provas 320 comp 320/12.5 {320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide|mg

D-90429 Niirnberg
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II-Germanja  |Novartis Pharma GmbH valsartan + provas 160 maxx 160/25 mg {160 mg /25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
II-Germanja  |Novartis Pharma GmbH valsartan + provas 320 maxx 320/25 mg {320 mg/ 25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
II-Gre¢ja Novartis (Hellas) S.A.C.I. valsartan + Co-Diovan (80+12,5) mg 80mg/12,5mg |pilloli miksija b’rita  |orali
National Road No. 1 12th Km hydrochlorothiazide
Metamorphosis
GR-144 51
[I-Gre¢ja Novartis (Hellas) S.A.C.I. valsartan + Co-Diovan (160+12,5) mg |160 mg/ 12,5 mg |pilloli miksija b’rita  |orali
National Road No. 1 12th Km hydrochlorothiazide
Metamorphosis
GR-144 51
II-Grec¢ja Novartis (Hellas) S.A.C.I. valsartan + Co-Diovan (320+12,5) mg (320 mg/ 12,5 mg |pilloli miksija b’rita  |orali
National Road No. 1 12th Km hydrochlorothiazide
Metamorphosis
GR-144 51
[I-Gre¢ja Novartis (Hellas) S.A.C.I. valsartan + Co-Diovan (160+25) mg 160 mg / 25 mg pilloli miksija b’rita  |orali
National Road No. 1 12th Km hydrochlorothiazide
Metamorphosis
GR-144 51
[I-Gre¢ja Novartis (Hellas) S.A.C.I. valsartan + Co-Diovan (320+25) mg 320 mg/ 25 mg pilloli miksija b’rita  |orali
National Road No. 1 12th Km hydrochlorothiazide
Metamorphosis
GR-144 51
II-Grec¢ja Novartis (Hellas) S.A.C.I. valsartan + Co-Dalzad (80+12.5) mg 80mg/12,5mg |pilloli miksija b’rita  |orali
National Road No. 1 12th Km hydrochlorothiazide

Metamorphosis
GR-144 51




Stat membru |Id-Detentur ta’ 1-Awtorizzazzjoni |INN Isem ivvintat awwa Ghamla Mnejn
EU/EEA ghat-tqeghid fis-suq Isem Farmacewtika jinghata
II-Gre¢ja Novartis (Hellas) S.A.C.L. valsartan + Co-Dalzad (160+12.5) mg  |[160 mg/ 12,5 mg |pilloli miksija b’rita  |orali
National Road No. 1 12th Km hydrochlorothiazide
Metamorphosis
GR-144 51
II-Gre¢ja Novartis (Hellas) S.A.C.L. valsartan + Co-Dalzad (320+12.5) mg  |[320 mg/ 12,5 mg |pilloli miksija b’rita  |orali
National Road No. 1 12th Km hydrochlorothiazide
Metamorphosis
GR-144 51
II-Grec¢ja Novartis (Hellas) S.A.C.I. valsartan + Co-Dalzad (160+25) mg 160 mg / 25 mg pilloli miksija b’rita  |orali
National Road No. 1 12th Km hydrochlorothiazide
Metamorphosis
GR-144 51
[I-Gre¢ja Novartis (Hellas) S.A.C.I. valsartan + Co-Dalzad (320+25) mg 320 mg/ 25 mg pilloli miksija b’rita  |orali
National Road No. 1 12th Km hydrochlorothiazide
Metamorphosis
GR-144 51
L-Ungerija Novartis Hungaria Kft. valsartan + Diovan HCT 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Bartok Béla ut 43-47 hydrochlorothiazide|filmtabletta
H-1114 Budapest
L-Ungerija Novartis Hungaria Kft. valsartan + Diovan HCT 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Bartok Béla ut 43-47 hydrochlorothiazide|filmtabletta
H-1114 Budapest
L-Ungerija Novartis Hungaria Kft. valsartan + Diovan HCT 160/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Bartok Béla ut 43-47 hydrochlorothiazide|filmtabletta
H-1114 Budapest
L-Islanda Novartis Healthcare A/S valsartan + Diovan Comp 80mg/12.5 mg |80 mg/ 12.5 mg  |pilloli miksija b’rita  |orali
Lyngbyvej 172 hydrochlorothiazide
DK-2100 Kopenhagen @
L-Islanda Novartis Healthcare A/S valsartan + Diovan Comp 160mg/12.5 [160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Lyngbyvej 172 hydrochlorothiazide|mg

DK-2100 Kopenhagen @
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L-Islanda Novartis Healthcare A/S valsartan + Diovan Comp 320mg/12.5 {320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Lyngbyvej 172 hydrochlorothiazide|mg
DK-2100 Kopenhagen @
L-Islanda Novartis Healthcare A/S valsartan + Diovan Comp 160mg/25 mg {160 mg /25 mg pilloli miksija b’rita  |orali
Lyngbyvej 172 hydrochlorothiazide
DK-2100 Kopenhagen @
L-Islanda Novartis Healthcare A/S valsartan + Diovan Comp 320mg/25 mg {320 mg/ 25 mg pilloli miksija b’rita  |orali
Lyngbyvej 172 hydrochlorothiazide
DK-2100 Kopenhagen @
L-Irlanda Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 80 mg/12.5mg |80 mg/12.5mg  |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide|film-coated tablets
Frimley, Camberley
Surrey GU16 7SR
L-Irlanda Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 160 mg/12.5 mg [160 mg/12.5 mg |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide|film-coated tablets
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
L-Irlanda Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 320 mg/12.5 mg (320 mg/12.5 mg |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide|film-coated tablets
Frimley, Camberley
Surrey GU16 7SR
L-Irlanda Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 160 mg/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide|film-coated tablets
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
L-Irlanda Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 320 mg/25 mg {320 mg /25 mg pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide|film-coated tablets mg

Frimley, Camberley
Surrey GU16 7SR
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L-Irlanda Novartis Pharmaceuticals UK Ltd valsartan + Co-Tareg 80 mg/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide|film-coated tablets
Frimley, Camberley
Surrey GU16 7SR
L-Irlanda Novartis Pharmaceuticals UK Ltd valsartan + Co-Tareg 160 mg/12.5mg  |160 mg/12.5 mg |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide|film-coated tablets
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
L-Irlanda Novartis Pharmaceuticals UK Ltd valsartan + Co-Tareg 320 mg/12.5mg  |320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide|film-coated tablets
Frimley, Camberley
Surrey GU16 7SR
L-Irlanda Novartis Pharmaceuticals UK Ltd valsartan + Co-Tareg 160 mg/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide|film-coated tablets
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
L-Irlanda Novartis Pharmaceuticals UK Ltd valsartan + Co-Tareg 320 mg/25 mg 320 mg/ 25 mg pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide|film-coated tablets
Frimley, Camberley
Surrey GU16 7SR
L-Italja LPB Istituto Farmaceutico S.r.1. valsartan + CORIXIL 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Largo Umberto Boccioni 1 hydrochlorothiazide
1-21040 Origgio (VA)
L-Italja LPB Istituto Farmaceutico S.r.1. valsartan + CORIXIL 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Largo Umberto Boccioni 1 hydrochlorothiazide
1-21040 Origgio (VA)
L-Italja Novartis Farma S.p.A. valsartan + Cotareg 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Largo Umberto Boccioni 1 hydrochlorothiazide

1-21040 Origgio (VA)
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L-Italja Novartis Farma S.p.A. valsartan + Cotareg 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Largo Umberto Boccioni 1 hydrochlorothiazide
1-21040 Origgio (VA)

L-Italja LPB Istituto Farmaceutico S.r.1. valsartan + CORIXIL 160/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Largo Umberto Boccioni 1 hydrochlorothiazide
1-21040 Origgio (VA)

L-Italja Novartis Farma S.p.A. valsartan + Cotareg 160/25 mg 160 mg/ 25 mg pilloli miksija b’rita  |orali
Largo Umberto Boccioni 1 hydrochlorothiazide
1-21040 Origgio (VA)

II-Latvja Novartis Finland Oy valsartan + Co-Diovan 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo

I[I-Latvja Novartis Finland Oy valsartan + Co-Diovan 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Metsidnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo

II-Latvja Novartis Finland Oy valsartan + Co-Diovan 320/12.5 mg 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo

I[I-Latvja Novartis Finland Oy valsartan + Co-Diovan 160/25 mg 160 mg/ 25 mg pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo

II-Latvja Novartis Finland Oy valsartan + Co-Diovan 320/25 mg 320 mg/ 25 mg pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo

II-Litwanja Novartis Finland Oy valsartan + Co-Diovan 80mg/12.5mg |pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo

I[I-Litwanja Novartis Finland Oy valsartan + Co-Diovan 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Metsdnneidonkuja 10 hydrochlorothiazide
FIN-02130 Espoo

II-Litwanja Novartis Finland Oy valsartan + Co-Diovan 160 mg/ 25 mg pilloli miksija b’rita  |orali
Metsidnneidonkuja 10 hydrochlorothiazide

FIN-02130 Espoo
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II- Novartis Pharma GmbH valsartan + Co-Diovan 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Lussemburgu |Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
II- Novartis Pharma GmbH valsartan + Co-Diovan 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Lussemburgu |Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
II- Novartis Pharma GmbH valsartan + Co-Diovan 320/12.5 mg 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Lussemburgu |Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
II- Novartis Pharma GmbH valsartan + Co-Diovan forte 160/25 mg 160 mg /25 mg pilloli miksija b’rita  |orali
Lussemburgu |Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
II- Novartis Pharma GmbH valsartan + Co-Diovan forte 320/25 mg {320 mg /25 mg pilloli miksija b’rita  |orali
Lussemburgu |Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
Malta Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
Malta Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide

Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
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Malta Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 320/12.5 mg 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
Malta Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 160/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
Malta Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 320/25 mg 320 mg/ 25 mg pilloli miksija b’rita  |orali
Frimley Business Park hydrochlorothiazide
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
L-Olanda Novartis Pharma B.V. valsartan + Co-Diovan filmomhulde 80mg/12.5mg |pilloli miksija b’rita  |orali
Raapopseweg 1 hydrochlorothiazide|tabletten 80/12.5 mg
Postbus 241
NL-6824 DP Arnhem
L-Olanda Novartis Pharma B.V. valsartan + Co-Diovan 160/12.5 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Raapopseweg 1 hydrochlorothiazide
Postbus 241
NL-6824 DP Arnhem
L-Olanda Novartis Pharma B.V. valsartan + Co-Diovan 320/12.5 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Raapopseweg 1 hydrochlorothiazide
Postbus 241
NL-6824 DP Arnhem
L-Olanda Novartis Pharma B.V. valsartan + Co-Diovan 160/25 160 mg / 25 mg pilloli miksija b’rita  |orali
Raapopseweg 1 hydrochlorothiazide

Postbus 241
NL-6824 DP Arnhem
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L-Olanda Novartis Pharma B.V. valsartan + Co-Diovan 320/25 320 mg/ 25 mg pilloli miksija b’rita  |orali
Raapopseweg 1 hydrochlorothiazide
Postbus 241
NL-6824 DP Arnhem

In-Norvegja  |Novartis Norge AS valsartan + Diovan Comp 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Postboks 237 kern hydrochlorothiazide
0510 Oslo

In-Norvegja  |Novartis Norge AS valsartan + Diovan Comp 160/12.5 mg [160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Postboks 237 @Okern hydrochlorothiazide
0510 Oslo

In-Norvegja  |Novartis Norge AS valsartan + Diovan Comp 320/12.5 mg (320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Postboks 237 Okern hydrochlorothiazide
0510 Oslo

In-Norvegja  |Novartis Norge AS valsartan + Diovan Comp 160/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Postboks 237 QOkern hydrochlorothiazide
0510 Oslo

In-Norvegja  |Novartis Norge AS valsartan + Diovan Comp 320/25 mg 320 mg/ 25 mg pilloli miksija b’rita  |orali
Postboks 237 Okern hydrochlorothiazide
0510 Oslo

II-Polonja Novartis Pharma GmbH valsartan + Co-Diovan (80 +12.5mg) |80mg/12.5mg  |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Polonja Novartis Pharma GmbH valsartan + Co-Diovan (160 + 12.5 mg) (160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Polonja Novartis Pharma GmbH valsartan + Co-Diovan (320 + 12.5 mg) (320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

II-Polonja Novartis Pharma GmbH valsartan + Co-Diovan (160 + 25 mg) 160 mg / 25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide

D-90429 Niirnberg
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II-Polonja Novartis Pharma GmbH valsartan + Co-Diovan (320 + 25 mg) 320 mg/ 25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg
Il-Portugall Novartis Farma - Produtos valsartan + Co-Diovan 80/12.5 mg pilloli miksija b’rita  |orali
Farmacéuticos S.A. hydrochlorothiazide
Rua do Centro Empresarial, Edificio 8
Quinta da Beloura
P-2710-444 Sintra
T-Portucall Novartis Farma - Produtos valsartan + Co-Diovan 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
ga - .
Farmacéuticos S.A. hydrochlorothiazide
Rua do Centro Empresarial, Edificio 8
Quinta da Beloura
P-2710-444 Sintra
Il-Portugall Novartis Farma - Produtos valsartan + Co-Diovan 320 mg/ 12.5mg |pilloli miksija b’rita  |orali
Farmacéuticos S.A. hydrochlorothiazide
Rua do Centro Empresarial, Edificio 8
Quinta da Beloura
P-2710-444 Sintra
Il-Portugall Novartis Farma - Produtos valsartan + Co-Angiosan 80 mg/ 12.5 mg pilloli miksija b’rita  |orali
Farmacéuticos S.A. hydrochlorothiazide
Rua do Centro Empresarial, Edificio 8
Quinta da Beloura
P-2710-444 Sintra
Il-Portugall Novartis Farma - Produtos valsartan + Co-Angiosan 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Farmacéuticos S.A. hydrochlorothiazide
Rua do Centro Empresarial, Edificio 8
Quinta da Beloura
P-2710-444 Sintra
T-Portucall Novartis Farma - Produtos valsartan + Co-Angiosan 320 mg/ 12.5mg |pilloli miksija b’rita  |orali
ga - .
Farmacéuticos S.A. hydrochlorothiazide

Rua do Centro Empresarial, Edificio 8
Quinta da Beloura
P-2710-444 Sintra
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INN

EU/EEA

ghat-tqeghid fis-suq
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Isem

Ghamla
Farmacewtika

Mnejn
iinghata

I1-Portugall

Novartis Farma - Produtos
Farmaceéuticos S.A.

Rua do Centro Empresarial, Edificio 8
Quinta da Beloura

P-2710-444 Sintra

valsartan +
hydrochlorothiazide

Co-Novasan

80mg/ 12.5 mg

pilloli miksija b’rita

orali

I1-Portugall

Novartis Farma - Produtos
Farmaceéuticos S.A.

Rua do Centro Empresarial, Edificio 8
Quinta da Beloura

P-2710-444 Sintra

valsartan +
hydrochlorothiazide

Co-Novasan

160 mg/ 12.5 mg

pilloli miksija b’rita

orali

I1-Portugall

Novartis Farma - Produtos
Farmaceéuticos S.A.

Rua do Centro Empresarial, Edificio 8
Quinta da Beloura

P-2710-444 Sintra

valsartan +
hydrochlorothiazide

Co-Novasan

320 mg/ 12.5 mg

pilloli miksija b’rita

orali

I1-Portugall

Novartis Farma - Produtos
Farmacéuticos S.A.

Rua do Centro Empresarial, Edificio 8
Quinta da Beloura

P-2710-444 Sintra

valsartan +
hydrochlorothiazide

Co-Diovan Forte

160 mg/25 mg

pilloli miksija b’rita

orali

I1-Portugall

Novartis Farma - Produtos
Farmacéuticos S.A.

Rua do Centro Empresarial, Edificio 8
Quinta da Beloura

P-2710-444 Sintra

valsartan +
hydrochlorothiazide

Co-Diovan Forte

320 mg/ 25 mg

pilloli miksija b’rita

orali

I1-Portugall

Novartis Farma - Produtos
Farmacéuticos S.A.

Rua do Centro Empresarial, Edificio 8
Quinta da Beloura

P-2710-444 Sintra

valsartan +
hydrochlorothiazide

Co-Angiosan Forte

160 mg / 25 mg

pilloli miksija b’rita

orali

17




Stat membru |Id-Detentur ta’ 1-Awtorizzazzjoni INN Isem ivvintat awwa Ghamla Mnejn
EU/EEA ghat-tqeghid fis-suq Isem Farmacewtika jinghata
T-Portueall Novartis Farma - Produtos valsartan + Co-Angiosan Forte 320 mg/ 25 mg pilloli miksija b’rita  |orali
ga A L
Farmacéuticos S.A. hydrochlorothiazide
Rua do Centro Empresarial, Edificio 8
Quinta da Beloura
P-2710-444 Sintra
T-Portueall Novartis Farma - Produtos valsartan + Co-Novasan Forte 160 mg /25 mg pilloli miksija b’rita  |orali
ga A L
Farmacéuticos S.A. hydrochlorothiazide
Rua do Centro Empresarial, Edificio 8
Quinta da Beloura
P-2710-444 Sintra
T-Portueall Novartis Farma - Produtos valsartan + Co-Novasan Forte 320 mg/ 25 mg pilloli miksija b’rita  |orali
ga A L
Farmacéuticos S.A. hydrochlorothiazide
Rua do Centro Empresarial, Edificio 8
Quinta da Beloura
P-2710-444 Sintra
Ir-Rumanija  |Novartis Pharma GmbH valsartan + Co-Diovan 80 mg/12.5 mg, |80mg/12.5mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide|comprimate filmate
D-90429 Niirnberg
Ir-Rumanija  |Novartis Pharma GmbH valsartan + Co-Diovan 160 mg/12.5 mg, (160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide|comprimate filmate
D-90429 Niirnberg
Ir-Rumanija  |Novartis Pharma GmbH valsartan + Co-Diovan 160 mg/25 mg, |160 mg/ 25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide|comprimate filmate
D-90429 Niirnberg
Is-Slovakkja |Novartis s.r.o. valsartan + Co-Diovan 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Prague hydrochlorothiazide
Ir-Repubblika Ceka
Is-Slovakkja |Novartis s.r.o. valsartan + 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Prague hydrochlorothiazide
Ir-Repubblika Ceka Co-Diovan 160/12.5 mg
Is-Slovakkja |Novartis s.r.o. valsartan + Co-Diovan 160/25 mg 160 mg/ 25 mg pilloli miksija b’rita  |orali
Prague hydrochlorothiazide
Ir-Repubblika Ceka
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Is-Slovenja Novartis Pharma GmbH valsartan + Co-Diovan 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

Is-Slovenja Novartis Pharma GmbH valsartan + Co-Diovan 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

Is-Slovenja Novartis Pharma GmbH valsartan + Co-Diovan 320/12.5 mg 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

Is-Slovenja Novartis Pharma GmbH valsartan + Co-Diovan 160/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

Is-Slovenja Novartis Pharma GmbH valsartan + Co-Diovan 320/25 mg 320 mg/ 25 mg pilloli miksija b’rita  |orali
Roonstrasse 25 hydrochlorothiazide
D-90429 Niirnberg

Spanja Novartis Farmacéutica S.A. valsartan + Co-Diovan 80mg/12.5mg |80 mg/12.5mg  |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Diovan 160mg/12.5 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula mg

Spanja Novartis Farmacéutica S.A. valsartan + Co-Diovan 320/12.5 mg 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona peliculamg

Spanja Novartis Farmacéutica S.A. valsartan + Co-Angiosan 80mg/12.5 mg |80 mg/ 12.5 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Angiosan 160mg/12.5 mg|160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Angiosan 320mg/12.5 mg|320 mg / 12.5 mg |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con

E-08013 Barcelona

pelicula
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Spanja Novartis Farmacéutica S.A. valsartan + Kalpress Plus 80mg/12.5 mg |80 mg/ 12.5 mg  |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Kalpress Plus 160mg/12.5 {160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|mg comprimidos recubiertos
E-08013 Barcelona con pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Kalpress Plus 320mg/12.5 {320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|mg comprimidos recubiertos
E-08013 Barcelona con pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Miten Plus 80mg/12.5 mg |80 mg/12.5mg  |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Miten Plus 160mg/12.5 mg [160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Miten Plus 320mg/12.5 mg {320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Novasan 80mg/12.5 mg (80 mg/12.5mg  |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Novasan 160mg/12.5 mg {160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Novasan 320mg/12.5 mg {320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|comprimidos recubiertos con
E-08013 Barcelona pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Diovan Forte 160mg/25 160 mg /25 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|mg comprimidos recubiertos
E-08013 Barcelona con pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Diovan Forte 320mg/25 320 mg /25 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|mg comprimidos recubiertos

E-08013 Barcelona

con pelicula
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Spanja Novartis Farmacéutica S.A. valsartan + Co-Angioséan Forte 160 mg / 25 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|160mg/25 mg comprimidos
E-08013 Barcelona recubiertos con pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Angioséan Forte 320 mg/ 25 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|320mg/25 mg comprimidos
E-08013 Barcelona recubiertos con pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Kalpress Plus Forte 160 mg / 25 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|160mg/25 mg comprimidos
E-08013 Barcelona recubiertos con pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Kalpress Plus Forte 320 mg/ 25 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|320mg/25 mg comprimidos
E-08013 Barcelona recubiertos con pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Miten Plus Forte 160mg/25 |160 mg/25 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|mg comprimidos recubiertos
E-08013 Barcelona con pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Miten Plus Forte 320mg/25 {320 mg/ 25 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|mg comprimidos recubiertos
E-08013 Barcelona con pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Novasan Forte 160mg/25 [160 mg /25 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|mg comprimidos recubiertos
E-08013 Barcelona con pelicula

Spanja Novartis Farmacéutica S.A. valsartan + Co-Novasan Forte 320mg/25 {320 mg /25 mg pilloli miksija b’rita  |orali
Gran Via de les Corts Catalanes, 764 |hydrochlorothiazide|mg comprimidos recubiertos
E-08013 Barcelona con pelicula

L-Isvezja Novartis Sverige AB valsartan + Diovan Comp 80mg/12.5mg |pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Diovan Comp 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Diovan Comp 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide

SE-183 11 Tiby
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L-Isvezja Novartis Sverige AB valsartan + Angiosan Comp 80mg/12.5mg |pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Angiosan Comp 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide
SE-183 11 Tédby Sverige AB

L-Isvezja Novartis Sverige AB valsartan + Angiosan Comp 320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Valsartan / Hydroklortiazid |80 mg/12.5mg  |pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide|Novartis
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Valsartan / Hydroklortiazid {160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide|Novartis
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Valsartan / Hydroklortiazid {320 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide|Novartis
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Diovan Comp 160 mg/ 25 mg pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Diovan Comp 320 mg/ 25 mg pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Angiosan Comp 160 mg/ 25 mg pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Angiosan Comp 320 mg/ 25 mg pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide
SE-183 11 Taby

L-Isvezja Novartis Sverige AB valsartan + Valsartan / Hydroklortiazid {160 mg /25 mg pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide|Novartis

SE-183 11 Tiby
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Stat membru |Id-Detentur ta’ 1-Awtorizzazzjoni |INN Isem ivvintat awwa Ghamla Mnejn
EU/EEA ghat-tqeghid fis-suq Isem Farmacewtika jinghata
L-Isvezja Novartis Sverige AB valsartan + Valsartan / Hydroklortiazid {320 mg/ 25 mg pilloli miksija b’rita  |orali
Box 1150 hydrochlorothiazide|Novartis
SE-183 11 Taby
Ir-Renju Unit |Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 80/12.5 mg 80mg/12.5mg |pilloli miksija b’rita  |orali
Trading as Ciba Laboratories hydrochlorothiazide
Frimley Business Park
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
Ir-Renju Unit |Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 160/12.5 mg 160 mg/ 12.5 mg |pilloli miksija b’rita  |orali
Trading as Ciba Laboratories hydrochlorothiazide
Frimley Business Park
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit
Ir-Renju Unit |Novartis Pharmaceuticals UK Ltd valsartan + Co-Diovan 160/25 mg 160 mg / 25 mg pilloli miksija b’rita  |orali
Trading as Ciba Laboratories hydrochlorothiazide

Frimley Business Park
Frimley, Camberley
Surrey GU16 7SR
Ir-Renju Unit

23




ANNESS I1
KONKLUZJONIJIET XJENTIFICI U RAGUNIJIET GHALL-EMENDA TAS-SOMMARJU

TAL-KARATTERISTICI TAL-PRODOTT, TIKKETTA U FULJETT TA’ TAGHRIF
IPPREZENTATI MILL-EMEA
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KONKLUZJONIJIET XJENTIFICI

SOMMARJU GENERALI TAL-EVALWAZZJONI XJENTIFIKA TA’ DIOVAN COMP U
ISMIJIET ASSOCJATI (ARA ANNESS I)

Diovan Comp fih valsartan u idroklorotijazide (hydrochlorothiazide). Valsartan huwa antagonista tar-
ricettur tal-angjotensina II (angiotensin II receptor blocker - ARB) oralment attiv u idroklorotijazide
(HCTZ) huwa dijuretiku. Din il-kombinazzjoni hija utli f’pazjenti li I-pressjoni tad-demm taghhom
mhijiex ikkontrollata b’mod adegwat permezz ta’ valsartan f’monoterapija (wahdu).

Is-CHMP kkunsidra ghadd ta’ punti divergenti fit-taghrif dwar il-prodott ghal Diovan.

Sezzjoni 4.1 — Indikazzjonijiet terapewtici (Ara l-Anness III ghall-indikazzjonijiet terapewtici li
kien hemm qbil fughom)

“Trattament tal-ipertensjoni essenzjali fl-adulti”

Id-dejta miz-zewg provi klini¢i fattorjali u mis-6 provi klini¢i ta’ pazjenti minghajr rispons ta’ fazi III,
turi li valsartan moghti flimkien ma’ HCTZ huwa effika¢i fit-tnaqqis tal-BP f’pazjenti b’ipertensjoni
essenzjali minghajr ebda thassib ulterjuri f’termini ta’ sigurta u tollerabbilta. L-effikacja ta’
valsartan/HCTZ inzammet ghal Zmien twil (1-3 snin) minghajr ma gew osservati avvenimenti avversi
sinifikanti meta mqabbla ma’ terapija ghal Zmien qasir. [l-kombinazzjoni ta’ valsartan/HCTZ kienet
generalment tollerata sew u I-profili ta’ avveniment avvers u ta’ reazzjoni avversa ghall-medi¢ina
kienu konformi mal-klassi farmacewtika. Barra minn hekk, il-profil ta’ sigurta tal-komponenti jista’
jigi kkunsidrat bhala maghruf sew. Bhala konkluzjoni ghal dan, is-CHMP rrakkomanda, f’konformita
mal-procedura ta’ referenza li tlestiet dan l-ahhar ghal Cozaar Comp, li “antagonista tal-

angjotensina II” tinbidel f*“valsartan” f’din l-indikazzjoni.

Is-CHMP adotta dan li gej:

“Il-kombinazzjoni ta’ doza fissa ta’ Diovan Comp hija indikata f’pazjenti b ipertensjoni mhux
ikkontrollata b’mod adegwat mill-monoterapija b’valsartan jew idroklorotijazide .”

Sezzjoni 4.2 - Pozologija u metodu ta’ kif ghandu jinghata
Is-CHMP identifika bosta punti ta’ divergenza f’din is-sezzjoni.

L-ewwel punt ta’ divergenza jirrigwarda l-proposta li 1-pozologija tigi adatta ghall-qawwiet oghla ta’
dozi bl-enfasi li meta ssir bidla diretta din ghandha ssir biss f’dawk il-pazjenti li jkunu fuq
monoterapija ta’ valsartan. Id-dejta miz-zewg provi fattorjali u d-dokument “Guidance on Clinical
Investigation of Medicinal Products in the treatment of hypertension” (Gwida ghall-Investigazzjoni
Klinika ta’ Prodotti Medi¢inali fit-trattament tal-ipertensjoni) jappoggjaw il-bidla diretta mill-
monoterapija ghall-kombinazzjoni fissa ta’ 160/25 mg jew 320/12.5-25 mg f’pazjenti li I-pressjoni
tad-demm taghhom mhijiex ikkontrollata b’mod adegwat b’valsartan kif ukoll b’idroklorotijazide
f’monoterapija.

Minhabba li s-CHMP sab ftit ragunijiet li jappoggjaw din il-proposta ta’ bidla minn monoterapija ta’
HCTZ ghal terapija kkombinata li fiha 160 mg jew 320 mg ta’ valsartan, dan ipprefera titolazzjoni
(titration) progressiva tad-doza.

It-tieni kwistjoni mgajma f"LoOlI kienet dwar it-titolazzjoni b’zidiet (step titration). Minhabba li
proporzjon ta’ pazjenti jistghu jiksbu I-kontroll tal-pressjoni tad-demm billi jzidu biss wiehed mill-
komponenti, u meta wiehed jikkunsidra l-kwistjoni ta’ sigurta, fir-rigward tal-ADR i jippermetti t-
titolazzjoni tad-doza biz-zewg komponenti, is-CHMP rrakkomanda t-titolazzjoni ta’ komponent
wiehed fl-istess hin.

Is-CHMP adotta dan li gej:

“ld-doza rakkomandata ta’ Diovan Comp X mg/Y mg hija ta’ pillola wahda miksija b rita darba
kuljum. Hija rrakkomandata titolazzjoni tad-doza bil-komponenti individwali. F’kull kaz, il-
komponenti ghandhom jizdiedu individwalment ghad-doza li jmiss sabiex jonqos ir-riskju ta’
ipotensjoni u avvenimenti avversi ohrajn.

Meta jkun klinikament xieraq tista’ tigi kkunsidrata I-bidla diretta minn monoterapija ghall-
kombinazzjoni fissa f pazjenti li [-pressjoni tad-demm taghhom mhijiex ikkontrollata b’mod adegwat

25



b valsartan jew idroklorotijazide f ' monoterapija, diment li s-sekwenza tat-titolazzjoni tad-doza
rakkomandata ghall-komponenti individwali tigi segwita.

Ir-rispons kliniku ghal Diovan Comp ghandu jigi evalwat wara li tinbeda t-terpaija u jekk il-pressjoni
tad-demm tibga’ minghajr kontroll, id-doza tista’ tizdied billi jizdied kwalunkwe wiehed miz-zewg
komponenti ghal doza massima ta’ Diovan Comp 320 mg/25 mg”

It-tielet kwistjoni diskussa kienet li I-MRP SPC attwali jillimita 1-uzu kemm ta’ valsartan/HCTZ
160/25 mg kif ukoll ta’ 320/25 mg ghal dawk il-pazjenti li I-pressjoni tad-demm dijastolika medja
f’pozizzjoni bilgieghda taghhom (MSDBP) hija >100 mmHg. Izda skont il-Linji Gwida Ewropej ghat-
trattament tal-ipertensjoni (Mancia et al., Eur Heart J 2007;28(12):1462-536) dan m’ghadux aktar
rikjest. Barra minn hekk, ghandu jigi kkunsidrat il-profil ta’ benefi¢¢ju/riskju kumplessivament
favorevoli ta’ valsartan/HCTZ 160/25 u 320/25 mg.

Sabiex jevalwa t-tnehhija possibbli tal-limitazzjoni attwali, is-CHMP vvaluta d-dejta tal-effikacja u s-
sigurta li gejja minn analizijiet tas-sottogrupp ta’ pazjenti b’linja bazi MSDBP < 100 mmHg u
MSDBP > 100 mmHg. Minhabba li s-CHMP osserva li l-effetti tat-trattament kienu akbar f’pazjenti
bil-pressjoni tad-demm fil-linja bazi oghla, ikkonkluda li limitazzjoni tal-uzu ta’ valsartan/HCTZ
160/25 mg u 320/25 mg ghal pazjenti bi pressjoni tad-demm gravement gholja hafna m’ghadhiex
rikjesta.

Ir-raba’ kwistjoni kienet tirrigwarda z-zmien tal-effetti massimi. Is-CHMP qabel li gie osservat
tnaqqis akbar fil-pressjoni tad-demm sistolika u dijastolika fl-istudji ta’ pazjenti minghajr rispons
ghall-qawwiet kollha mir-raba’ sat-tmien gimgha meta mqabbla mal-istudji fattorjali.

Madankollu, id-dejta klinika turi li 1-effett antipertensiv tad-dozaggi kollha ta’ valsartan/HCTZ huwa
sostanzjalment prezenti fi Zzmien gimaghtejn, filwaqt li I-effetti massimi jintlahqu fi Zmien erba’
gimghat. Zewg studji gew sottomessi biex jappoggjaw din I-evidenza: l-istudji kkontrollati bi placebo
u l-pazjenti minghajr rispons ghal Provi ta’ Monoterapija b’ Valsartan.

Bhala konkluzjoni ghal dan, is-CHMP qabel fuq dan li gej: "L-effett antipertensivi huwa
sostanzjalment prezenti fi Zzmien gimaghtejn. Fil-parti I-kbira tal-pazjenti, [-effetti massimi huma
osservati fi zmien 4 gimghat. Madankollu, xi pazjenti, jista’ jkun mehtieg trattament ta’ 4-

8 gimghat. Dan ghandu jigi kkunsidrat wagqt it-titolazzjoni tad-doza".

Rigward id-doza massima biss, is-CHMP qabel fuq dan li gej:

“Jekk ma jidher [-ebda effett addizzjonali rilevanti b’Diovan Comp 320 mg/25 mg wara 8 gimghat,
ghandu jigi kkunsidrat trattament addizzjonali jew alternattiv bi prodott medicinali antipertensiv (ara
sezzjoni 5.1)".

Rigward l-indeboliment epatiku, il-parti l-kbira ta’ valsartan titnehha, l-aktar bhala medi¢ina mhux
mibdula fil-bila, permezz ta’ tnehhija epatika. Meta wiehed iqis li valsartan m’ghandux jinghata lil
pazjenti b’indeboliment epatiku gravi, ¢irrozi biljari u kolestazi, is-CHMP rrakkomanda li jigu inkluzi
referenzi trasversali ghas-sezzjonijiet 4.3, 4.4 u 5.2.

Sezzjoni 4.3 — Kontraindikazzjonijiet

Kien hemm divergenzi sinifikanti fil-kontraindikazzjonijiet.
II-kontraindikazzjonijiet li gejjin ma kinux inkluzi fl-Istati Membri kollha:
- Encefalopatija epatika

- Ostruzzjoni biljari

- Gotta

- Marda ta’ Addison

Dawn il-kontraindikazzjonijiet tnehhew fir-revizjoni tal-PI minhabba li s-CHMP sab bizzejjed
gustifikazzjonijiet u qabel fuq l-erba’ eskluzjonijiet.

Rigward 1-uzu ta’ Diovan Comp waqt it-tqala u t-treddigh, is-CHMP ddecieda li jnehhi t-treddigh
bhala kontraindikazzjoni fI-SPC rivedut.

L-antagonisti tal-AIIR (ri¢ettur tal-angjotensina II) m’ghandhomx ikunu kontraindikati waqt it-
treddigh. Ghalkemm l-idroklorotijazide jitnehha mill-halib tal-bniedem, dan ma jiggustifikax
kontraindikazzjoni.
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Sezzjoni 4.4 - Twissijiet spec¢jali u prekawzjonijiet ghall-uzu

Rigward il-pazjenti b’ammont baxx ta’ sodju u/jew fil-volum, is-CHMP qabel li jnehhi I-ahhar
sentenza ta’ dan il-paragrafu minhabba li dan kien gharfien xjentifiku baziku: “Is-sinjali ta’ twissija
ta’ nuqqas ta’ bilanc tal-fluwidu jew tal-elettroliti huma nixfa fil-halq, ghatx, dghufija, letargija,
hedla, irrikwetezza, ugigh jew bughawwieg fil-muskoli, mijastenija, ipotensjoni, oligurja, takikardija,
u disturbi gastrointestinali bhalma huma nawzea jew remettar”

Is-CHMP rrakkomanda li jiddahhal il-kliem “fotosensittivita ghall-idroklorotijazide” f’din is-sezzjoni
b’referenza ghal sezzjoni 4.8 u twissija specifika ghall-investigazzjoni tal-funzjoni tal-paratirojde.
Twissija specifika ghall-atleti kellha titnehha minhabba li s-CHMP qies li I-medi¢ini m’ghandhomx
jittiehdu ghal skopijiet sportivi.

Sezzjoni 4.5 - Prodotti medié¢inali ohra li ma jagblux ma’ dan il-prodott u affarijiet ohra li
jistghu jibdlu l-effett farmacewtiku tal-prodott

Skont ir-rakkomandazzjoni tas-CHMP, gew inkluzi l-interazzjoni mal-valsartan u l-interazzjoni mal-
idroklorotijazide. Barra minn hekk, tnehha paragrafu li kien jirrigwarda 1-azzjoni re¢iproka mat-
tetraciklina.

Rigward l-uzu konkomitanti ta’ alkohol waqt I-ghoti ta’ Diovan Comp, gie diskuss t-test “tista’ ssefihi
l-intensifikazzjoni ta’ ipotensjoni ortostatika”.

Is-CHMP kkunsidra li f’din is-sezzjoni jissemma test dwar proteini ta’ trasport involuti fit-tehid u fl-
eliminazzjoni ta’ valsartan u idroklorotijazide. [I-MAH iggustifika 1-ghazla li ma jinkludix taghrif
dwar l-involviment ta’ proteini ta’ trasport fis-sezzjoni 4.5 ta’ Diovan Comp SPC, b’konformita mar-
rizultat tar-referenza ta’ Diovan.

Is-CHMP qabel li jinkludi fil-PI armonizzat 1-azzjoni re¢iproka ta’ Diovan Comp ma’: Metformina u
sustanzi ta’ kuntrast jodati.

Sezzjoni 4.6 - Tqala u treddigh

F’Ottubru 2007, gie introdott test armonizzat dwar it-tqala validu ghall-klassi ta’ antagonisti tar-
ricettur tal-angjotensina II (AIIRA) (Rakkomandazzjonijiet tal-Grupp ta’ Hidma “Farmakovigilanza”
tal-EMEA rigward l-uzu ta’ inibituri ACE u AIIRAs fit-tqala). Is-sezzjoni 4.6 giet implimentata
abbazi tal-kummenti tal-QRD dwar Diovan u dwar it-test tat-tikkettar validu ghall-klassi rigward [-uzu
tal-AIIRAs waqt it-tqala.

Ghal finijiet ta’ qari aktar facli, is-CHMP rreveda din is-sezzjoni u qabel li jinkludi taghrif dwar it-
tijazide.

Sezzjoni 4.8 - Effetti mhux mixtieqa

Is-CHMP qabel li jzid “insuffi¢jenza renali” tal-ADR kif elenkata fI-SPC ta’ Diovan. L-inkluzjoni ta’
sinkope fis-sezzjoni 4.8 hija ggustifikata wkoll. Skont il-“Linja gwida dwar I-SPCs”, is-CHMP pogga
s-sinkope tal-ADR fil-kategorija ta’ frekwenza “mhux maghrufa”.
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RAGUNIJIET GHALL-EMENDA TAS-SOMMARJU TAL-KARATTERISTICI TAL-
PRODOTT, TAT-TIKKETTA U TAL-FULJETT TA’ TAGHRIF

Billi

- l-iskop tar-referenza kien l-armonizzazzjoni tas-Sommarji tal-Karatteristici tal-Prodott, tat-tikketta u
tal-fuljett ta’ taghrif.

- is-Sommarji tal-Karatteristici tal-Prodott, it-tikketta u 1-fuljett ta’ taghrif proposti mid-Detenturi tal-
Awtorizzazzjoni ghat-Tqeghid fis-Suq gew ivvalutati abbazi tad-dokumentazzjoni sottomessa u tad-
diskussjoni xjentifika fi hdan il-Kumitat,

is-CHMP rrakkomanda l-emenda tal-Awtorizzazzjoni ghat-Tqeghid fis-Suq li ghaliha, is-Sommarju

tal-Karatteristici tal-Prodott, it-tikketta u l-fuljett ta’ taghrif huma deskritti fl-Annes III ghal Diovan
comp u ismijiet assoc¢jati (ara Anness I).
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ANNESS III

SOMMARJU TAL-KARATTERISTICI TAL-PRODOTT,
TIKKETTA U FULJETT TA’ TAGHRIF
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SOMMARJU TAL-KARATTERISTICI TAL-PRODOTT
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1. ISEM TAL-PRODOTT MEDICINALI

Diovan Comp u ismijiet asso¢jati mieghu (ara Anness I) pilloli ta’ 80 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijiet asso¢jati mieghu (ara Anness I) pilloli ta’ 160 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijiet assocjati mieghu (ara Anness I) pilloli ta’ 160 mg/25 mg miksijin b’rita
Diovan Comp u ismijiet assocjati mieghu (ara Anness I) pilloli ta’ 320 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijiet assoc¢jati mieghu (ara Anness I) pilloli ta’ 320 mg/25 mg miksijin b’rita
[Ara Anness I - Biex timtela mill-pajjiz partikolari]

2. GHAMLA KWALITATTIVA U KWANTITATTIVA

Kull pillola fiha 80 mg ta’ valsartan u 12.5 mg ta’ hydrochlorothiazide.
Kull pillola fiha 160 mg ta’ valsartan u 12.5 mg ta’ hydrochlorothiazide.
Kull pillola fiha 160 mg ta’ valsartan u 25 mg ta’ hydrochlorothiazide.
Kull pillola fiha 320 mg ta’ valsartan u 12.5 mg ta’ hydrochlorothiazide.
Kull pillola fiha 320 mg ta’ valsartan u 25 mg ta’ hydrochlorothiazide.

Ghal-lista kompleta ta’ sustanzi mhux attivi, ara sezzjoni 6.1.
[Biex timtela mill-pajjiz partikolari]

3. GHAMLA FARMACEWTIKA

[Biex timtela mill-pajjiz partikolari]

4. TAGHRIF KLINIKU
4.1 Indikazzjonijiet terapewtici
Kura ta’ pressjoni gholja essenzjali fl-adulti.

It-tahlita fissa tad-doza ta’ Diovan Comp hija indikata ghal pazjenti li I-pressjoni taghhom mhijiex
ikkontrollata b’mod adegwat fuq monoterapija ta’ valsartan jew hydrochlorothiazide.

4.2 Pozologija u metodu ta’ kif ghandu jinghata
Pozologija

Id-doza rrakkomandata ta’ Diovan Comp X mg/Y mg hija pillola wahda miksija b’rita darba kuljum.
Titrazzjoni tad-doza bil-komponenti individwali hija rrakkomandata. F’kull kaz titrazzjoni ’l fuq tal-
komponenti individwali ghad-doza li jmiss ghandha tigi segwita biex jitnaqqas ir-riskju ta’ pressjoni
baxxa u effetti avversi ohra.

Meta jkun klinikament xieraq bidla diretta minn monoterapija ghat-tahlita fissa tista’ tkun
ikkunsidrata f’pazjenti li l-pressjoni taghhom ma tkunx ikkontrollata b’mod adegwat fuq monoterapija
ta’ valsartan jew hydrochlorothiazide, sakemm is-sekwenza ta’ titrazzjoni tad-doza rrakkomandata
ghal komponenti individwali tigi segwita.

Ir-rispons kliniku ghal Diovan Comp ghandu jigi evalwat wara li tinbeda I-kura u jekk il-pressjoni
tibga’ ma tkunx ikkontrollata, id-doza tista’ tizdied billi jizdied kwalunkwe wiehed mill-komponenti
sad-doza massima ta’ Diovan Comp 320 mg/25 mg.

L-effett 1i jbaxxi I-pressjoni huwa essenzjalment prezenti fi Zzmien gimaghtejn.
Fil-bi¢¢a I-kbira tal-pazjenti, l-effetti massimi jintlahqu fi Zmien 4 gimghat. Madankollu, f’xi pazjenti
kura ghal bejn 4-8 gimghat tista’ tkun mehtiega. Dan ghandu jigi kkunsidrat wagqt titrazzjoni tad-doza.

31



Kifjinghata
Diovan Comp jista’ jittieched mal-ikel jew minghajru u ghandu jinghata mal-ilma.

Popolazzjonijiet specjali

Indeboliment renali

L-ebda aggustament fid-doza ma huwa mehtieg ghal pazjenti b’indeboliment renali minn hafif sa
moderat (tnehhija tal-krejatinina >30 ml/min). Minhabba 1-komponent hydrochlorothiazide, Diovan
Comp huwa kontraindikat f’pazjenti b’indeboliment renali sever (ara sezzjonijiet 4.3, 4.4 u 5.2).

Indeboliment epatiku

F’pazjenti b’indeboliment epatiku hafif sa moderat minghajr kolestasi, id-doza ta’ valsartan
m’ghandhiex taqbez 80 mg (ara sezzjoni 4.4). Diovan Comp huwa kontraindikat f’pazjenti
b’indeboliment epatiku sever (ara sezzjonijiet 4.3, 4.4 u 5.2).

Anzjani
L-ebda aggustament fid-doza ma huwa mehtieg f’pazjenti anzjani.

Pazjenti pedjatrici
Diovan Comp mhux irrakkomandat ghall-uzu fit-tfal taht I-eta ta’ 18-il sena peress li m”’hemmx
bizzejjed informazzjoni dwar is-sigurta u l-effikacja.

4.3 Kontra-indikazzjonijiet

- Sensittivita ec¢essiva ghal valsartan, ghal hydrochlorothiazide, jew ghal prodotti medic¢inali
ohra imnisslin minn sulfonamide jew ghal xi sustanzi mhux attivi.

- It-tieni jew it-tielet trimestru tat-tqala (sezzjonijiet 4.4 u 4.6).

- Indeboliment epatiku sever, ¢irrozi biljari u kolestasi.

- Indeboliment renali sever (tnehhija tal-krejatinina <30 ml/min), nuqqas ta’ produzzjoni ta’
awrina.

- Ipokalimija refrattorja, iponatrimija, iperkal¢imija, u iperuricemija sintomatika.

4.4 Twissijiet specjali u prekawzjonijiet ghall-uzu

Tibdiliet fl-elettroliti tas-serum

Valsartan

L-uzu flimkien ma’ supplimenti ta’ potassium, dijuretici li ma jitilfux potassium, sostitwenti tal-melh
li fihom potassium, jew sustanzi ohra li jistghu jzidu l-livelli tal-potassium (eparina, e¢¢.) mhux
irrakkomandat. Sorveljanza tal-potassium ghandha ssir skond il-bzonn.

Hydrochlorothiazide

Ipokalimija kienet irrappurtata taht kura b’dijuretic¢i thiazide, inkluz hydrochlorothiazide. Monitoragg
frekwenti tal-potassium fis-serum huwa rrakkomandat.

Kura b’dijureti¢i thiazide, inkluz hydrochlorothiazide, kienet asso¢jata ma’ iponatrimija u alkalozi
ipokloremika. It-thiazides, inkluz hydrochlorothiazide, izidu t-tnehhija ta’ magnesium mal-awrina, li
tista’ twassal ghal ipomanjesimija. It-tnehhija tal-calcium titnaqqas b’dijuretic¢i thiazide. Dan jista’
jwassal ghal iperkal¢imja.

Bhal kwalunkwe pazjent li qed jirc¢ievi kura dijuretika, kejl perjodiku tal-elettroliti tas-serum ghandu
jsir f’intervalli xierqa.
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Pazjenti bi tnaqqis fis-sodium u/jew fil-volum
Pazjenti li qed jir¢ievu dijureti¢i thiazide, inkluz hydrochlorothiazide, ghandhom jigu osservati ghal
sinjali klini¢i ta’ Zbilan¢ fil-fluwidi jew fl-elettroliti.

F’pazjenti bi tnaqqis sever fis-sodium u/jew fil-volum, bhal dawk li ged jir¢ievu dozi gholja ta’
dijuretici, f’kazijiet rari tista’ ssehh pressjoni baxxa sintomatika wara 1-bidu tat-terapija b’Diovan
Comp. Tnaqqis fis-sodium u/jew fil-volum ghandu jigi kkoregut qabel tinbeda kura b’Diovan Comp.

Pazjenti b’insuffi¢jenza qgawwija u kronika tal-qalb jew kundizzjonijiet ohra bi stimulazzjoni tas-
sistema ta’ renin-angiotensin-aldosterone

F’pazjenti li I-funzjoni renali taghhom tista’ tiddependi fuq l-attivita tas-sistema renin-angiotensin-
aldosterone (ez. pazjenti b’insuffi¢jenza kongestiva tal-qalb severa), kura b’inibituri ta’ angiotensin
converting enzyme kienet asso¢jata ma’ oligurja u/jew azotemja progressiva u f’kazijiet rari ma’
insuffi¢jenza renali akuta. L-uzu ta’ Diovan Comp f’pazjenti b’insuffi¢jenza qawwija u kronika tal-
galb ma gietx stabbilita.

Ghal din ir-raguni ma jistax jigi eskluz li minhabba I-inibizzjoni tas-sistema ta’ renin-angiotensin-
aldosterone 1-uzu ta’ Diovan Comp ukoll jista jigi asso¢jat ma’ indeboliment fil-funzjoni renali.
Diovan Comp m’ghandux jintuza f’dawn il-pazjenti.

Stenozi tal-arterja renali

Diovan Comp m’ghandux jintuza biex jikkura pressjoni gholja f’pazjenti bi stenozi unilaterali jew
bilaterali tal-arterja renali jew stenozi tal-arterja ta’ kilwa wahda, minhabba li 1-urea fid-demm u 1-
kreajatinina fis-serum jistghu jizdiedu f’pazjenti bhal dawn.

Iperaldosteronizmu primarju
Pazjenti b’iperaldosteronizmu primarju m’ghandhomx jigu kkurati b’Diovan Comp peress li s-sistema
renin-angiotensin taghhom mhux attivata.

Stenosi tal-valvula aortika u mitrali, kardjomijopatija ipertrofika ostruttiva
Bhal bil-vazodilataturi 1-ohra kollha, kawtela spe¢jali hija indikata fpazjenti li jsofru minn stenosi
aortika jew mitrali, jew kardjomijopatija ipertrofika ostruttiva (HOCM).

Indeboliment renali

L-ebda aggustament fid-doza ma huwa mehtieg ghal pazjenti b’indeboliment renali bi tnehhija tal-
krejatinina ta’ 230 ml/min (ara sezzjoni 4.2). Monitoragg perjodiku tal-livelli tal-potassium, tal-
krejatinina u tal-uric acid fis-serum huwa rrakkomandat meta Diovan Comp jintuza f’pazjenti
b’indeboliment renali.

Trapjant tal-kliewi
Bhalissa m’hemmx esperjenza dwar l-uzu sikur ta’ Diovan Comp f’pazjenti li kellhom trapjant tal-
kliewi recenti.

Indeboliment epatiku
Diovan Comp ghandu jintuza b’kawtela f"pazjenti b’indeboliment epatiku hafif sa moderat minghajr
kolestasi (ara sezzjonijiet 4.2 u 5.2).

Lupus erythematosus sistemiku
Dijuretic¢i thiazide, inkluz hydrochlorothiazide, kienu rrappurtati li jharrxu jew jattivaw lupus
erythematosus sistemiku.

Disturbi metaboli¢i ohra

Dijuretic¢i thiazide, inkluz hydrochlorothiazide, jistghu jibdlu t-tolleranza ghal glucose u jghollu 1-
livelli ta’ kolesterol, trigli¢eridi u uric acid fis-serum. F’pazjenti dijabetic¢i jistghu jkunu mehtiega
aggustamenti fid-doza tal-insulina jew ta’ sustanzi ipoglicemi¢i orali.

Thiazides jistghu jnaqgsu t-tnehhija tal-calcium mal-awrina u jikkawzaw livelli oghla b’mod
intermittenti u hafif tal-calcium fis-serum fin-nuqqas ta’ disturbi maghrufa ta’ metabolizmu tal-kalcju.
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Iperkal¢imija qgawwija hafna tista’ tkun sinjal 1i diga hemm iperparatirojdizmu. Thiazides ghandhom
jitwaqqfu qabel ma jsiru testijiet ghall-funzjoni tal-paratirojde.

Fotosensittivita

Kazijiet ta’ reazzjonijiet ta’ fotosensittivita kienu rrappurtati b’dijuretici thiazide (ara sezzjoni 4.8).
Jekk reazzjoni ta’ fotosensittivita ssehh waqt il-kura, huwa rrakkomandat li titwaqqaf il-kura. Jekk 1-
ghoti mill-gdid tad-dijuretiku huwa mahsub li jkun mehtieg, huwa rrakkomandat li 1-partijiet esposti
ghax-xemx jew ghal UVA artifi¢jali jigu protetti.

Tqala
Antagonisti tar-Ricetturi ta’ Angiotensin Il (AIIRAs) m’ghandhomx jinbdew wagqt it-tqala. Sakemm

terapija kontinwata b’ AIIRAs mhux ikkunsidrata essenzjali, pazjenti li ged jippjanaw tqala ghandhom
jingalbu ghall-kura ohra li tbaxxi I-pressjoni li ghandha profil ta’ sigurta stabbilit ghal uzu waqt it-
tqala. Meta ssir dijanjosi ta’ tqala, kura b’ AIIRAs ghandha titwaqqaf minnufih, u, jekk xieraq,
ghandha tinbeda terapija alternattiva (ara sezzjonijiet 4.3 u 4.6).

Generali

Ghandha tintuza 1-kawtela f’pazjenti li jkunu diga wrew sensittivita ec¢essiva ghal antagonisti ohrajn
tar-ricetturi ta’ angiotensin II qabel. Reazzjonijiet ta’ sensittivita ec¢essiva ghal hydrochlorothiazide
huma aktar probabbli f’pazjenti b’allergija u azma.

4.5 Prodotti medi¢inali ohra li ma jagblux ma’ dan il-prodott u affarijiet ohra li jistghu
jibdlu l-effett farmacewtiku tal-prodott

Interazzjonijiet relatati kemm ma’ valsartan kif ukoll ma’ hydrochlorothiazide

L-uzu konkomitanti mhuwiex irrakkomandat

Lithium

Wagqt l-uzu fl-istess waqt ta’ inibituri ta’ ACE u thiazide, inkluz hydrochlorothiazide, kienet
irrapportata zjieda riversibbli fil-kon¢entrazzjonijiet fis-serum u fit-tossicita ta’ lithium. Minhabba n-
nuqqas ta’ esperjenza bl-uzu flimkien ta’ valsartan u lithium, din it-tahlita mhijiex irrakkomandata.
Jekk it-tahlita tkun necessarja, hija rrakkomandata sorveljanza b’attenzjoni tal-livelli ta’ lithium fis-
serum.

Uzu konkomitanti li jehtieg kawtela

Sustanzi ohra kontra l-pressjoni gholja

Diovan Comp jista’ jzid l-effetti ta’ sustanzi ohra li ghandhom effett kontra I-pressjoni (ez. ACEI,
imblokkaturi tar-ricetturi beta, u imblokkaturi tal-kanali tal-calcium).

Pressor amines (ez. noradrenaline, adrenaline)
Jista’ jkun hemm tnaqqis fir-rispons ghal pressor amines izda mhux bizzejjed li jigi eskluz l-uzu
taghhom.

Medicini anti-infjammatorji mhux sterojdi (NSAIDs), inkluz inibituri selettivi ta’ COX-2,
acetylsalicylic acid >3 g/kuljum, u NSAIDs mhux selettivi

NSAIDs jistghu jnaqqsu l-effett ta” kontra l-pressjoni gholja kemm ta’ anatgonisti ta’ angiotensin 11
kif ukoll ta’ hydrochlorothiazide meta jinghataw fl-istess hin. Barra dan, 1-uzu ta’ Diovan Comp
flimkien ma’ NSAIDs jista’ jwassal ghal funzjoni renali li tmur ghal aghar u ghal zieda fil-potassium
tas-serum. Ghalhekk fil-bidu tal-kura hija rrakkomandata sorveljanza tal-funzjoni renali, kif ukoll
idratazzjoni adegwata tal-pazjent.

Interazzjonijiet relatati ma’ valsartan

L-uzu konkomitanti mhuwiex irrakkomandat
Dijuretici li ma jitilfux potassium, supplimenti ta’ potassium, sostitwenti tal-melh [i fihom il-
potassium u sustanzi ohra li jistghu jzidu I-livelli tal-potassium
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Jekk prodott medicinali li jaffettwa I-livelli ta’ potassium huwa kkunsidrat necessarju flimkien ma’
valsartan, hija rrakkomandata sorveljanza tal-livelli ta’ potassium fil-plazma.

L-ebda interazzjoni

Fi studji dwar l-interazzjoni tal-medicina b’valsartan, ma nstabet 1-ebda interazzjoni ta’ sinifikanza
klinika b’valsartan jew b’xi wiehed mis-sustanzi li gejjin: cimetidine, warfarin, furosemide, digoxin,
atenolol, indomethacin, hydrochlorothiazide, amlodipine, glibenclamide. Digoxin u indomethacin
jista’ jkollhom interazzjoni mal-komponent hydrochlorothiazide ta’ Diovan Comp (ara interazzjonijiet
relatati ma’ hydrochlorothiazide).

Interazzjonijiet relatati ma’ hydrochlorothiazide

L-uzu konkomitanti fejn jehtieg li tintuza l-kawtela

Prodotti medicinali assocjati ma’ telf ta’ potassium u ipokalimija (ez. dijureti¢i kalijuretici,
kortikosterojdi, lassattivi, ACTH, amphotericin, carbenoxolone, penicillin G, salicylic acid u
derivattivi)

Jekk dawn il-prodotti medi¢inali ghandhom jigu preskritti mat-tahlita ta’ hydrochlorothiazide-
valsartan, monitoragg tal-livelli tal-potassium fil-plazma huwa irrikkmandat. Dawn il-prodotti
medicinali jistghu jzidu 1-qawwa tal-effett ta” hydrochlorothiazide fuq il-potassium fis-serum (ara
sezzjoni 4.4).

Prodotti medicinali li jistghu jinducu torsades de pointes

o Antiarritmici tal-Klassi Ia (ez. quinidine, hydroquinidine, disopyramide)

° Antiarritmici tal-Klassi III (ez. amiodarone, sotalol, dofetilide, ibutilide)

o Xi antipsikoti¢i (ez. thioridazine, chlorpromazine, levomepromazine, trifluoperazine,
cyamemazine, sulpiride, sultopride, amisulpride, tiapride, pimozide, haloperidol, droperidol)

o Ohrajn (ez. bepridil, cisapride, diphemanil, erythromycin i.v., halofantrin, ketanserin,

mizolastin, pentamidine, sparfloxacine, terfenadine, vincamine i.v.)
Minhabba r-riskju ta’ ipokalimja, hydrochlorothiazide ghandu jinghata b’attenzjoni meta jkun asso¢jat
ma’ prodotti medicinali li jistghu jinducu torsades de pointes.

Digitalis glycosides
Ipokalimija jew ipomanjesimija kkagunata minn thiazide tista’ ssehh bhala effett mhux mixtieq li
jiffavorixxi l-bidu ta’ arritmiji tal-qalb ikkagunati minn digitalis.

Calcium salts u vitamina D
L-ghoti ta’ dijuretic¢i thiazide, inkluz hydrochlorothiazide, flimkien ma’ vitamina D jew flimkien ma’
calcium salts jista’ jzid il-qawwa li biha joghla 1-calcium fis-serum.

Sustanzi antidijabetici (sustanzi mill-halq u insulina)

Il-kura b’thiazide tista’ tinfluwenza t-toleranza ghall-glucose. Aggustamenti fid-doza tal-prodott
medicinali antidijabetiku tista tkun mehtiega.

Metformin ghandu jintuza b’kawtela minhabba r-riskju ta’ a¢idozi lattika ikkagunata minn
insuffi¢jenza funzjonali renali li jista’ jkun hemm u li hija marbuta ma’ hydrochlorothiazide.

Imblokkaturi beta u diazoxide

L-uzu konkomitanti ta’ dijureti¢i thiazide, inkluz hydrochlorothiazide, ma’ imblokkaturi beta jista’
jzid ir-riskju ta’ iperglicemija. Dijuretic¢i thiazide, inkluz hydrochlorothiazide, jistghu jkabbru I-effett
iperglicemiku ta’ diazoxide.

Prodotti medicinali uzati fil-kura tal-gotta (probenecid, sulfinpyrazone u allopurinol)
Aggustament fid-doza ta’ medi¢ini urikosurici jista’ jkun mehtieg minhabba li hydrochlorothiazide
jista” jzid il-livell ta’ uric acid fis-serum. Zieda fid-dozagg ta’ probenecid jew sulfinpyrazone tista’
tkun mehtiega. L-ghoti flimkien ta’ dijuretici thiazide, inkluz hydrochlorothiazide, jista’ jzid 1-
in¢idenza ta’ reazzjonijiet ta’ sensittivita ec¢essiva ghal allopurinol.
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Sustanzi antikolinergici (ez. atropine, biperiden)
I1-bijodisponibilta ta’ dijureti¢i tat-tip thiazide tista’ tizdied b’sustanzi antikolinergi¢i, mid-dehra
minhabba tnaqqis fil-moviment gastrointestinali spontanju u r-rata ta’ tbattil tal-istonku.

Amantadine
It-thiazides, inkluz hydrochlorothiazide, jistghu jzidu r-riskju ta’ effetti avversi kkawzati minn
amantadine.

Razi ta’ cholestyramine u cholestipol
L-assorbiment ta’ dijureti¢i thiazide, inkluz hydrochlorothiazide, huwa indebolit fil-prezenza ta’ razi
ta’ skambju anjoniku.

Sustanzi c¢itotossici (ez. cyclophosamide, methotrexate)
It-thiazides, inkluz hydrochlorothiazide, jistghu jnaqqgsu t-tnehhija renali ta’ sustanzi ¢itotossi¢i u
jsahhu l-effetti majelosoppressivi taghhom.

Rilassanti tal-muskoli skeletrali li mhumiex depolarizzanti (ez. tubocurarine)
It-thiazides, inkluz hydrochlorothiazide, jsahhu 1-azzjoni ta’ derivattivi ta’ curare.

Ciclosporin
Kura konkomitanti b’ciclosporin tista’ zzid ir-riskju ta’ iperuricemija u kumplikazzjonijiet tat-tip tal-
gotta.

Alkohol, anestetici u sedattivi
Jista jsehh li titgawwa l-pressjoni baxxa mal-waqqaf.

Methyldopa
Kien hemm rapporti izolati ta’ anemija emolitika f’pazjenti li kienu ged jir¢ievu kura konkomitanti
b’methyldopa u hydrochlorothiazide.

Carbamazepine

Pazjenti li jir¢ievu hydrochlorothiazide flimkien ma’ carbamazepine jistghu jizviluppaw iponatrimija.
Pazjenti bhal dawn ghalhekk ghandu jinghatalhom parir dwar il-possibilita ta’ reazzjonijiet ta’
iponatrimija, u ghandhom jigu ssorveljati ghal din ir-raguni.

lodine bhala sustanza ta’ kuntrast

F’kaz ta’ deidrazzjoni kkagunata minn dijureti¢i, hemm Zieda fir-riskju ta’ insuffi¢jenza renali akuta,
spe¢jalment b’dozi gholjin tal-prodott ta’ iodine. Il-pazjenti ghandhom jigu reidratati qabel 1-ghoti.
4.6 Tgqala u treddigh

Tqala

Valsartan

L-uzu ta’ Antagonisti tar-Ricettur ta’ Angiotensin II (AIIRAs) mhux irrakkomandat waqt l-ewwel
trimestru tat-tqala (ara sezzjoni 4.4). L-uzu ta’ AIIRAs huwa kontra-indikat waqt it-tieni u t-tielet
trimestru tat-tqala (ara sezzjonijiet 4.3 u 4.4).

Evidenza epidemjologika dwar ir-riskju ta’ teratogenicita wara espozizzjoni ghall-inibituri ta’ ACE
wagqt l-ewwel trimestru tat-tqala ma kinetx konkluziva; madankollu, ma tistax tigi eskluza zjieda
zghira fir-riskju. Filwaqt 1i m’hemmx taghrif epidemjologiku kkontrollat dwar ir-riskju b’Inibituri tar-
Ricettur ta’ Angiotensin II (AIIRAs), jistghu jezistu riskji simili ghal din il-klassi ta’ medi¢ini.
Sakemm terapija kontinwa b’ AIIRA mhux ikkunsidrata bhala essenzjali, pazjenti li ged jippjanaw
tqala ghandhom jinqalbu ghall-kura alternattiva li tbaxxi l-pressjoni gholja li ghandha profil ta’
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sigurta stabbilit ghall-uzu wagqt it-tqala. Meta ssir dijanjosi ta’ tqala kura b’ AIIRAs ghandha titwaqqaf
minnufih, u jekk xieraq ghandha tinbeda terapija alternattiva.

Espozizzjoni ghal terapija b’ AIIRAs waqt it-tieni u t-tielet trimestru hija maghrufa li tindu¢i tossicita
lill-fetu uman (funzjoni renali mnaqqsa, fluwidu amnjotiku mhux suffi¢jenti, ittardjar ta’ 1-
ossifikazzjoni tal-qorriegha tar-ras) u tossicita neonatali (insuffi¢jenza renali, pressjoni baxxa,
iperkalimja) (ara wkoll sezzjoni 5.3).

Jekk ikun hemm espozizzjoni ghal AIIRAs mit-tieni trimestru tat-tqala, hija rrakkomandata
valutazzjoni tal-funzjoni renali u tal-qorriegha tar-ras b’ultrasound.

Trabi ta’ ommijiet li hadu AIIRAs ghandhom jigu osservati mill-qrib ghall-pressjoni baxxa (ara wkoll
sezzjoni 4.3 u 4.4).

Hydrochlorothiazide

Hemm esperjenza limitata b’hydrochlorothiazide waqt it-tqala, spe¢jalment waqt 1-ewwel trimestru.
Studji fl-annimali mhumiex suffi¢jenti. Hydrochlorothiazide jghaddi minn gol-placenta. Fuq bazi tal-
mekkanizmu ta’ azzjoni farmakologika ta’ hydrochlorothiazide I-uzu tieghu waqt it-tieni u t-tielet
trimestru jista’ jikkomprometti l-perfuzjoni tal-placenta u l-fetu u jista’ jikkawza effetti fil-fetu u fit-
tarbija tat-twelid bhal icterus, disturb fil-bilan¢ tal-elettroliti u trombocitopenija.

Treddigh
Peress 1i m’hemmx informazzjoni disponibbli dwar l-uzu ta’ valsartan waqt it-treddigh.

Hydrochlorothiazide jitnehha mal-halib tas-sider. Ghalhekk I-uzu ta’ Diovan Comp waqt it-treddigh
mhux irrakkomandat. Kura alternattiva li ghandha profil ta’ sigurta stabbilit ahjar ghall-uzu waqt it-
treddigh hija preferibbli, spe¢jalment waqt treddigh ta’ tarbija tat-twelid jew tarbija li twieldet qabel
iz-zmien.

4.7 Effetti fuq il-hila biex issuq u thaddem magni

Ma sarux studji dwar l-effetti ta’ Diovan Comp fuq il-hila biex issuq u thaddem magni. Wagqt is-
sewqan jew thaddim ta’ magni wieched ghandu jikkunsidra li xi kultant jista’ jkun hemm sturdament
jew gheja.

4.8 Effetti mhux mixtieqa

Reazzjonijiet avversi rrappurtati fi provi klini¢i u sejbiet tal-laboratorju li seshhew b’mod aktar
frekwenti b’valsartan flimkien ma’ hydrochlorothiazide versus pla¢ebo u rapporti individwali ta’ wara
t-tqeghid fis-suq huma pprezentati hawn taht skont is-sistema tal-klassifika tal-organi. Reazzjonijiet
avversi maghrufa li jsehhu b’kull wiehed mill-komponenti moghti individwalment izda 1i ma dehrux fi
provi klini¢i jistghu jsehhu waqt kura b’valsartan/ hydrochlorothiazide.

Reazzjonijiet avversi ghall-medi¢ina huma kklassifikati skont il-frekwenza, bl-aktar frekwenti mnizzla
l-ewwel, bl-uzu tal-konvenzjoni li gejja: komuni hafna (> 1/10); komuni (> 1/100 sa < 1/10); mhux
komuni (> 1/1,000 sa < 1/100); rari (> 1/10,000 sa < 1/1,000); rari hafna (< 1/10,000), mhux maghruf
(ma tistax tittiched stima mid-data disponibbli). F’kull sezzjoni ta’ frekwenza, I-effetti mhux mixtieqa
huma mnizzla skond is-serjeta taghhom, bl-aktar serji jitnizzlu l-ewwel.

Tabella 1. Frekwenza ta’ reazzjonijiet avversi b’valsartan/hydrochlorothiazide

Disturbi fil-metabolizmu u n-nutrizzjoni

Mhux komuni Deidrazzjoni
Disturbi fis-sistema nervuza

Rari hatna Sturdament
Mhux komuni Parestezija
Mhux maghruf Sinkope
Disturbi fl-ghajnejn

Mhux komuni Vista mcajpra

Disturbi fil-widnejn u fis-sistema
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labirintika

Mhux komuni
Disturbi vaskulari
Mhux komuni
Disturbi respiratorji, tora¢i¢i u medjastinali

Tinnitus

Pressjoni baxxa

Edima fil-pulmuni mhux mill-qalb

Mhux komuni Soghla
Mhux maghruf

Disturbi gastro-intestinali

Rari hafna Dijarea
Disturbi muskolu-skeltrali u tal-connective tissue
Mhux komuni Majalgja
Rari hafna Artralgja

Disturbi fil-kliewi u fis-sistema urinarja
Mhux maghruf

Funzjoni indebolita tal-kliewi

Disturbi generali u kondizzjonijiet ta' mnejn jinghata

Mhux komuni
Investigazzjonijiet
Mhux maghruf

Gheja

Zieda ta’ uric acid fis-serum, Zieda ta’ bilirubin fis-serum u

ta’ krejatinina fis-serum, Ipokalimija, Iponatrimija, Livelli
oghla ta’ Nitrogen tal-Urea fid-Demm, Newtropenija

Informazzjoni addizzjonali dwar il-komponenti individwali

Reazzjonijiet avversi li kienu rrappurtati gqabel b’wiched mill-komponenti individwali jistghu
possibilment ikunu effetti mhux mixtieqa b’Diovan Comp ukoll, anke jekk ma gewx osservati fil-
provi klini¢i jew waqt il-perjodu ta’ wara t-tqeghid fis-suq.

Tabella 2. Frekwenza ta’ reazzjonijiet avversi b’valsartan

Disturbi tad-demm u tas-sistema limfatika
Mhux maghruf

Disturbi fis-sistema immuni
Mhux maghruf

Disturbi fil-metabolizmu u n-nutrizzjoni
Mhux maghruf

Disturbi fil-widnejn u fis-sistema labirintika
Mhux komuni

Disturbi vaskulari

Mhux maghruf

Disturbi gastro-intestinali

Mhux komuni

Disturbi fil-fwied u fil-marrara

Mhux maghruf

Disturbi fil-gilda u fit-tessuti ta’ taht il-gilda
Mhux maghruf

Disturbi fil-kliewi u fis-sistema urinarja
Mhux maghruf

Tnaqqis fl-emoglobina, tnaqqis fl-ematokrit,
trombocitopenija

Reazzjonijiet ohra ta’ sensittivita

Zieda fil-postassium tas-serum

Vertigo

Vaskulite

Ugigh fl-addome

Livelli oghla tal-valuri tal-funzjoni tal-fwied
Angjoedima, raxx, hakk

Insuffi¢jenza tal-kliewi

Tabella 3. Frekwenza ta’ reazzjonijiet avversi b’hydrochlorothiazide

Hydrochlorothiazide gie preskritt b’mod estensiv ghal hafna snin, b’mod frekwenti f’dozi oghla minn
dawk moghtija b’Diovan Comp. Ir-reazzjonijict avversi li gejjin kienu rrappurtati f’pazjenti kkurati
b’monoterapija ta’ dijureti¢i thiazide, inkluz hydrochlorothiazide:

Disturbi tad-demm u tas-sistema limfatika



Rari
Rari hatha

Disturbi fis-sistema immuni
Rari hafna

Disturbi psikjatrici

Rari

Disturbi fis-sistema nervuza
Rari

Disturbi fil-qalb

Rari

Disturbi vaskulari

Komuni

Disturbi respiratorji, tora¢i¢i u medjastinali
Rari hafna

Disturbi gastro-intestinali

Komuni

Rari

Rari hafna

Disturbi fil-fwied u fil-marrara

Rari

Disturbi fil-gilda u fit-tessuti ta’ taht il-gilda
Komuni

Rari

Rari hafna

Disturbi fis-sistema riproduttiva u fis-sider
Komuni

4.9 Overdose

Sintomi

Trombo¢itopenija xi drabi b’purpura
Agranulocitozi, lewkopenija, anemija emolitika,
depressjoni tal-mudullun tal-ghadam
Reazzjonijiet ta’ sensittivita ecéessiva
Depressjoni, disturbi fl-irqgad

Ugigh ta’ ras

Arritmiji tal-qalb

Pressjoni baxxa mal-waqqaf

Tbatija fit-tehid tan-nifs inkluz pulmonite u edima
fil-pulmuni

Telf t’aptit, tqalligh hafif u rimettar
Stitikezza, skomfort gastrointestinali
Pakrejatite

Kolestazi gol-fwied jew suffejra

Urtikarja u forom ohra ta’ raxx
Fotosensitizzazzjoni

Vaskulite 1i tinnekrotizza u nekrolizi tal-
epidermide tossika, reazzjonijiet fil-gilda jixbhu
lil lupus erythematosus, rijattivazzjoni ta’ lupus
erythematosus fil-gilda

Impotenza

Doza eccessiva b’valsartan tista’ tikkawza pressjoni baxxa hafna, li tista’ twassal ghall-livell depress
ta’ koxjenza, kollass tac-¢irkolazzjoni u/jew xokk. Flimkien ma’ dan, is-sinjali u s-sintomi li gejjin
jistghu jsehhu minhabba doza ec¢cessiva tal-komponent hydrochlorothiazide: tqalligh, hedla tan-nghas,
ipovolimja, u disturbi fl-elettroliti asso¢jati ma’ arritmiji tal-qalb u spazmi fil-muskoli.

Kura

[I-mizuri terapewtici jiddependu fuq il-hin ta’ l-ingestjoni u fuq it-tip u s-severita tas-sintomi; bl-
stabilizzazzjoni tal-kundizzjoni ¢irkolatorja bhala l-aktar importanti.
Jekk issehh pressjoni baxxa, il-pazjent ghandu jitpogga f’pozizzjoni mimduda u ghandha tinghata

supplimentazzjoni tal-melh u tal-volum malajr.

Valsartan ma jistax jigi eliminat permezz tal-emodijalisi minhabba I-komportament ta’ twahhil qawwi
mal-plazma filwaqt li tnehhija ta’ hydrochlorothiazide tista’ tinkiseb bid-dijalizi.

5. TAGHRIF FARMAKOLOGIKU

5.1 Taghrif farmakodinamiku

Kategorija farmakoterapewtika: Antagonisti ta’ angiotensin II u dijuretici, valsartan u dijuretici;

Kodi¢i ATC: C09D AO03.



Valsartan/hydrochlorothiazide

Fi prova double-blind, randomised, ikkontrollata b’mod attiv f’pazjenti li ma kinux ikkontrollati
b’mod adegwat fuq hydrochlorothiazide 12.5 mg, tnaqqis oghla b’mod sinifikanti fil-pressjoni
sistolika/dijastolika medja kien osservat bit-tahlita ta’ valsartan/hydrochlorothiazide 80/12.5 mg
(14.9/11.3 mmHg) meta mgabbel ma’ hydrochlorothiazide 12.5 mg (5.2/2.9 mmHg) u
hydrochlorothiazide 25 mg (6.8/5.7 mmHg). Flimkien ma’ dan, per¢entwal oghla b’mod sinifikanti ta’
pazjenti kellhom rispons (pressjoni dijastolika <90 mmHg jew tnaqqis >10 mmHg) b’valsartan/
hydrochlorothiazide 80/12.5 mg (60%) meta mgabbel ma’ hydrochlorothiazide 12.5 mg (25%) u
hydrochlorothiazide 25 mg (27%).

Fi prova double-blind, randomised, ikkontrollata b’mod attiv f’pazjenti li ma kinux ikkontrollati
b’mod adegwat fuq valsartan 80 mg, tnaqqis oghla b’mod sinifikanti fil-pressjoni sistolika/dijastolika
medja kien osservat bit-tahlita ta’ valsartan/hydrochlorothiazide 80/12.5 mg (9.8/8.2 mmHg) meta
mgqabbel ma’ valsartan 80 mg (3.9/5.1 mmHg) u valsartan 160 mg (6.5/6.2 mmHg). Flimkien ma’ dan,
percentwal oghla b’mod sinifikanti ta’ pazjenti kellhom rispons (pressjoni dijastolika <90 mmHg jew
tnaqqis >10 mmHg) b’valsartan/hydrochlorothiazide 80/12.5 mg (51%) meta mqabbel ma’ valsartan
80 mg (36%) u valsartan 160 mg (37%).

Fi prova b’disinn ta’ fattur, double-blind, randomised, ikkontrollata bi placebo li gqabblet diversi
tahlitiet ta’ dozi ta’ valsartan/ hydrochlorothiazide mal-komponenti rispettivi taghhom, kien osservat
tnaqqis oghla b’mod sinifikanti fil-pressjoni sistolika/dijastolika medja bit-tahlita ta’ valsartan/
hydrochlorothiazide 80/12.5 mg (16.5/11.8 mmHg) meta mgabbla ma’ placebo (1.9/4.1 mmHg) u ma’
hydrochlorothiazide 12.5 mg (7.3/7.2 mmHg) kif ukoll ma’ valsartan 80 mg (8.8/8.6 mmHg).
Flimkien ma’ dan, percentwal oghla b’mod sinifikanti ta’ pazjenti kellhom rispons (pressjoni
dijastolika <90 mmHg jew tnaqqis >10 mmHg) b’valsartan/hydrochlorothiazide 80/12.5 mg (64%)
meta mgabbel ma’ placebo (29%) u hydrochlorothiazide (41%).

Fi prova double-blind, randomised, ikkontrollata b’mod attiv f’pazjenti li ma kinux ikkontrollati
b’mod adegwat fuq hydrochlorothiazide 12.5 mg, tnaqqis oghla b’mod sinifikanti fil-pressjoni
sistolika/dijastolika medja kien osservat bit-tahlita ta’ valsartan/hydrochlorothiazide 160/12.5 mg
(12.4/7.5 mmHg) meta mgabbel ma’ hydrochlorothiazide 25 mg (5.6/2.1 mmHg). Flimkien ma’ dan,
percentwal oghla b’mod sinifikanti ta’ pazjenti kellhom rispons (pressjoni <140/90 mmHg jew
tnaqqis fil-pressjoni sistolika >20 mmHg jew tnaqqis fil-pressjoni diajstolika >10 mmHg) b’valsartan/
hydrochlorothiazide 160/12.5 mg (50%) meta mgabbel ma’ hydrochlorothiazide 25 mg (25%).

Fi prova double-blind, randomised, ikkontrollata b’mod attiv f’pazjenti li ma kinux ikkontrollati
b’mod adegwat fuq valsartan 160 mg, tnaqqis oghla b’mod sinifikanti fil-pressjoni
sistolika/dijastolika medja kien osservat kemm bit-tahlita ta’ valsartan/hydrochlorothiazide 160/25 mg
(14.6/11.9 mmHg) kif ukoll b’valsartan/ hydrochlorothiazide 160/12.5 mg (12.4/10.4 mmHg) meta
mgqabbel ma’ valsartan 160 mg (8.7/8.8 mmHg). Id-differenza fit-tnaqqis tal-pressjoni bejn id-dozi ta’
160/25 mg u 160/12.5 mg ukoll lahget sinifikat statistiku. Flimkien ma’ dan, peré¢entwal oghla b’mod
sinifikanti ta’ pazjenti kellhom rispons (pressjoni dijastolika <90 mmHg jew tnaqqis >10 mmHg)
b’valsartan/hydrochlorothiazide 160/25 mg (68%) u 160/12.5 mg (62%) meta mgabbla ma’ valsartan
160 mg (49%).

Fi prova b’disinn ta’ fattur, double-blind, randomised, ikkontrollata bi placebo li gabblet diversi
tahlitiet ta’ dozi ta’ valsartan/ hydrochlorothiazide mal-komponenti rispettivi taghhom, kien osservat
tnaqqis oghla b’mod sinifikanti fil-pressjoni sistolika/dijastolika medja bit-tahlita ta’ valsartan/
hydrochlorothiazide 160/12.5 mg (17.8/13.5 mmHg) u 160/25 mg (22.5/15.3 mmHg) meta mgabbla
ma’ placebo (1.9/4.1 mmHg) u mal-monoterapiji rispettivi taghhom, i.¢., hydrochlorothiazide 12.5 mg
(7.3/7.2 mmHg), hydrochlorothiazide 25 mg (12.7/9.3 mmHg) u valsartan 160 mg (12.1/9.4 mmHg).
Flimkien ma’ dan, percentwal oghla b’mod sinifikanti ta’ pazjenti kellhom rispons (pressjoni
dijastolika <90 mmHg jew tnaqqis >10 mmHg) b’valsartan/hydrochlorothiazide 160/25 mg (81%) u
valsartan/ hydrochlorothiazide 160/12.5 mg (76%) meta mgabbla ma’ placebo (29%) u mal-
monoterapiji rispettivi taghhom, i.e., hydrochlorothiazide 12.5 mg (41%), hydrochlorothiazide 25 mg
(54%), u valsartan 160 mg (59%).
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Fi prova double-blind, randomised, ikkontrollata b’mod attiv f’pazjenti li ma kinux ikkontrollati
b’mod adegwat fuq hydrochlorothiazide 12.5 mg, tnaqqis oghla b’mod sinifikanti fil-pressjoni
sistolika/dijastolika medja kien osservat bit-tahlita ta’ valsartan/hydrochlorothiazide 160/12.5 mg
(12.4/7.5 mmHg) meta mgabbel ma’ hydrochlorothiazide 25 mg (5.6/2.1 mmHg). Flimkien ma’ dan,
percentwal oghla b’mod sinifikanti ta’ pazjenti kellhom rispons (pressjoni <140/90 mmHg jew
tnaqqis fil-pressjoni sistolika >20 mmHg jew tnaqqis fil-pressjoni diajstolika >10 mmHg) b’valsartan/
hydrochlorothiazide 160/12.5 mg (50%) meta mgabbel ma’ hydrochlorothiazide 25 mg (25%).

Fi prova double-blind, randomised, ikkontrollata b’mod attiv f’pazjenti li ma kinux ikkontrollati
b’mod adegwat fuq valsartan 160 mg, tnaqqis oghla b’mod sinifikanti fil-pressjoni
sistolika/dijastolika medja kien osservat kemm bit-tahlita ta’ valsartan/hydrochlorothiazide 160/25 mg
(14.6/11.9 mmHg) kif ukoll b’valsartan/ hydrochlorothiazide 160/12.5 mg (12.4/10.4 mmHg) meta
mgqabbel ma’ valsartan 160 mg (8.7/8.8 mmHg). Id-differenza fit-tnaqqis tal-pressjoni bejn id-dozi ta’
160/25 mg u 160/12.5 mg ukoll lahget sinifikat statistiku. Flimkien ma’ dan, per¢entwal oghla b’mod
sinifikanti ta’ pazjenti kellhom rispons (pressjoni dijastolika <90 mmHg jew tnaqqis >10 mmHg)
b’valsartan/hydrochlorothiazide 160/25 mg (68%) u 160/12.5 mg (62%) meta mgabbla ma’ valsartan
160 mg (49%).

Fi prova b’disinn ta’ fattur, double-blind, randomised, ikkontrollata bi placebo li gabblet diversi
tahlitiet ta’ dozi ta’ valsartan/ hydrochlorothiazide mal-komponenti rispettivi taghhom, kien osservat
tnaqqis oghla b’mod sinifikanti fil-pressjoni sistolika/dijastolika medja bit-tahlita ta’ valsartan/
hydrochlorothiazide 160/12.5 mg (17.8/13.5 mmHg) u 160/25 mg (22.5/15.3 mmHg) meta mgabbla
ma’ placebo (1.9/4.1 mmHg) u mal-monoterapiji rispettivi taghhom, i.e., hydrochlorothiazide 12.5 mg
(7.3/7.2 mmHg), hydrochlorothiazide 25 mg (12.7/9.3 mmHg) u valsartan 160 mg (12.1/9.4 mmHg).
Flimkien ma’ dan, percentwal oghla b’mod sinifikanti ta’ pazjenti kellhom rispons (pressjoni
dijastolika <90 mmHg jew tnaqqis >10 mmHg) b’valsartan/hydrochlorothiazide 160/25 mg (81%) u
valsartan/ hydrochlorothiazide 160/12.5 mg (76%) meta mgabbla ma’ placebo (29%) u mal-
monoterapiji rispettivi taghhom, i.e., hydrochlorothiazide 12.5 mg (41%), hydrochlorothiazide 25 mg
(54%), u valsartan 160 mg (59%).

Fi prova double-blind, randomised, ikkontrollata b’mod attiv f’pazjenti li ma kinux ikkontrollati
b’mod adegwat fuq valsartan 320 mg, tnaqqis oghla b’mod sinifikanti fil-pressjoni
sistolika/dijastolika medja kien osservat kemm bit-tahlita ta’ valsartan/ hydrochlorothiazide

320/25 mg (15.4/10.4 mmHg) kif ukoll b’valsartan/ hydrochlorothiazide 320/12.5 mg

(13.6/9.7 mmHg) meta mgabbla ma’ valsartan 320 mg (6.1/5.8 mmHg).

Id-differenza fit-tnaqqis tal-pressjoni sistolika bejn id-dozi ta’ 320/25 mg u 320/12.5 mg ukoll lahqget
sinifikat statistiku. Flimkien ma’ dan, percentwal oghla b’mod sinifikanti ta’ pazjenti kellhom rispons
(pressjoni dijastolika <90 mmHg jew tnaqqis >10 mmHg) b’valsartan/hydrochlorothiazide 320/25 mg
(75%) u 320/12.5 mg (69%) meta mqgabbla ma’ valsartan 320 mg (53%).

Fi prova b’disinn ta’ fattur, double-blind, randomised, ikkontrollata bi placebo li gabblet diversi
tahlitiet ta’ dozi ta’ valsartan/ hydrochlorothiazide mal-komponenti rispettivi taghhom, kien osservat
tnaqqis oghla b’mod sinifikanti fil-pressjoni sistolika/dijastolika medja bit-tahlita ta’ valsartan/
hydrochlorothiazide 320/12.5 mg (21.7/15.0 mmHg) u 320/25 mg (24.7/16.6 mmHg) meta mqabbel
ma’ placebo (7.0/5.9 mmHg) u I-monoterapiji rispettivi taghhom, i.e., hydrochlorothiazide 12.5 mg
(11.1/9.0 mmHg), hydrochlorothiazide 25 mg (14.5/10.8 mmHg) u valsartan 320 mg

(13.7/11.3 mmHg). Flimkien ma’ dan, perc¢entwal oghla b’mod sinifikanti ta’ pazjenti kellhom rispons
(pressjoni dijastolika <90 mmHg jew tnaqqis >10 mmHg) b’valsartan/hydrochlorothiazide 320/25 mg
(85%) u 320/12.5 mg (83%) meta mqgabbla ma’ placebo (45%) u mal-monoterapiji rispettivi taghhom,
i.e., hydrochlorothiazide 12.5 mg (60%), hydrochlorothiazide 25 mg (66%), u valsartan 320 mg
(69%).

Fi prova double-blind, randomised, ikkontrollata b’mod attiv f’pazjenti li ma kinux ikkontrollati
b’mod adegwat fuq valsartan 320 mg, tnaqqis oghla b’mod sinifikanti fil-pressjoni
sistolika/dijastolika medja kien osservat kemm bit-tahlita ta’ valsartan/ hydrochlorothiazide
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Tnaqqis tal-potassium fis-serum li jiddependi mid-doza sehh fi studji kkontrollati b’valsartan +
hydrochlorothiazide. Tnaqqis tal-potassium fis-serum sehh b’mod aktar frekwenti f’pazjenti 1i
nghataw 25 mg hydrochlorothiazide milli f’dawk li nghataw 12.5 mg hydrochlorothiazide. Fi provi
klini¢i kkontrollati b’valsartan/ hydrochlorothiazide 1-effett i hydrochlorothiazide jbaxxi I-potassium
tnaqqas mill-effett 1i valsartan ma jitlifx il-potassium.

L-effetti ta’ valsartan moghti flimkien ma’ hydrochlorothiazide fuq il-gid ghall-mortalita u 1-
morbozita kardjovaskulari mhumiex maghrufa bhalissa.

Studji epidemjologici wrew li kura fit-tul b’hydrochlorothiazide tnaqqas ir-riskju ta’ mortalita u
morbozita kardjovaskulari.

Valsartan

Valsartan huwa antagonist gawwi u specifiku tar-ricettur ta’ angiotensin II (Ang II) attiv b’mod orali.
Huwa jahdem b’mod selettiv fuq is-sottotip ta’ ricettur AT, li huwa responsabbli ghall-azzjonijiet
maghrufa ta’ angiotensin IL. [z-zjieda fil-livelli fil-plazma ta’ Ang II wara I-imblokk tar-ricettur AT,
permezz ta’ valsartan jista’ jistimola r-ricettur AT, li mhux imblokkat, li jidher li jikkontrobilan¢ja I-
effett tar-ricettur AT,. Valsartan ma jurix attivita agonista parzjali fir-ricettur AT, u ghandu affinita
ferm aktar oghla (madwar 20,000 darba) ghar-ricettur AT, milli ghar-ricettur AT,. Valsartan mhux
maghruf li jehel jew jimblokka ric¢etturi ta’ ormoni ohra jew kanali tal-joni maghrufa li huma
importanti fir-regolazzjoni kardjovaskulari.

Valsartan ma jinibixxix ACE (maghruf ukoll bhala kininase II) li jaqleb Ang I ghal Ang I u
jiddegrada bradykinin. Peress li m”hemmx effett fuq ACE u l-ebda zjieda fil-qawwa ta’ bradykinin
jew tas-sustanza P, antagonisti ta’ angiotensin Il mhux probabbli li jkunu assocjati ma’ soghla. Fi
provi klini¢i fejn valsartan kien imqabbel ma’ inibitur ta’ ACE, l-in¢idenza ta’ soghla xotta kienet
inqas b’mod sinifikanti (P<0.05) f’pazjenti kkurati b’valsartan meta mqabbel ma’ dawk ikkurati
b’inibitur ta” ACE (2.6% kontra 7.9% rispettivament). Fi prova klinika ta’ pazjenti b’passat ta’ soghla
xotta waqt terapija b’inibitur ta’ ACE, 19.5% ta’ l-individwi fil-prova li réevew valsartan u 19.0% ta’
dawk 1i rcevew dijuretiku thiazide kellhom esperjenza ta’ soghla meta mgabbel ma’ 68.5% ta’ dawk
ikkurati b’inibitur ta’ ACE (P<0.05).

L-ghoti ta’ valsartan lill-pazjenti bi pressjoni gholja jwassal fi tnaqqis fil-pressjoni tad-demm
minghajr effett fuq ir-rata tal-polz. Fil-bi¢ca 1-kbira tal-pazjenti, wara l-ghoti ta’ doza wahda, il-bidu
ta’ l-attivita li tbaxxi l-pressjoni gholja ssehh fi Zmien saghtejn, u I-massimu ta’ tnaqgqis fil-pressjoni
tad-demm jintlahaq fi zmien 4-6 sighat. L-effett 1i jbaxxi l-pressjoni gholja jippersisti ghal aktar minn
24 siegha wara d-dozagg. Waqt dozagg ripetut, 1-oghla tnaqqis fil-pressjoni bi kwalunkwe doza
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generalment jintlahaq fi zmien 2—4 gimghat u jippersisti waqt terapija fit-tul. F’tahlita ma’
hydrochlorothiazide, jinkiseb tnaqqis addizjonali sinifikanti fil-pressjoni tad-demm.

Twaqqif f’daqqa ta’ valsartan ma kienx assocjat ma’ dehra mill-gdid ta’ pressjoni gholja jew
avvenimenti klini¢i avversi ohra.

F’pazjenti bi pressjoni gholja b’dijabete tat-tip 2 u b’mikroalbuminurja, valsartan intwera li jnaqqas
it-tnehhija ta’ 1-albumina fl-awrina. L-istudju MARVAL (Micro Albuminuria Reduction with
Valsartan) ivvaluta t-tnaqqis fit-tnehhija ta’ l-albumina fl-awrina (UAE) b’valsartan (80-160 mg/od)
kontra amlodipine (5-10 mg/od), £°332 pazjent b’dijabete tat-tip 2 (eta medja: 58 sena; 265 ragel)
b’mikroalbuminurja (valsartan: 58 pg/min; amlodipine: 55.4 pg/min), bi pressjoni tad-demm normali
jew gholja u b’funzjoni renali ppreservata (krejatinina fid-demm <120 pmol/l). Wara 24 gimgha, 1-
UAE kienet imnaqqgsa (p<0.001) b’42% (—24.2 ug/min; 95% CI: —40.4 sa —19.1) b’valsartan u
b’madwar 3% (—1.7 pg/min; 95% CI: —5.6 sa 14.9) b’amlodipine minkejja rati simili ta’ tnaqqis fil-
pressjoni tad-demm fiz-zewg gruppi. L-istudju Diovan Reduction of Proteinuria (DROP) kompla
jezamina l-effikacja ta’ valsartan biex inaqqas I-UAE 391 pazjent bi pressjoni gholja

(BP=150/88 mmHg) u b’dijabete tat-tip 2, albuminurja (medja=102 pg/min; 20-700 pg/min) u
b’funzjoni renali ppreservata (medja tal-krejatinina fis-serum = 80 umol/l). [l-pazjenti kienu
randomised ghal wahda minn 3 dozi ta’ valsartan (160, 320 u 640 mg/od) u kkurati ghal 30 gimgha.
L-iskop ta’ l-istudju kien li jiddetermina l-ahjar doza ta’ valsartan biex inaqqas I-UAE f’pazjent bi
pressjoni gholja b’dijabete tat-tip 2. Wara 30 gimgha, il-persentagg tal-bidla fil-UAE kien imnaqqas
b’mod sinifikanti b’36% mil-linja bazi b’valsartan 160 mg (95%CI: 22 sa 47%), u b’44% b’valsartan
320 mg (95%CI: 31 sa 54%). Kien konkluz 1i 160-320 mg ta’ valsartan ipproduca tnaqqis ta’ rilevanza
klinika fil-UAE f’pazjent bi pressjoni gholja b’dijabete tat-tip 2.

Hydrochlorothiazide

Is-sit ta’ azzjoni ta’ dijureti¢i thiazide huwa primarjament fit-tubu zghir konvolut I-aktar imbieghed
tal-kilwa. Intwera li hemm ricettur li ghandu affinita kbira fil-kortici tal-kilwa bhala s-sit ta’ twahhil
primarju ghall-azzjoni tad-dijuretiku thiazide u inibizzjoni tat-trasport ta’ NaCl fit-tubu zghir konvolut
l-aktar imbieghed. I1-mod kif jahdmu t-thiazides huwa permezz ta’ inibizzjoni tas-symporter ta’
Na'Cl forsi billi jikkompetu ghas-sit ta’ Cl", b’hekk jaffettwaw il-mekkanizmi ta> assorbiment mill-
¢did tal-elettroliti: jzidu b’mod dirett it-tnehhija ta’ sodium u chloride bejn wiched u ichor f’ammonti
ekwivalenti, u b’mod indirett permezz ta’ din l-azzjoni dijuretika jnaqqgsu I-volum tal-plazma,
b’konsegwenza ta’ zidiet fl-attivita ta’ renin fil-plazma, sekrezzjoni ta’ aldosterone u telf ta’
potassium mal-awrina, u tnaqqis fil-potassium tas-serum. Ir-rabta bejn renin u angiotensin hija
medjata minn angiotensin II, ghalhekk bl-ghoti flimkien ma’ valsartan it-tnaqqis fil-potassium tas-
serum jidher anqas kif jigi osservat b’monoterapija ta’ hydrochlorothiazide.

5.2 Taghrif farmakokinetiku

Valsartan/hydrochlorothiazide

Id-disponibbilta sistemika ta’ hydrochlorothiazide tonqos b’madwar 30% meta jinghata flimkien ma’
valsartan. Il-kinetika ta’ valsartan m’hijiex affetwata b’mod qawwi bl-ghoti flimkien ma’
hydrochlorothiazide. Din l-interazzjoni osservata m’ghandha l-ebda impatt fuq l-uzu ta’ valsartan ma’
hydrochlorothiazide, minhabba li provi klini¢i kkontrollati wrew effett ta’ kontra l-pressjoni ¢ar, akbar
minn dak li jinkiseb meta kull sustanza tinghata ghaliha wahedha, jew meta jinghata placebo.

Valsartan

Assorbiment

Wara ghoti orali ta’ valsartan wahdu, il-kon¢entrazzjonijiet massimi ta’ valsartan fil-plazma jintlahqu
fi Zzmien 24 sighat. Il-bijodisponibilta assoluta medja hija ta’ 23%. L-ikel inaqqas l-espozizzjoni (kif
imkejjel mill-AUC) ghal valsartan b’madwar 40% u l-kon¢entrazzjoni massima fil-plazma (C,,,y)
b’madwar 50%, ghalkemm minn madwar 8 h wara d-dozagg koncentrazzjonijiet ta’ valsartan fil-
plazma huma simili ghall-gruppi mitmuma u sajma. Madankollu, dan it-tnaqqis fl-AUC mhux
akkompanjat minn tnaqqis ta’ sinifikanza klinika fl-effett terapewtiku, u ghalhekk valsartan jista’
jinghata ma’ l-ikel jew minghajr ikel.
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Distribuzzjoni

I[I-volum ta’ distribuzzjoni fi stat fiss ta’ valsartan wara ghoti gol-vini huwa ta’ madwar 17-il litru, u
dan jindika li ma ssehhx distribuzzjoni estensiva ta’ valsartan fit-tessuti. Valsartan huwa mwahhal
hafna mal-proteini fis-serum (94-97%), l-aktar ma’ I-albumina fis-serum.

Bijotrasformazzjoni

Valsartan ma jigix bijotrasformat b’mod estensiv peress li madwar 20% biss tad-doza hija rkuprata
bhala metaboliti. Metabolit hydroxy kien identifikat fil-plazma f’kon¢entrazzjonijiet baxxi (inqas
minn 10% ta’ 1-AUC ta’ valsartan). Dan il-metabolit mhux attiv farmakologikament.

Eliminazzjoni

Valsartan juri kinetika ta’ dizintegrazzjoni multiesponenzjali (t,,, <1 h u t,,3 madwar 9 h). Valsartan
huwa eliminat primarjament fl-ippurgar (madwar 83% tad-doza) u fl-awrina (madwar 13% tad-doza),
l-aktar bhala medi¢ina mhux mibdula. Wara ghoti gol-vini, tnehhija mill-plazma ta’ valsartan hija
madwar 2 1/h u t-tnehhija renali tieghu hija 0.62 1/h (madwar 30% tat-tnehhija totali). Il-half-life ta’
valsartan hija 6 sighat.

Hydrochlorothiazide

Assorbiment

L-assorbiment ta’ hydrochlorothiazide, wara doza mill-halq, huwa mghaggel (t,.. madwar saghtejn),
b’karatteristici ta’ assorbiment li jixxiebhu kemm ghal formulazzjonijiet ta’ suspensjoni kif ukoll ta’
pilloli. Bijodisponibbilta assoluta ta’ hydrochlorothiazide hija bejn 60-80% wara ghoti mill-halq.
Ghoti flimkien mal-ikel kien irrappurtat kemm li jzid kif ukoll li jnagqas id-diponibbilta sistemika ta’
hydrochlorothiazide meta mgabbel ma’ stat ta’ sawm. Il-kobor ta’ dawn l-effetti huwa zghir u ghandu
importanza klinika minima. I1z-zieda fil-medja tal-AUC hija lineari u fi proporzjon mad-doza fil-
medda terapewtika. M hemm l-ebda bidla fil-kinetika ta’ hydrochlorothiazide b’dozi ripetuti, u
akkumulazzjoni hija minima meta d-doza tinghata darba kuljum.

Distribuzzjoni

Il-kinetika tad-distribuzzjoni u l-eliminazzjoni kienet generalment deskritta permezz ta’ funzjoni ta’
tnaqqis bi-esponentali. [l1-volum ta’ distribuzzjoni li jidher huwa ta’ 4-8 1/kg.

Hydrochlorothiazide 1i ji¢¢irkola huwa mwahhal mal-proteini fis-serum (40-70%), l-aktar mal-
albumina fis-serum. Hydrochlorothiazide jakkumula wkoll fl-eritro¢iti f’livell ta’ madwar 1.8 drabi
aktar mill-livell fil-plazma.

Eliminazzjoni

Ghal hydrochlorotiazide, >95% tad-doza assorbita tigi mnehhija bhala sustanza mhux mibdula fl-
awrina. It-tnehhija renali hija maghmula minn filtrazzjoni passiva u sekrezzjoni attiva ghal got-tubu
zghir renali. 1l-half-life terminali hija bejn 6-15 —il siegha.

Popolazzjonijiet specjali

Anzjani

Espozizzjoni sistemika kemmxejn oghla ghal valsartan kienet osservata f’xi individwi anzjani meta
mgqgabbel ma’ individwi izghar; izda, dan ma ntweriex li ghandu xi sinifikanza klinika.

Taghrif limitat jissuggerixxi li t-tnehhija sistemika ta’ hydrochlorothiazide tonqos kemm f’individwi
anzjani b’sahhithom kif ukoll f’dawk bi pressjoni gholja meta mgabbla ma’ voluntiera zghar
b’sahhithom.

Indeboliment renali
Bid-doza rrakkomandata ta’ Diovan Comp I-ebda aggustament fid-doza ma huwa mehtieg ghal

pazjenti bi tnehhija tal-krejatinina minn 30—70 ml/min.

F’pazjenti b’indeboliment renali gawwi (tnehhija tal-krejatinina ta’ <30 ml/min) u f*pazjenti li ged
jaghmlu d-dijalisi ma huwa disponibbli 1-ebda taghrif ghal Diovan Comp. Valsartan jehel hafna mal-
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proteini fil-plazma u ma jitnehhiex bid-dijalisi, filwaqt li t-tnehhija ta’ hydrochlorothiazide tinkiseb
bid-dijalisi.

Tnehhija renali ta’ hydrochlorothiazide hija maghmula minn filtrazzjoni passiva u sekrezzjoni attiva
ghal got-tubu zghir renali. Kif mistenni minn sustanza li titnehha kwazi b’mod esklussiv mill-kilwa,
il-funzjoni renali ghandha effett qawwi fuq il-kinetika ta’ hydrochlorothiazide (ara sezzjoni 4.3).

Indeboliment epatiku

Fi prova ta’ farmakokinetika f’pazjenti b’disfunzjoni epatika hafifa (n=6) sa moderata (n=5),
esponiment

ghal valsartan zdied madwar darbtejn aktar meta mgabbel ma’ voluntiera b’sahhithom.

M’hemmx taghrif disponibbli dwar I-uzu ta’ valsartan f’pazjenti b’disfunzjoni epatika qawwija (ara
sezzjoni 4.3). Mard epatiku ma jaffettwax b’mod sinifikanti I-farmakokinetika ta’
hydrochlorothiazide.

5.3 Taghrif ta' qabel l-uzu kliniku dwar is-sigurta tal-medicina

Il-possibilita ta’ tossi¢ita tat-tahlita ta’ valsartan - hydrochlorothiazide wara ghoti mill-halq kien
investigat fil-firien u l-marmosets fi studji li damu sejrin sa 6 xhur. Ma hargu 1-ebda sejbiet li jeskludu
l-uzu ta’ dozi terapewtici fil-bniedem.

I1-bidliet maghmula mit-tahlita fl-istudji ta’ tossicita kronika x’aktarx li gew ikkawzati mill-
komponent valsartan. L-organu fil-mira tat-tossicita kienet il-kilwa, fejn ir-reazzjoni kienet aktar
gawwija fil-marmoset milli fil-far. It-tahlita wasslet ghal hsara fil-kilwa (nefropatija b’bazolfilja tat-
tubi zghar, urea fil-plazma, krejatinina fil-plazma u potassium fis-serum gholew, zidiet fil-volum tal-
awrina u fl-elettroliti fl-awrina minn 30 mg/kg/jum valsartan + 9 mg/kg/jum hydrochlorothiazide fil-
firien u 10 + 3 mg/kg/jum fil- marmosets), probabbli minhabba emodinamika renali mibdula. Dawn
id-dozi fil-far, rispettivament, jirrapprezentaw 0.9 u 3.5 drabi I-oghla doza rrakkomandata fil-bniedem
(MRHD) ta’ valsartan u hydrochlorothiazide fuq bazi ta’ mg/m”. Dawn id-dozi fil-marmoset,
rispettivament, jirraprezentaw 0.3 u 1.2 drabi l-oghla doza rrakkomandata fil-bniedem (MHRD) ta’
valsartan u hydrochlorothiazide fuq bazi ta’ mg/m®. (Il-kalkulazzjonijiet jassumu doza mill-halq ta’
320 mg/jum valsartan flimkien ma’ 25 mg/jum hydrochlorothiazide u pazjent ta’ 60-kg.)

Dozi gholjin tat-tahlita ta’ valsartan - hydrochlorothiazide ikkawzaw tnaqqis fl-indi¢i ta¢-¢elluli
homor tad-demm (ghadd ta’ ¢elluli homor, emoglobina, ematokrit, minn 100 + 31 mg/kg/jum fil-firien
u 30 + 9 mg/kg/jum fil-marmosets). Dawn id-dozi fil-far, rispettivament, jirrapprezentaw 3.0 u 12-

il darba 1-oghla doza rrakkomandata fil-bniedem (MRHD) ) ta’ valsartan u hydrochlorothiazide fuq
bazi ta’ mg/m’. Dawn id-dozi fil-marmoset, rispettivament, jirraprezentaw 0.9 u 3.5 drabi l-oghla doza
rrakkomandata fil-bniedem (MHRD) ta’ valsartan u hydrochlorothiazide fuq bazi ta’ mg/m”. (1I-
kalkulazzjonijiet jassumu doza mill-halq ta’ 320 mg/jum valsartan flimkien ma’ 25 mg/jum
hydrochlorothiazide u pazjent ta’ 60-kg.)

Fil-marmosets, hsara kienet osservata fil-mukuza tal-istonku (minn 30 + 9 mg/kg/jum). Fil-kilwa, it-
tahlita wasslet ukoll ghal iperplasja tal-ferghat Zghar tal-arterji li jichdu I-gewwa (f’doza ta’

600 + 188 mg/kg/jum fil-firien u minn 30 + 9 mg/kg/jum fil-marmosets). Dawn id-dozi fil-marmoset,
rispettivament, jirraprezentaw, 0.9 u 3.5 drabi l-oghla doza rrakkomandata fil-bniedem (MRHD) ta’
valsartan u hydrochlorothiazide fuq bazi ta’ mg/m’. Dawn id-dozi fil-far, rispettivament,
jirrapprezentaw 18 u 73 darba l-oghla doza rrakkomandata fil-bniedem (MRHD) ta’ valsartan u
hydrochlorothiazide fuq bazi ta’ mg/m’. (Il-kalkulazzjonijiet jassumu doza mill-halq ta’ 320 mg/jum
valsartan flimkien ma’ 25 mg/jum hydrochlorothiazide u pazjent ta’ 60-kg.)

L-effetti msemmija hawn fuq jidru li huma minhabba 1-effetti farmakologi¢i ta’ dozi gholjin ta’
valsartan (imblukkar ta’ inibizzjoni tar-rehi ta’ renin indott minn angiotensin II, b’stimulazzjoni ta¢-
¢elluli 1i jipproducu r-renin) u jsehhu wkoll b’inibituri ACE. Dawn is-sejbiet jidhru 1i m’ghandhom 1-
ebda rilevanza ghall-uzu ta’ dozi terapewti¢i ta’ valsartan fil-bnedmin.
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It-tahlita ta’ valsartan - hydrochlorothiazide ma kinitx ittestjata ghal riskju ta’ mutazzjonijiet, ksur fil-
kromosomi jew riskju ta’ kanc¢er, minhabba li m’hemmx evidenza ta’ interazzjoni bejn iz-zewg
sustanzi. Madankollu, dawn it-testijiet saru b’mod separat b’valsartan u hydrochlorothiazide, u ma
pproducew l-ebda evidenza ta’ riskju ta’ mutazzjoni, ksur fil-kromosomi jew riskju ta’ kancer.
Fil-firien, dozi tossici ghall-omm (600 mg/kg/kuljum) waqt I-ahhar granet tat-tqala u treddiegh wasslu
ghal sopravivenza aktar baxxa, zjieda aktar baxxa fil-piz u ttardjar fl-izvilupp (stakkar tal-parti ta’
barra tal-widna u ftuh tal-kanal tal-widna) fil-frieh (ara sezzjoni 4.6). Fil-firien dawn id-dozi

(600 mg/kg/kuljum) huma madwar 18-il darba oghla mid-doza massima rrakkomandata fil-bniedem
fuq bazi ta’ mg/m” (kalkulazzjonijet jassumu doza orali ta’ 320 mg/kuljum u pazjent ta’ 60-kg).
Sejbiet jixxiebhu intwerew b’valsartan/hydrochlorothiazide fil-firien u l-fniek. Fl-istudji tal-izvilupp
tal-embriju u I-fetu (Segment II) b’valsartan/hydrochlorothiazide fil-far u I-fenek, ma kien hemm 1-
ebda evidenza ta’ teratogenicita; mandankollu, tossicita tal-fetu asso¢jata ma’ tossi¢ita tal-omm kienet
osservata.

6. TAGHRIF FARMACEWTIKU

6.1 Lista ta’ sustanzi mhux attivi

[Biex timtela mill-pajjiz partikolari]

6.2 Inkompatibilitajiet

[Biex timtela mill-pajjiz partikolari]

6.3 Zmien kemm idum tajjeb il-prodott medi¢inali

[Biex timtela mill-pajjiz partikolari]

6.4 Prekawzjonijiet speé¢jali ghall-hazna

[Biex timtela mill-pajjiz partikolari]

6.5 In-natura tal-kontenitur u ta’ dak li hemm go fih

[Biex timtela mill-pajjiz partikolari]

6.6 Prekawzjonijiet speé¢jali li ghandhom jittiehdu meta jintrema
L-ebda htigijiet specjali.
7. ID-DETENTUR TA’ L-AWTORIZZAZZJONI GHAT-TQEGHID FIS-SUQ

[Ara Anness I - Biex timtela mill-pajjiz partikolari]

8. NUMRU(I) TA’ L-AWTORIZZAZZJONI GHAT-TQEGHID FIS-SUQ

[Biex timtela mill-pajjiz partikolari]

9. DATA TA’ L-EWWEL AWTORIZZAZZJONI/TIGDID TA’ L-AWTORIZZAZZJONI
[Biex timtela mill-pajjiz partikolari]
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10. DATA TA’ META GIET RIVEDUTA L-KITBA

[Biex timtela mill-pajjiz partikolari]

47



TIKKETTA
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TAGHRIF LI GHANDU JIDHER FUQ IL-PAKKETT TA’ BARRA

KARTUNA

1. ISEM TAL-PRODOTT MEDICINALI

Diovan Comp u ismijiet assocjati mieghu (ara Anness I) pilloli ta’ 80 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijiet assocjati mieghu (ara Anness I) pilloli ta’ 160 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijiet assocjati mieghu (ara Anness I) pilloli ta’ 160 mg/25 mg miksijin b’rita
Diovan Comp u ismijiet asso¢jati mieghu (ara Anness I) pilloli ta’ 320 mg/12.5 mg miksijin b’rita

Valsartan/hydrochlorothiazide

2. DIKJARAZZJONI TAS-SUSTANZA(I) ATTIVA

Kull pillola miksija b’rita fiha 80 mg valsartan u 12.5 mg hydrochlorothiazide.
Kull pillola miksija b’rita fiha 160 mg valsartan u 12.5 mg hydrochlorothiazide.
Kull pillola miksija b’rita fiha 160 mg valsartan u 25 mg hydrochlorothiazide.

Kull ﬁillola mjksii'a b’rita fiha 320 mi valsartan u 12.5 mi hidrochlorothiazide.

‘ 3. LISTA TA’ SUSTANZI MHUX ATTIVI

[Biex timtela mill-pajjiz partikolari]

‘ 4. GHAMLA FARMACEWTIKA U KONTENUT

[Biex timtela mill-pajjiz partikolari]

‘ 5. MOD TA’ KIF U MNEJN JINGHATA

Uzu orali
Agqra 1-fuljett ta’ taghrif qabel I-uzu.

6. TWISSIJA SPECJALI LI L-PRODOTT MEDICINALI GHANDU JINZAMM FEJN MA
JINTLAHAQX U MA JIDHIRX MIT-TFAL

Zomm fejn ma jintlahagx u ma jidhirx mit-tfal.

‘ 7. TWISSIJA(IET) SPECJALI OHRA, JEKK MEHTIEGA

‘ 8. DATA TA’ META JISKADI

JIS
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‘ 9. KUNDIZZJONIJIET SPECJALI TA’ KIF JINHAZEN

[Biex timtela mill-pajjiz partikolari]

10. PREKAWZJONIJIET SPECJALI GHAR-RIMI TA’ PRODOTTI MEDICINALI MHUX
UZATI JEW SKART MINN DAWN IL-PRODOTTI MEDICINALI, JEKK HEMM
BZONN

11. ISEM U INDIRIZZ TAD-DETENTUR TA’ L-AWTORIZZAZZJONI GHAT-TQEGHID
FIS-SUQ

[Ara Anness I - Biex timtela mill-pajjiz partikolari]

‘ 12. NUMRU(I) TA’ L-AWTORIZZAZZJONI GHAT-TQEGHID FIS-SUQ

[Biex timtela mill-pajjiz partikolari]

| 13. NUMRU TAL-LOTT

Lott

‘ 14. KLASSIFIKAZZJONI GENERALI TA’ KIF JINGHATA

[Biex timtela mill-pajjiz partikolari]

‘ 15. ISTRUZZJONIJIET DWAR L-UZU

[Biex timtela mill-pajjiz partikolari]

‘ 16. INFORMAZZJONI BIL-BRAILLE

[Biex timtela mill-pajjiz partikolari]
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TAGHRIF MINIMU LI GHANDU JIDHER FUQ IL-FOLJI JEW FUQ L-ISTRIXXI

FOLJA

| 1. ISEM TAL-PRODOTT MEDICINALI

Diovan Comp u ismijiet asso¢jati mieghu (ara Anness I) pilloli ta” 80 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijiet asso¢jati mieghu (ara Anness I) pilloli ta’ 160 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijiet asso¢jati mieghu (ara Anness I) pilloli ta’ 160 mg/25 mg miksijin b’rita
Diovan Comp u ismijiet asso¢jati mieghu (ara Anness I) pilloli ta’ 320 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijiet asso¢jati mieghu (ara Anness I) pilloli ta’ 320 mg/25 mg miksijin b’rita
Valsartan/hydrochlorothiazide

| 2. ISEM TAD-DETENTUR TA’ L-AWTORIZZAZZJONI GHAT-TQEGHID FIS-SUQ

[Ara Anness I - Biex timtela mill-pajjiz partikolari]

| 3. DATA TA’ META JISKADI

JIS

| 4.  NUMRU TAL-LOTT

Lott

5.  OHRAJN

[Biex timtela mill-pajjiz partikolari]
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FULJETT TA’ TAGHRIF
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FULJETT TA’ TAGHRIF: INFORMAZZJONI GHAL MIN QED JAGHMEL UZU MINNU

Diovan Comp u ismijiet asso¢jati mieghu (ara Anness I) pilloli ta’ 80 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijict assocjati mieghu (ara Anness I) pilloli ta’160 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijiet assoc¢jati mieghu (ara Anness ) pilloli ta’160 mg/25 mg miksijin b’rita
Diovan Comp u ismijiet assocjati mieghu (ara Anness I) pilloli ta’320 mg/12.5 mg miksijin b’rita
Diovan Comp u ismijiet assocjati mieghu (ara Anness I) pilloli ta’320 mg/25 mg miksijin b’rita
[Ara Anness I - Biex timtela mill-pajjiz partikolari]
Valsartan/hydrochlorothiazide

Aqra sew dan il-fuljett kollu qabel tibda tiehu din il-mediéina.

- Zomm dan il-fuljett. Jista’ jkollok bzonn terga’ taqrah.

- Jekk ikollok aktar mistogsijiet, stagsi lit-tabib jew lill-ispizjar tieghek.

- Din il-medi¢ina giet moghtija lilek. M’ ghandekx tghaddiha lil persuni ohra. Tista’ taghmlilhom
il-hsara, anki jekk ikollhom l-istess sintomi bhal tieghek.

- Jekk xi wiehed mill-effetti sekondarji jiggrava jew jekk tinnota xi effetti sekondarji li
m’humiex imsemmijin f’dan il-fuljett, jekk joghgbok, ghid lit-tabib jew lill-ispizjar tieghek.

F’dan il-fuljett:

X’inhu Diovan Comp u ghalxiex jintuza
Qabel ma tichu Diovan Comp

Kif ghandek tiehu Diovan Comp

Effetti sekondarji i jista’ jkollu

Kif tahzen Diovan Comp

Aktar taghrif

SNk W=

1. X’INHU DIOVAN COMP U GHALXIEX JINTUZA

Pilloli Diovan Comp miksijin b’rita filhom zewg sustanzi attivi msejha valsartan u

hydrochlorothiazide. Iz-zewg sustanzi jghinu biex jikkontrollaw il-pressjoni gholja.

o Valsartan jaghmel parti minn klassi ta’ medic¢ini maghrufa bhala “antagonisti tar-ricettur ta’
angiotensin II”, Ii jghinu biex jikkontrollaw pressjoni gholja tad-demm. Angiotensin II huwa
sustanza fil-gisem li jikkawza lill-vini u l-arterji biex jidjiequ, u b’hekk jikkawza zjieda fil-
pressjoni tad-demm tieghek. Valsartan jahdem billi jimblokka 1-effett ta’ angiotensin II. Bhala
rizultat, il-vini u l-arterji jirrilassaw u l-pressjoni tad-demm titbaxxa.

o Hydrochlorothiazide jaghmel parti minn grupp ta’ medic¢ini msejha dijuretici thiazide
(maghrufa wkoll bhala “pilloli tal-awrina”). Hydrochlorothiazide jzid l-ammont ta’ awrina li
tintghamel, 1i wkoll ibaxxi I-pressjoni.

Diovan Comp jintuza biex jikkura pressjoni gholja li mhijiex ikkontrollata b’mod adegwat b’sustanza
wahda wahedha.

Pressjoni tad-demm gholja zzid il-piz fuq il-qalb u l-arterji. Jekk ma tigix ikkurata tista’ taghmel hsara
lill-vini u l-arterji tad-demm fil-mohh, galb, u kliewi, u tista’ twassal ghal puplesija, insuffi¢jenza tal-
galb, jew insuffi¢jenza tal-kliewi. Pressjoni tad-demm gholja zzid ir-riskju ta’ attakki tal-qalb. It-
tnaqqis tal-pressjoni tad-demm tieghek ghan-normal inaqqas ir-riskju li jizviluppaw dawn id-disturbi.

2. QABEL MA TIEHU DIOVAN COMP
Tiehux Diovan Comp:

. jekk inti allergiku/a (tbati minn sensittivita e¢¢essiva) ghal valsartan, hydrochlorothiazide,
derivattivi ta’ sulphonamide (sustanzi relatati b’mod kimiku ma’ hydrochlorothiazide) jew ghal
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xi wiehed mis-sustanzi l-ohra ta’ Diovan Comp.

o jekk inti ghandek aktar minn 3 xhur tqala (huwa ahjar ukoll li tevita li tichu Diovan Comp.
fil-bidu tat-tqala — ara s-sezzjoni dwar it-tqala).

o jekk ghandek mard qawwi tal-fwied.

o jekk ghandek mard qawwi tal-kliewi.

o jekk inti ma tistax tghaddi l-awrina.
o jekk inti kkurat b’kilwa artifi¢jali.
o jekk il-livell ta’ potassium jew ta’ sodium fid-demm tieghek huwa aktar baxx min-normal, jew

jekk il-livell ta’ calcium fid-demm tieghek huwa oghla min-normal minkejja I-kura.
o jekk inti ghandek il-gotta.

Jekk xi wahda minn dawn t’hawn fuq tapplika ghalik, tihux din il-medi¢ina u kellem lit-tabib
tieghek.

Oqghod attent hafna b’Diovan Comp

o jekk inti ged tiechu medi¢ini li ma jitilfux il-potassium, supplimenti tal-potassium, sostituti tal-
melh li fihom il-potassium jew xi medi¢ini ohra li jzidu I-potassium fid-demm tieghek bhal
heparin. It-tabib tieghek jista’ jkollu bzonn jic¢ekkja l-ammont ta’ potassium fid-demm tieghek
b’mod regolari.

o jekk inti ghandek livelli baxxi ta’ potassium fid-demm tieghek.

o jekk inti ghandek dijarea jew rimettar qgawwi.

o jekk inti ged tiehu dozi gholjin ta’ pilloli tal-awrina (dijuretici).

o jekk inti ghandek mard qawwi tal-qalb.

o jekk inti ssofri minn tidjiq tal-arterja tal-kilwa.
o jekk inti dan l-ahhar ircevejt kilwa gdida.
o jekk issofri minn iperaldosteronizmu. Din hija marda fejn il-glandoli adrenali tieghek

jipprodu¢u ammont zejjed ta’ 1-ormon aldosterone. Jekk dan jghodd ghalik, 1-uzu ta’ Diovan
Comp mhux irrakkomandat.

o jekk inti ghandek mard tal-fwied jew tal-kliewi.

o jekk inti ghandek deni, raxx u ugigh fil-gogi, li jistghu jkunu sinjali ta’ lupus erythematosus
sistemiku (SLE, marda hekk imsejha awtoimmuni).

o jekk inti ghandek id-dijabete, il-gotta, livelli gholjin ta’ kolesterol jew ta’ xahmijiet fid-demm

tieghek.

o jekk inti qatt kellek reazzjonijiet allergici bl-uzu ta’ sustanzi ohra minn din il-klassi (antagonisti
tar-ricettur ta’ angiotensin II) li jbaxxu l-pressjoni jew jekk ghandek allergija jew azma.

o jista’ jikkawza zieda fis-sensittivta tal-gilda ghax-xemx.

L-uzu ta’ Diovan Comp fit-tfal u fl-adoloxxenti (taht it-18-il sena) mhuwiex irrakkomandat..

Ghandek tghid it-tabib tieghek jekk tahseb li inti tqila (jew tista’ tohrog tgila). Diovan Comp mhux
irrakkomandat fil-bidu tat-tqala, u m’ghandux jittiched jekk inti ghandek aktar minn 3 xhur tqala,
peress li jista’ jikkawza hsara serja lit-tarbija tieghek jekk jintuza f’dak l-istadju (ara s-sezzjoni tat-
tqala).

Meta tiehu medicini ohra
Jekk joghgbok ghid lit-tabib jew lill-ispizjar tieghek jekk qieghed tichu jew hadt dan 1-ahhar xi
medicini ohra, anki dawk minghajr ricetta.

L-effett tal-kura jista’ jkun influwenzat jekk Diovan Comp jittiched flimkien ma’ ¢ertu medic¢ini ohra.
Jista’ jkun mehtieg li tinbidel id-doza, li jittiechdu prekawzjonijiet ohra, jew f’xi kazijiet li jitwaqqaf it-

tehid ta’ wahda mill-medicini. Dan spe¢jalment japplika ghall-medi¢ini i gejjin:

o lithium, medi¢ina uzata biex tikkura xi tipi ta’ mard psikjatriku
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o medicini li jaffettwaw jew li jistghu jigu affettwati mill-livelli tal-potassium fid-demm, bhal
digoxin, medic¢ina li tikkontrolla r-ritmu tal-qalb, xi medi¢ini antipsikoti¢i

o medicini ohra li jistghu jzidu l-ammont ta’ potassium fid-demm tieghek, bhal supplimenti tal-
potassium, sostituti tal-melh li fihom il-potassium, medicini li ma jitilfux il-potassium, heparin

o medicini ohra li jistghu jnaqqsu l-ammont ta’ potassium fid-demm tieghek, bhal kortikosterojdi,
xi lassattivi

o dijuretici (pilloli tal-awrina), medic¢ini ghall-kura tal-gotta, bhal allopurinol, vitamina D
terapewtika u supplimenti tal-calcium, medicini ghall-kura tad-dijabete (sustanzi mill-halq jew
insulini)

o medicini ohra li jbaxxulek il-pressjoni, bhal imblokkaturi beta jew methyldopa, jew medic¢ini li
jdejqu l-vini u l-arterji tieghek jew jistimulawlek qalbek, bhal noradrenaline jew adrenaline

° medicini biex izidu I-livelli ta’ zokkor fid-demm, bhal diazoxide

o medicini biex jikkuraw il-kancer, bhal methotrexate jew cyclophosphamide

o medic¢ini li jmewtu l-ugigh

o medicini tal-artrite

o medicini li jirrilassaw il-muskoli, bhal tubocurarine

o medicini antikolinergici, bhal atropine jew biperiden

o amantadine (medi¢ina li tintuza biex tilqa’ kontra l-influwenza)

o cholestyramine u colestipol (medicini li jintuzaw biex jikkuraw livelli gholjin ta’ xaham fid-
demm)

. ciclosporin, medicina li tintuza ghat-trapjanti tal-organi biex jigi evitat ir-rigett ta’ organu

. X1 antibijoti¢i (tetracyclines), anesteti¢i u sedattivi

o carbamazepine, medic¢ina li tintuza biex tikkura kundizzjonijiet ta’ accessjonijiet

Meta tiehu Diovan Comp ma’ l-ikel u max-xorb

Tista’ tichu Diovan Comp ma’ I-ikel jew minghjar ikel.

Evita li tixrob l-alkohol sakemm tkellem lit-tabib tieghek. L-alkohol jista’ jgieghel il-pressjoni tieghek
titbaxxa aktar u/jew izid ir-riskju li tkun stordut jew thoss li se jtik hass hazin.

Tqala u treddigh
Itlob il-parir tat-tabib jew ta’ l-ispizjar tieghek qabel tiehu xi medic¢ina.

. Ghandek tghid lit-tabib tieghek jekk tahseb li inti tqila (jew tista’ tohrog tqila)

It-tabib tieghek normalment se javzak biex tieqaf tichu Diovan Comp gabel ma tohrog tqila jew hekk
kif tkun taf li inti tqila, u se javzak biex tichu medi¢ina ohra minflok Diovan Comp. Diovan Comp
mhux irrakkomandat fil-bidu tat-tqala, u m’ghandux jittiched meta jkun hemm aktar minn 3 xhur
tqala, minhabba li jista’ jikkawza hsara serja lit-tarbija tieghek jekk jintuza wara t-tielet xahar ta’
tqala.

. Ghid lit-tabib tieghek jekk qed tredda’ jew se tibda tredda’

Diovan Comp mhux irrakkomandat ghall-ommijiet 1i qed ireddghu, u t-tabib tieghek jista’ jaghzel
kura ohra ghalik jekk tixtieq tredda’, spe¢jalment jekk it-tarbija tieghek ghadha titwieled, jew twicldet
gabel iz-zmien.

Sewqan u thaddim ta’ magni

Qabel ma ssuq vettura, tuza ghodda jew thaddem magni, jew taghmel attivitajiet ohra li jehtiegu
kon¢entrazzjoni, kun ¢ert li taf kif Diovan Comp jaffettwak. Bhal hafna medi¢ini ohra wzati ghall-
kura ta’ pressjoni tad-demm gholja, f’kazijiet rari Diovan Comp jista’ jikkawza sturdament u jaffettwa
l-hila biex tikkon¢entra.

Taghrif importanti dwar xi whud mis-sustanzi ta’ Diovan Comp
[Biex timtela mill-pajjiz partikolari]
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3. KIF GHANDEK TIEHU DIOVAN COMP

Dejjem ghandek tichu Diovan Comp skond il-parir ezatt tat-tabib. Dan jghinek tikseb 1-ahjar rizultati
u tnaqqas ir-riskju ta’ effetti sekondarji. Dejjem ghandek ta¢éerta ruhek mat-tabib jew ma’ l-ispizjar
tieghek jekk ikollok xi dubju.

Persuni bi pressjoni tad-demm gholja hafna drabi ma jinnutaw 1-ebda sinjal ta’ din il-problema. Hafna
jistghu jhossuhom pjuttost normali. Minhabba f’dan huwa importanti hafna li ZZzomm l-appuntamenti
mat-tabib tieghek anki jekk thossok tajjeb.

It-tabib tieghek se jghidlek ezatt kemm il-pillola ta’ Diovan Comp ghandek tiechu. Skond kif inti
tirrispondi ghall-kura, it-tabib tieghek jista’ jissuggerixxi doza oghla jew aktar baxxa.

o Id-doza tas-soltu ta’ Diovan Comp hija pillola wahda kuljum.
o Tibdilx id-doza jew tieqaf tiechu I-pilloli minghajr ma tichu l-parir tat-tabib tieghek.

o Din il-medi¢ina ghandha tittiehed kuljum fl-istess hin, generalment filghodu.
o Inti tista’ tichu Diovan Comp ma’ l-ikel jew minghajr ikel.
o Ibla’ 1-pillola ma’ tazza ilma.

Jekk tiehu Diovan Comp aktar milli suppost
Jekk ikollok sturdament qawwi u/jew hass hazin, imtedd u kellem lit-tabib tieghek minnufih.
Jekk bi zball hadt pilloli zejda, kellem lit-tabib, spizjar jew sptar tieghek.

Jekk tinsa tiehu Diovan Comp

Jekk tinsa tiehu doza, hudha hekk kif tiftakar. Madankollu, jekk ikun kwazi sar il-hin ghad-doza li
jmiss tieghek, agbez id-doza li tlift.

M’ghandekx tiehu doza doppja biex tpatti ghal kull doza li tkun insejt tichu.

Jekk tieqaf tiechu Diovan Comp

II-wagqfien tal-kura tieghek b’Diovan Comp jista’ jikkawza rkadar tal-pressjoni gholja tieghek.
Twaqqafx it-tehid tal-medic¢ina tieghek sakemm ma jghidlekx hekk it-tabib tieghek.

Jekk ghandek aktar mistoqsijiet dwar l-uzu ta’ dan il-prodott, staqsi lit-tabib jew lill-ispizjar
tieghek.

4. EFFETTI SEKONDARJI LI JISTA’ JKOLLU

Bhal kull medi¢ina ohra, Diovan Comp jista’ jkollu effetti sekondarji, ghalkemm ma jidhrux fuq
kulhadd.

Dawn l-effetti sekondarji jistghu jsehhu b’certu frekwenzi, 1i huma definiti kif gej:

= komuni hafna: jaffettwaw aktar minn persuna wahda minn kull 10 li ged juzawh

= komuni: jaffettwaw minn persuna wahda sa 10 minn kull 100 li ged juzawh

= mhux komuni: jaffettwaw minn persuna wahda sa 10 minn kull 1,000 li ged juzawh
= rari: jaffettwaw minn persuna wahda sa 10 minn kull 10,000 li ged juzawh

. rari hafna: jaffettwaw inqas minn persuna wahda minn kull 10,000 li ged juzawh

= mhux maghruf: il-frekwenza ma tistax tigi stmata mit-taghrif disponibbli

Xi effetti sekondarji jistghu jkunu serji u jkollhom bzonn attenzjoni medika minnufih:

Inti ghandek tara t-tabib tieghek minnufih jekk tesperjenza sintomi ta’ angjoedima, bhal:

o nefha fil-wic¢, ilsien jew faringi
o diffikulta biex tibla’
. horriqija u diffikultajiet biex tichu n-nifs
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Effetti sekondariji ohra jinkludu:

Mhux komuni

. soghla

. pressjoni baxxa

. thoss sturdament jew mejt

o deidrazzjoni (b’sintomi ta’ ghatx, halq u Isien xotti, ma’ tghaddix l-awrina frekwenti, awrina

skura, gilda xotta)
o ugigh fil-muskoli

. gheja

. tnemnim jew titrix

. vista m¢ajpra

o hsejjes (ez. tisfir, zanzin) fil-widnejn
Rari hafna

o sturdament

o dijarea

o ugigh fil-gogi

Mhux maghruf

. tbatija biex tiehu n-nifs

o 1-ghamil tal-awrina jonqos b’mod qawwi

o livell baxx ta’ sodium fid-demm (xi drabi bi tqalligh, gheja, konfuzjoni, telqa tal-gisem
minghajr mard, a¢éessjonijiet)

o livell baxx ta’ potassium fid-demm (xi drabi bi dghufija fil-muskoli, spazmi fil-muskoli, ritmu

tal-qalb mhux normali)

o livell baxx ta’ ¢elluli bojod fid-demm (b’sintomi bhal deni, infezzjonijiet fil-gilda, ugigh fil-
grizmejn jew ul¢eri fil-halq minhabba infezzjonijiet, dghufija)

o il-livell ta’ bilirubin fid-demm jizdied (li jista’, f’kazijiet rari, jikkawza sfurija fil-gilda u fI-
abjad tal-ghajnejn)

o il-livell ta’ nitrogen tal-urea fid-demm u l-krejatinina fid-demm jizdided (li jistghu jindikaw
funzjoni mhux normali tal-kliewi)

o il-livell ta’ uric acid fid-demm jizdied (li jista’, f’kazijiet rari, jikkawza 1-gotta)

o sinkope (hass hazin)

Effetti sekondarji rrappurtati b’valsartan jew b’hydrochlorothiazide wahedhom, izda mhux
osservati b’Diovan Comp:

Valsartan

Mhux komuni
. thoss kollox idur bik
o ugigh fl-addome

Mhux maghruf

o raxx fil-gilda bil-hakk jew minghajru flimkien ma’ xi whud mis-sinjali jew sintomi li gejjin:
deni, ugigh fil-gogi, ugigh fil-muskoli, ghoqod tal-limfa minfuha u/jew sintomi bhal tal-
influwenza

o raxx, tbajja’ tondi vjola fl-ahmar, deni, hakk (sintomi ta’ infjammazzjoni tal-vini u tal-arterji)

o livell baxx ta’ plejtlits fid-demm (xi drabi bi fsada mhux tas-soltu jew tbengil)

o livell gholi ta’ potassium fid-demm (xi drabi bi spazmi fil-muskoli, ritmu tal-galb mhux
normali)
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o reazzjonijiet allergic¢i (b’sintomi bhal raxx, hakk, horriqija, tbatija biex tiechu n-nifs jew biex
tibla’, sturdament)

° nefha l-aktar tal-wic¢¢ u l-gerzuma; raxx; hakk

o livelli oghla ta’ valuri tal-funzjoni tal-fwied

o il-livell ta’ emoglobina fid-demm jonqos u I-percentwal ta’ ¢elluli homor fid-demm jongqos (li t-
tnejn 1i huma jistghu, f’kazijiet rari, jikkawzaw anemija)

o insuffi¢jenza tal-kliewi

Hydrochlorothiazide

Komuni

o raxx bil-hakk u tipi ohra ta’ raxx

. tnaqqis fl-aptit
o tqalligh hafif u rimettar

o hass hazin, hass hazin kif tqum bilwieqfa

° impotenza

Rari

o nefha u bziezaq fil-gilda (minhabba Zieda fis-sensittivita ghax-xemx)

o stitikezza, skomfort fl-istonku jew fl-imsaren, disturbi fil-fwied (il-gilda jew l-abjad tal-
ghajnejn jisfaru)

o tahbit tal-qalb irregolari

o ugigh ta’ ras

o disturbi fl-irqad
. burdata ta’ dwejjaq (depressjoni)
o livell aktar baxx ta’ plejtlits fid-demm (xi drabi bi fsada jew tbengil taht il-gilda)

Rari hafna

o infjammazzjoni tal-vini u l-arterji b’sintomi bhal raxx, tbajja’ tondi vjola fl-ahmar, deni
o hakk jew gilda hamra

o bziezaq fix-xofftejn, fl-ghajnejn jew fil-halq

o titqaxxar il-gilda

o deni

o raxx fil-wic¢ asso¢jat ma’ ugigh fil-gogi

o disturb fil-muskoli

. deni (lupus erythematosus tal-gilda)

o ugigh qawwi fin-naha ta’ fuq tal-istonku; livelli baxxi jew nuqqas ta’ ¢elluli tad-demm
differenti

o reazzjonijiet allergi¢i gawwija

. tbatija biex tiehu n-nifs

o infezzjoni fil-pulmun; qtugh ta’ nifs

Jekk xi wiehed mill-effetti sekondarji jiggrava jew jekk tinnota xi effetti sekondarji li mhumiex
imsemmijin f’dan il-fuljett, jekk joghgbok, ghid lit-tabib jew lill-ispizjar tieghek.

5. KIF TAHZEN DIOVAN COMP

o Zommu fejn ma jintlahaqx u ma jidhirx mit-tfal.

o Tuzax Diovan Comp wara d-data ta’ skadenza li tidher fuq il-pakkett. Id-data ta’ skadenza
tirreferi ghal 1-ahhar gurnata ta’ dak ix-xahar.

o [Stqarrijiet ta’ kundizzjonijet ta’ hazna - Biex timtela mill-pajjiz partikolari].

o Tuzax Diovan Comp jekk tinnota li 1-pakkett ghandu 1-hsara jew juri sinjali li nfetah.
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o Il-medi¢ini m’ghandhomx jintremew ma’ 1-ilma tad-dranagg jew ma’ l-iskart domestiku. Staqgsi
lill-ispizjar dwar kif ghandek tarmi medi¢ini i m’ghandekx bzonn. Dawn il-mizuri jghinu ghall-
protezzjoni ta’ l-ambjent.

6. AKTAR TAGHRIF

X’fih Diovan Comp

[Biex timtela mill-pajjiz partikolari]

Id-Dehra ta’ Diovan Comp u l-kontenuti tal-pakkett

[Biex timtela mill-pajjiz partikolari]

Id-Detentur ta’ I-Awtorizzazzjoni ghat-tqeghid fis-Suq u I-Manifattur

[Ara Anness I — Biex timtela mill-pajjiz partikolari]

Dan il-prodott medi¢inali huwa awtorizzat fl-Istati Membri ta’ I-EEA b’dawn l-ismijiet:

[Biex timtela mill-pajjiz partikolari]

Dan il-fuljett kien approvat l-ahhar £ {XX/SSSS}.

[Biex timtela mill-pajjiz partikolari]
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