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KUVAN

121
Tablets Soluble

QUALITATIVE AND QUANTITATIVE COMPOSITION:

Each tablet contains 100mg Sapropterin Dihydrochloride
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Kuvan is indicated for the treatment of hyperphenylalaninaemia (HPA) in adults and paediatric patients of
all ages with phenylketonuria (PKU) who have been shown to be responsive to such treatment.

Kuvan is also indicated for the treatment of hyperphenylalaninaemia (HPA) in adults and paediatric
patients of all ages with tetrahydrobiopterin (BH4) deficiency who have been shown to be responsive to
such treatment.
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4.8  Undesirable effects

Gastrointestinal disorders:
Common: Diarrhoea, vomiting, abdominal pain, dyspepsia, nausea
Unknown: Gastritis, oesophagitis

5.2 Pharmacokinetic properties
Drug Interactions

In vitro studies

In vitro, sapropterin did not inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6
or CYP3A4/5, nor induce CYP1A2, 2B6, or 3A4/5.

Based on an in vitro study, there is potential for Kuvan to inhibit p-glycoprotein (P-gp) and
breast cancer resistance protein (BCRP) in the gut at the therapeutic doses. A higher intestinal
concentration of Kuvan is needed to inhibit BCRP than P-gp, as inhibitory potency in intestine

for BCRP (IC50=267 puM) is lower than P-gp (IC50=158 uM).Fhe-clinicatimplications-of-these

In vivo studies
In_healthy subjects, administration of a single dose of Kuvan at the maximum therapeutic dose

of 20 ma/kg had no effect on the pharmacokinetics of a single dose of digoxin (P-gp) substrate
administered concomitantly. Based on the in vitro and in vivo results, co-administration of Kuvan
is unlikely to increase systemic exposure to drugs that are substrates for BCRP.

¢ Medison Pharma LTD.

G 10 Hashiloach St. P.O.B 7090, Petach-Tikva 4917002, Israel
Tel.: +972 3 925 0250, Fax. : +972 3 922 5740

S www.medisonpharma.com

§I
o
N\

o
2
==
3
=
B
3
=
3
Gl



MeDISN

Delivering Innovative Healthcare

:PYD NOTY DU 198D )OY2
INNT MYDIN .4

,(M'Pn M NP?T) 0'vMVOo2 (D'IMTN DIIMINN NDIYN7 NIN K7 NNYTNN) DWIT XY 'KI7 DIYOIN
(VwIn NN NP'7T — 0'0'ADIONR) LYIIN NP7T

MY MNIIAN TIVHD INNI MNIND NNNDA DINDNNN D) NP DINNN) 198D oYM NOIY )1OYN
.DIVAIN YYD 179> DY DTN BYAPD

;M523

»YOVW N

NN NN
MEDISON PHARMA LTD.

'4 ,
ME OF Medlson Pharma LTD. ,
10 Hashiloach St. P.0.B 7090, Petach-Tikva 4917002, Israel
TN Tel. : +972 3 925 0250, Fax. : +972 3 922 5740
www.medisonpharma.com



