STATNI USTAV
PRO KONTROLU LECIV

e, SUKL

Srobérova 48
100 41 Praha 10

Telefon: +420 272 185 111
Fax: +420 271 732 377

E-mail: posta@sukl.cz
Web: www.sukl.cz

Certifikat spisova zn.:
Certificate Ref. No.:

CERTIFIKAT SVP PRO VYROBCE
Cast 1

Vydany po inspekci vsouladu s ¢lankem 111(5) Smérnice
2001/83/ES a s §13, odst. 2, pism. a bod 3 zakona ¢. 378/2007
Sb., o lé¢ivech a o zménach nékterych souvisejicich zakon(
(zdkon o lécivech), ve znéni pozdéjsich predpisa.

Pfislusny organ Ceské republiky potvrzuje nasledujici:

Vyrobce:

Interpharma Praha, a.s.
Komoranska 955/61
143 10 Praha 4

Adresa mista vyroby:
Interpharma Praha, a.s.
Komoranskd 955/61
143 10 Praha 4

Je vyrobcem IécCivych latek, ktery byl inspektovan v souladu
s ¢lankem 111(1) smérnice 2001/83/ES prevedenym do
narodni legislativy jako: § 101, odst. 3 zdkona ¢. 378/2007 Sh.,
o lécivech a 0 zméndch nékterych souvisejicich zakonu (zakon
o léc¢ivech), ve znéni pozdéjsich predpist.

Na zakladé znalosti ziskanych béhem posledni inspekce, ktera
byla provedena dne 22.05.2019, je tento vyrobce povazovan za
subjekt spliujici principy spravné vyrobni praxe pro lécCivé
latky! odkazované ve ¢lanku 47 smérnice 2001/83/ES.

1 Tyto poZadavky splfiuji doporuceni SZO na SVP.

Tento certifikdt odrazi stav vyrobniho mista v case vyse
zminéné inspekce a nemélo by se spoléhat na to, Ze bude
odrazet stav shody po uplynuti vice nez tti let od data inspekce.
Doba platnosti mizZe byt nicméné na zakladé regulatornich
principG fizeni rizik prodlouzena nebo zkracena zapisem
v oddile Omezeni vysvétleni.

Tento certifikat je platny, pouze jsou-li predlozeny vSechny
strany a ¢asti1a 2.

Pravost tohoto certifikditu mGze byt ovérena v EudraGMDP.
Pokud se nezobrazi, kontaktujte prosim vydavajici autoritu.

sukls75598/2019

CERTIFICATE OF GMP COMPLIANCE OF A MANUFACTURER
Part1

Issued following an inspection in accordance with Art. 111(5)
of Directive 2001/83/EC and Section 13, paragraph 2, letter a,
point 3 of the Act No 378/2007 Coll., on Pharmaceuticals and
on Amendments to Some Related Acts (the Act on
Pharmaceuticals), as amended.

The competent authority of the Czech Republic confirms the
following:

The manufacturer:
Interpharma Praha, a.s.
Komotanska 955/61
143 10 Praha 4

Site address:
Interpharma Praha, a.s.
Komoranskd 955/61
143 10 Praha 4

Is an active substance manufacturer that has been inspected in
accordance with Art. 111(1) of Directive 2001/83/EC
transposed in the following national legislation: Section 101
paragraph 3 of the Act No 378/2007 Coll., on Pharmaceuticals
and on Amendments to Some Related Acts (the Act on
Pharmaceuticals), as amended.

From the knowledge gained during inspection of this
manufacturer, the latest of which was conducted
on 22.05.2019, it is considered that it complies with The
principles of GMP for active substances? referred to in Article
47 of Directive 2001/83/EC.

1 These requirements fulfil the GMP recommendations of
WHO.

This certificate reflects the status of the manufacturing site at
the time of the inspection noted above and should not be relied
upon to reflect the compliance status if more than three years
have elapsed since the date of that inspection. However, this
period of validity may be reduced or extended using regulatory
risk management principles by an entry in the Restrictions or
Clarifying remarks field.

This certificate is valid only when presented with all pages and
both Parts 1 and 2.

The authenticity of this certificate may be verified in
EudraGMDP. If it does not appear, please contact the issuing
authority.
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Cast 2
3 VYROBNi OPERACE — LECIVE LATKY
Lécivé latky:

Bisulepini hydrochloridum CAS 1154-12-7

3.1 Vyroba lécivé latky chemickou syntézou

3.1.1 Vyroba meziproduktd Iécivé Idtky

3.1.2 Vyroba surové IéCivé Iatky

3.1.3 Tvorba soli/ kroky purifikace: extrakce, krystalizace

3.5 Obecné dokoncovaci kroky

3.5.1 FyzikdlIni kroky zpracovdni - suseni

3.5.2 Primdrni baleni (zabaleni / uzavreni lécCivé Idtky do
obalového materidlu, ktery je v pfimém kontaktu s ldtkou)

3.5.3 Sekunddrni baleni (umisténi uzavieného primdrniho
baleni do vnéjsiho obalu nebo nadoby. Zahrnuje rovnéZ jakékoli
znaceni materidlu, které mazZe byt pouZito pro identifikaci nebo
sledovatelnost (Cislo sarzZe) lécivé Idtky)

3.6 Kontrola jakosti
3.6.1 Fyzikdlni/chemické zkousSeni
3.6.2 Mikrobiologické zkouseni (kromé zkousky na sterilitu)

Boronophenylalaninum CAS 80994-59-8

(LL pro klinické hodnoceni)

3.1 Vyroba lécivé latky chemickou syntézou

3.1.1 Vyroba meziproduktd Iécivé Iatky

3.1.2 Vyroba surové Iécivé Iatky

3.1.3 Tvorba soli/ kroky purifikace: krystalizace, extrakce,
cisténi na iontoménici, tvorba soli

3.5 Obecné dokoncovaci kroky

3.5.1 FyzikdlIni kroky zpracovdni - suseni

3.5.2 Primdrni baleni (zabaleni / uzavrieni IéCivé ldtky do
obalového materidlu, ktery je v pfimém kontaktu s latkou)

3.5.3 Sekunddrni baleni (umisténi uzavieného primdrniho
baleni do vnéjsiho obalu nebo nadoby. Zahrnuje rovnéZ jakékoli
znaceni materidlu, které maze byt pouZito pro identifikaci nebo
sledovatelnost (Cislo SarZe) lécivé latky)

3.6 Kontrola jakosti
3.6.1 Fyzikdlni/chemické zkouseni
3.6.2 Mikrobiologické zkouseni (kromé zkousky na sterilitu)

Diindolylmethanum CAS 1968-05-4

3.1 Vyroba lécivé latky chemickou syntézou

3.1.1 Vyroba meziproduktd Iécivé Idtky

3.1.2 Vyroba surové Iécivé Idtky

3.1.3 Tvorba soli/ kroky purifikace: krystalizace
3.5 Obecné dokoncovaci kroky

3.5.1 Fyzikdlni kroky zpracovani - suseni

Certifikat SVP sp.zn.: sukls75598/2019
Datum: 23.07.2019
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Part 2
3 MANUFACTURING OPERATIONS — ACTIVE SUBSTANCES
Active substance(s):

Bisulepin hydrochloride CAS 1154-12-7

3.1 Manufacture of Active Substance by Chemical Synthesis
3.1.1 Manufacture of active substance intermediates

3.1.2 Manufacture of crude active substance

3.1.3 Salt formation / Purification steps: extraction,
crystallisation

3.5 General Finishing Steps

3.5.1 Physical processing steps - drying

3.5.2 Primary Packaging (enclosing / sealing the active
substance within a packaging material which is in direct contact
with the substance)

3.5.3 Secondary Packaging (placing the sealed primary
package within an outer packaging material or container. This
also includes any labelling of the material which could be used
for identification or traceability (lot numbering) of the active
substance)

3.6 Quality Control Testing

3.6.1 Physical / Chemical testing

3.6.2 Microbiological testing (excluding sterility testing)

L-4-Boronophenylalanine CAS 80994-59-8

(API for clinical trial)

3.1 Manufacture of Active Substance by Chemical Synthesis
3.1.1 Manufacture of active substance intermediates

3.1.2 Manufacture of crude active substance

3.1.3 Salt formation / Purification steps: crystallisation,
extraction, purification by ion exchange, salt formation

3.5 General Finishing Steps

3.5.1 Physical processing steps - drying

3.5.2 Primary Packaging (enclosing / sealing the active
substance within a packaging material which is in direct contact
with the substance)

3.5.3 Secondary Packaging (placing the sealed primary
package within an outer packaging material or container. This
also includes any labelling of the material which could be used
for identification or traceability (lot numbering) of the active
substance)

3.6 Quality Control Testing

3.6.1 Physical / Chemical testing

3.6.2 Microbiological testing (excluding sterility testing)

Diindolylmethane CAS 1968-05-4

3.1 Manufacture of Active Substance by Chemical Synthesis
3.1.1 Manufacture of active substance intermediates
3.1.2 Manufacture of crude active substance

3.1.3 Salt formation / Purification steps: crystallisation
3.5 General Finishing Steps

3.5.1 Physical processing steps - drying

GMP Certificate Ref.No.: sukls75598/2019
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3.5.2 Primdrni baleni (zabaleni / uzavrieni IéCivé ldtky do
obalového materidlu, ktery je v pfimém kontaktu s ldtkou)

3.5.3 Sekunddrni baleni (umisténi uzavieného primdrniho
baleni do vnéjsiho obalu nebo nddoby. Zahrnuje rovnéZ jakékoli
znaceni materidlu, které maze byt pouZito pro identifikaci nebo
sledovatelnost (Cislo SarZe) lécivé latky)

3.6 Kontrola jakosti
3.6.1 Fyzikdlni/chemické zkouseni

Fluridil CAS 260980-89-0
3.1 Vyroba lécivé latky chemickou syntézou

3.1.1 Vyroba meziprodukti Iécivé Idtky
3.1.2 Vyroba surové Iécivé Iatky
3.1.3 Tvorba soli/ kroky purifikace: krystalizace

3.5 Obecné dokoncovaci kroky

3.5.1 Fyzikdlni kroky zpracovani - suseni

3.5.2 Primdrni baleni (zabaleni / uzavfeni lécivé Idtky do
obalového materidlu, ktery je v pfimém kontaktu s Idtkou)

3.5.3 Sekundadrni baleni (umisténi uzavieného primdrniho
baleni do vnéjsiho obalu nebo nddoby. Zahrnuje rovnéZ jakékoli
znaceni materidlu, které mazZe byt pouZito pro identifikaci nebo
sledovatelnost (Cislo SarZe) léCivé latky)

3.6 Kontrola jakosti
3.6.1 FyzikdIni/chemické zkousSeni

lodoantipyrinum CAS 129-81-7

3.1 Vyroba lécivé latky chemickou syntézou

3.1.2 Vyroba surové lécivé latky

3.5 Obecné dokoncovaci kroky

3.5.1 Fyzikdlni kroky zpracovani - suseni

3.5.2 Primdrni baleni (zabaleni / uzavreni IéCivé Idtky do
obalového materidlu, ktery je v pfimém kontaktu s Idtkou)

3.5.3 Sekunddrni baleni (umisténi uzavieného primdrniho
baleni do vnéjsiho obalu nebo nddoby. Zahrnuje rovnéZ jakékoli
znaceni materidlu, které mazZe byt pouZito pro identifikaci nebo
sledovatelnost (Cislo SarZe) Iécivé ldtky)

3.6 Kontrola jakosti
3.6.1 Fyzikdlni/chemické zkouseni
3.6.2 Mikrobiologické zkouseni (kromé zkousky na sterilitu)

lohexolum CAS 66108-95-0
3.1 Vyroba lécivé latky chemickou syntézou

3.1.1 Vyroba meziprodukti Iécivé Iatky
3.1.2 Vyroba surové Iécivé Iatky
3.1.3 Tvorba soli/ kroky purifikace: krystalizace, extrakce,

cisténi na iontoménici, membrdnovd operace

3.5 Obecné dokoncovaci kroky
3.5.1 Fyzikdlni kroky zpracovadni - suseni, sitovani
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3.5.2 Primary Packaging (enclosing / sealing the active
substance within a packaging material which is in direct contact
with the substance)

3.5.3 Secondary Packaging (placing the sealed primary
package within an outer packaging material or container. This
also includes any labelling of the material which could be used
for identification or traceability (lot numbering) of the active
substance)

3.6 Quality Control Testing

3.6.1 Physical / Chemical testing

Fluridil CAS 260980-89-0
3.1 Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates
3.1.2 Manufacture of crude active substance
3.1.3 Salt formation / Purification steps: crystallisation

3.5 General Finishing Steps

3.5.1 Physical processing steps - drying

3.5.2 Primary Packaging (enclosing / sealing the active
substance within a packaging material which is in direct contact
with the substance)

3.5.3 Secondary Packaging (placing the sealed primary
package within an outer packaging material or container. This
also includes any labelling of the material which could be used
for identification or traceability (lot numbering) of the active
substance)

3.6 Quality Control Testing

3.6.1 Physical / Chemical testing

lodoantipyrine CAS 129-81-7

3.1 Manufacture of Active Substance by Chemical Synthesis
3.1.2 Manufacture of crude active substance

3.5 General Finishing Steps

3.5.1 Physical processing steps - drying

3.5.2 Primary Packaging (enclosing / sealing the active
substance within a packaging material which is in direct contact
with the substance)

3.5.3 Secondary Packaging (placing the sealed primary
package within an outer packaging material or container. This
also includes any labelling of the material which could be used
for identification or traceability (lot numbering) of the active
substance)

3.6 Quality Control Testing

3.6.1 Physical / Chemical testing

3.6.2 Microbiological testing (excluding sterility testing)

lohexol CAS 66108-95-0
3.1 Manufacture of Active Substance by Chemical Synthesis

3.1.1 Manufacture of active substance intermediates
3.1.2 Manufacture of crude active substance
3.1.3 Salt formation / Purification steps: crystallisation,

extraction, purification by ion exchange, purification on
membrane

3.5 General Finishing Steps

3.5.1 Physical processing steps - drying, sieving
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3.5.2 Primdrni baleni (zabaleni / uzavrieni IéCivé ldtky do
obalového materidlu, ktery je v pfimém kontaktu s ldtkou)

3.5.3 Sekunddrni baleni (umisténi uzavieného primdrniho
baleni do vnéjsiho obalu nebo nddoby. Zahrnuje rovnéZ jakékoli
znaceni materidlu, které maze byt pouZito pro identifikaci nebo
sledovatelnost (Cislo SarZe) lécivé latky)

3.6 Kontrola jakosti
3.6.1 Fyzikdlni/chemické zkouseni
3.6.2 Mikrobiologické zkouseni (kromé zkousky na sterilitu)

Trimecaini hydrochloridum CAS 1027-14-1

3.1 Vyroba lécivé latky chemickou syntézou

3.1.1 Vyroba meziproduktd Iécivé Idtky

3.1.2 Vyroba surové Iécivé Idtky

3.1.3 Tvorba soli/ kroky purifikace: extrakce, krystalizace

3.5 Obecné dokoncovaci kroky

3.5.1 Fyzikdlni kroky zpracovadni - suseni, sitovani

3.5.2 Primdrni baleni (zabaleni / uzavreni lécivé Idtky do
obalového materidlu, ktery je v pfimém kontaktu s Idtkou)

3.5.3 Sekunddrni baleni (umisténi uzavieného primdrniho
baleni do vnéjsiho obalu nebo nadoby. Zahrnuje rovnéZ jakékoli
znaceni materidlu, které mazZe byt pouZito pro identifikaci nebo
sledovatelnost (Cislo sarzZe) lécivé Idtky)

3.6 Kontrola jakosti
3.6.1 Fyzikdlni/chemické zkousSeni
3.6.2 Mikrobiologické zkouseni (kromé zkousky na sterilitu)

Trospii chloridum CAS 10405-02-4

3.1 Vyroba lécivé latky chemickou syntézou

3.1.1 Vyroba meziproduktd Iécivé Idtky

3.1.2 Vyroba surové Iécivé Iatky

3.1.3 Tvorba soli/ kroky purifikace: extrakce, krystalizace

3.5 Obecné dokoncovaci kroky

3.5.1 Fyzikdlni kroky zpracovani - suseni, sitovani

3.5.2 Primdrni baleni (zabaleni / uzavreni lécCivé ldtky do
obalového materidlu, ktery je v pfimém kontaktu s Idtkou)

3.5.3 Sekunddrni baleni (umisténi uzavieného primdrniho
baleni do vnéjsiho obalu nebo nadoby. Zahrnuje rovnézZ jakékoli
znaceni materidlu, které mazZe byt pouZito pro identifikaci nebo
sledovatelnost (Cislo SarZe) IéCivé ldtky)

3.6 Kontrola jakosti
3.6.1 Fyzikdlni/chemické zkousSeni
3.6.2 Mikrobiologické zkouseni (kromé zkousky na sterilitu)

Troxerutinum CAS 7085-55-4

3.1 Vyroba lécivé latky chemickou syntézou
3.1.1 Vyroba meziproduktu lécivé ldatky
3.1.2 Vyroba surové Iécivé ldatky

Certifikat SVP sp.zn.: sukls75598/2019
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3.5.2 Primary Packaging (enclosing / sealing the active
substance within a packaging material which is in direct contact
with the substance)

3.5.3 Secondary Packaging (placing the sealed primary
package within an outer packaging material or container. This
also includes any labelling of the material which could be used
for identification or traceability (lot numbering) of the active
substance)

3.6 Quality Control Testing

3.6.1 Physical / Chemical testing

3.6.2 Microbiological testing (excluding sterility testing)

Trimecaine hydrochloride CAS 1027-14-1

3.1 Manufacture of Active Substance by Chemical Synthesis
3.1.1 Manufacture of active substance intermediates

3.1.2 Manufacture of crude active substance

3.1.3 Salt formation / Purification steps: extraction,
crystallisation

3.5 General Finishing Steps

3.5.1 Physical processing steps - drying, sieving

3.5.2 Primary Packaging (enclosing / sealing the active
substance within a packaging material which is in direct contact
with the substance)

3.5.3 Secondary Packaging (placing the sealed primary
package within an outer packaging material or container. This
also includes any labelling of the material which could be used
for identification or traceability (lot numbering) of the active
substance)

3.6 Quality Control Testing

3.6.1 Physical / Chemical testing

3.6.2 Microbiological testing (excluding sterility testing)

Trospium chloride CAS 10405-02-4

3.1 Manufacture of Active Substance by Chemical Synthesis
3.1.1 Manufacture of active substance intermediates

3.1.2 Manufacture of crude active substance

3.1.3 Salt formation / Purification steps: extraction,
crystallisation

3.5 General Finishing Steps

3.5.1 Physical processing steps - drying, sieving

3.5.2 Primary Packaging (enclosing / sealing the active
substance within a packaging material which is in direct contact
with the substance)

3.5.3 Secondary Packaging (placing the sealed primary
package within an outer packaging material or container. This
also includes any labelling of the material which could be used
for identification or traceability (lot numbering) of the active
substance)

3.6 Quality Control Testing

3.6.1 Physical / Chemical testing

3.6.2 Microbiological testing (excluding sterility testing)

Troxerutin CAS 7085-55-4

3.1 Manufacture of Active Substance by Chemical Synthesis
3.1.1 Manufacture of active substance intermediates
3.1.2 Manufacture of crude active substance

GMP Certificate Ref.No.: sukls75598/2019
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3.1.3 Tvorba soli/ kroky purifikace: krystalizace

3.5 Obecné dokoncovaci kroky

3.5.1 FyzikdlIni kroky zpracovdni - suseni, mleti

3.5.2 Primdrni baleni (zabaleni / uzavreni lécivé Idtky do
obalového materidlu, ktery je v pfimém kontaktu s Idtkou)

3.5.3 Sekunddrni baleni (umisténi uzavieného primdrniho
baleni do vnéjsiho obalu nebo nddoby. Zahrnuje rovnéz jakékoli
znaceni materidlu, které mazZe byt pouZito pro identifikaci nebo
sledovatelnost (Cislo sarZe) lécivé ldtky)

3.6 Kontrola jakosti
3.6.1 Fyzikdlni/chemické zkousSeni
3.6.2 Mikrobiologické zkouseni (kromé zkousky na sterilitu)

Jakakoli omezeni nebo vysvétleni vztahujici se k rozsahu
certifikatu:

Datum: 23.07.2019

jméno a podpis opravnéné osoby pfisluiného organu Ceské
republiky

FrantiSek Chuchma
feditel inspekéniho odboru

Statni Ustav pro kontrolu [écCiv
Srobérova 48

100 41 Praha 10

Ceska republika

e-mail: posta@sukl.cz
telefon: +420 272 185 832
fax: +420 271 732 377

3.1.3 Salt formation / Purification steps: crystallisation

3.5 General Finishing Steps

3.5.1 Physical processing steps - drying, milling

3.5.2 Primary Packaging (enclosing / sealing the active
substance within a packaging material which is in direct contact
with the substance)

3.5.3 Secondary Packaging (placing the sealed primary
package within an outer packaging material or container. This
also includes any labelling of the material which could be used
for identification or traceability (lot numbering) of the active
substance)

3.6 Quality Control Testing

3.6.1 Physical / Chemical testing

3.6.2 Microbiological testing (excluding sterility testing)

Any restrictions or clarifying remarks related to the scope of
this certificate:

Date: 23.07.2019

name and signature of the authorised person of the competent
authority of the Czech Republic

Frantisek Chuchma
Director of the Inspection section

State Institute for Drug Control
Srobarova 48

100 41 Prague 10

Czech Republic

e-mail: posta@sukl.cz

phone: +420 272 185 832

fax: +420271 732377

Otisk uredniho razitka
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