Zalu valsts agentara
State Agency of Medicines of the Republic of Latvia

Jersikas iela 15, Riga, LV-1003, Latvia, phone 437167078424, fax +37167078428, e-mail info@zva.gov.lv, www.zva.gov.lv

ZALU RAZOTAJA LABAS RAZOSANAS PRAKSES
ATBILSTIBAS SERTIFIKATS
CERTIFICATE OF GMP COMPLIANCE MANUFACTURER

Riga / Riga
Sertifikats Nr.
Certificate No ZNA/LV/2015/011A
1.dala
Part 1

Izdots péc oficidlas parbaudes (inspekcijas) saskana ar Direktivas 2001/83/EK 111.panta 5.punktu
Issued following an inspection in accordance with Art. 111(5) of Directive 2001/83/EC

Latvijas kompetenta iestade — Zalu valsts agenttira apliecina:
Competent authority of Member State — State Agency of Medicines confirms the following:

Zalu razotajs / The manufacturer Akceiju sabiedriba ”Olainfarm”

RazoSanas vietas adrese / Site address Ripnicu iela 5, Olaine, Olaines novads, LV-2114, Latvija

Ir aktivo vielu raZotajs, kas ir oficiali parbaudits saskana ar Direktivas 2001/83/EK 111.panta
l.punktu, kas parpemts 3ados Latvijas Republikas tiesibu aktos: Ministru kabineta 2006.gada
18.aprila noteikumi Nr.304 , Noteikumi par zalu razoSanas un kontroles kartibu, par zalu razoSanu
atbildigas amatpersonas kvalifikacijas prasibam un profesionalo pieredzi un kartibu, kada zalu
razo$anas uznémumam izsniedz labas razo$anas prakses sertifikatu”

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: Regulation of the Cabinet of,
Ministers of 18 April 2006 No 304 "Regulation on manufacture and control of medicinal products,
requirements for qualified person for manufacture of medicinal products and procedure for
granting of certificate of GMP compliance"

Razotaja oficialajas parbaud@s, no kuram pédgja tika veikta 25/05/2015, iegiita informacija lauj
uzskatit, ka tas atbilst aktivo vielu labas raZo3anas prakses principiem, kas noteikti Direktivas
2001/83/EK 47 .panta.

Dace Kikute, Zalu valsts agentiiras direktora vieta - direktora vietniece, Jersikas iela 15, R1ga LV-1003, Latvija

Dace Kikute, Acting for the Director - Deputy Director, State Agency of Medicines, 13 Jersikas str., Riga, (1)
LV-1003, Latvia

31.07.2015.
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From the knowledge gained during inspection of this manufacturer, the latest of which was
conducted on 25/05/2015, it is considered that it complies with the principles of GMP for active
substances referred to in Article 47 of Directive 2001/83/EC.

Sis sertifikats atspogulo razoSanas vietas statusu iepriek$ mingtas oficidlas parbaudes laika, un tas
nevar atspogulot atbilstibas statusu, ja ir pagdjusi vairak neka trfs gadi kop§ oficidlds parbaudes, kad
tika izsniegts Sis sertifikats. Tadu Sis deriguma termin$ var tikt saisindts vai pagarinats, piem&rojot
riska vadibas regul&joSos principus un veicot ierakstu ierobeZojumiem un paskaidrojumiem
paredzgtaja vietd.

This certificate reflects the status of the manufacturing site at the time of the inspection noted above
and should not be relied upon o reflect the compliance status if more than three years have elapsed
since the date of that inspection, after which time the issuing authority should be consulted. 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.

Sis sertifikats ir derigs tikai pilnd apjoma, uzrddot visas lapas un abas dokumenta dalas (I. un 2.
dalu).

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

Sertifikata autentiskumu var parbaudit EudraGMDP datubazg. Ja tas datubaze neparadas, sazinieties
ar Zalu valsts agentiiru.

~

The authenticity of this certificate may be verified in EudraGMDP database. If it does not appear,
please contact the issuing authority.

2.dala

Part2

3. RAZOSANAS DARBIBAS — AKTIVAS VIELAS
MANUFACTURING OPERATIONS — ACTIVE SUBSTANCES

Aktiva(-as) viela(-as): MEMANTINA HIDROHLORIDS
Active substance(s): MEMANTINE HYDROCHLORIDE

B | o o
3 Kimiski sintezéto aktivo vielu raZzo$ana

Manufacture of active substance by chemical synthesis

3.1.1. Aktivo vielu starpproduktu razo3ana

Manufacture of active substance intermediates

Dace Kikute, Zilu valsts agentliras dircktora vietd - direktora vietniece, Jersikas iela 15, Riga LV-1003, Latvija
Dace Kikute, Acting for the Director - Deputy Director, State Agency of Medicines, 15 Jersikas str., Riga, 2(11)
LV-1003, Latvia

31.07.2015. Sertifilkata Nr./Certificate No. ZVA/LV/2015/011A



7 3.1.2. Tehnisko (neattirito) aktivo vielu raZogana
Manufacture of crude active subsiance

3.1.3. Salu iegli¥ana / attTriSanas posmi: Kristalizacija
Salt formation/ Purification steps: Crystallisation

3.1.4. Citas darbibas: Filtracija
Other: Filtration

3.5. Visparigie nobeiguma posmi

General finishing steps

3.5.1. Fizikalas apstrades posmi: Zavesana, malSana
Physical processing steps: Drying, milling

3.5.2. Pirmgja iepakoana (aktivo vielu ievietoSana / noslégiana iepakojuma, kurs atrodas
tiesa kontakta ar aktivo vielu)

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

3.5.3. Sekundara iepakoSana (noslégta pirmé&ja iepakojuma ievietoana sekundara
iepakojuma vai konteinera. Tas icklauj arT jebkuru materiala markeSanu, kas var tikt
izmantota ak(ivas vielas identifikacijai vai izsekojamibai (sérijas numurs))

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 mumbering) of the active
substance)

3.6. Kvalitites kontroles veikiana

Quality control testing

3.6.1. Fizikali vai kimiski
Physical / Chemical testing
3.6.2. Mikrobiologiski (iznemot sterilitates testus)

Microbiological testing (excluding sterility testing)

Aktiva(-as) viela(-as): AMANTADINA HIDROHLORIDS
Active sﬁbstance(s): AMANTADINE HYDROCHLORIDE

3.1 lersiols airans — Y
Kimiski sintezéto aktivo vielu razoZana

Manufacture of active substance by chemical synthesis

3.1.1. Akfivo vielu starpproduktu razoana

Manufacture of active substance intermediates

Dace Kikute, Zalu valsts agentiiras direktora vietd - direktora vietniece, Jersikas iela 15, Riga LV-1003, Latvija
Dace Kikute, Acting for the Director - Deputy Director, State Agency of Medicines, 15 Jersikas str., Riga, 3(11)
LV-1003, Latvia

31.07.2015. Sertifikata Nr./Cervificate No. ZVA/LV/2015/01 1A
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3.1.2. Tehnisko (neattirito) aktivo vielu raZoZana
Manufacture of crude active substance

3.1.3. Salu ieguSana / attiriSanas posmi: Kristalizacija
Salt formation/ Purification steps: Crystallisation

3.1.4. Citas darbibas: Filtracija
COther: Filtration

3.3. Visparigie nobeiguma posmi

General finishing steps

3.5.1. Fizikalas apstrades posmi: Zivésana, malana, sijadana
Physical processing steps: Drying, milling, sieving

3.5.2. Pirmgja iepako3ana (akfivo vielu ievieto§ana / noslégdana iepakojuma, kur§ atrodas
tiesa kontakta ar aktivo vielu)

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

3.5.3. Sekundara iepako$ana (noslégti pirm&ja iepakojuma ievieto$ana sekundard
iepakojuma vai konteinera. Tas ieklauj arT jebkuru materidla mark&sanu, kas var tikt
izmantota aktIvas vielas identifikacijai vai izsekojamibai (s€rijas numurs))

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. Kvalitates kontroles veik3ana

Quality conirol testing

3.6.1. Fizikali vai Kimiski
Physical / Chemical testing
3.6.2. Mikrobiologiski (iznemot sterilitites testus)

Microbiological testing (excluding sterility testing)

Aktiva(-as) viela(-as): RIMANTADINA HIDROHLORIDS
Active substance(s): RIMANTADINE HYDROCHLORIDE

| s .
3 Kimiski sintezgto aktivo vielu raZzoSana

Manufacture of active substance by chemical synthesis

3.1.1. Aktivo vielu starpproduktu raZo$ana

Manufacture of active substance intermediates

Dace Kikute, Zalu valsts agentiiras direkiora vietd - direktora vietniece, Jersikas iela 15, Riga LV-1003, Latvija

Dace Kikute, Acting for the Director - Deputy Director, State Agency of Medicines, 13 Jersikas str,, Riga, A11)

LV-1003, Lawvia
31.07.2015. Sertifikdta Nr./Certificate No. ZVA/LV/2015/011A




3.1.2, Tehnisko (neattirito) aktivo vielu razo§ana
Manufacture of crude active substance

3.1.3. Salu iegiifana / attTriSanas posmi: Kristalizacija
Salt formation/ Purification steps: Crystallisation

3.1.4. Citas darbibas: Filtracija
Other: Filtration

Visparigie nobeiguma posmi

General finishing steps

3.5.1. Fizikalas apstrades posmi: ZavESana, maliana, sijasana

Physical processing steps: Drying, milling, sieving

3.5.2. Pirmgja iepako3ana (aktivo vielu ievieto$ana / noslég3ana iepakojuma, kur$ atrodas
tie$a kontakta ar aktivo vielu)

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

3.5.3. Sekundara iepakoSana (noslégta pirméja iepakojuma ievieto§ana sekundard
iepakojuma vai konteinera. Tas iekiauj arT jebkuru materiala mark&sanu, kas var tikt
izmantota aktivas vielas identifikacijai vai izsekojamibai (s&rijas numurs))

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. Kvalitates kontroles veik3ana

Quality control testing

3.6.1. Fizikali vai kimiski
Physical / Chemical testing
3.6.2. Mikrobiologiski (iznemot sterilitites testus)

Microbiological testing (excluding sterility testing)

Aktiva(-as) viela(-as): IPIDAKRINA HIDROHLORIDS
Active substance(s): IPIDACRINE HYDROCHLORIDE

1. e - " . v x
3 Kimiski sintez&to aktivo vielu raZzo3ana

Manufacture of active substance by chemical synthesis

3.1.1. Aktivo vielu starpproduktu razosana

Manufacture of active substance intermediales

Dace Kikute, Z3|u valsts agentiiras direktora vietd - direktora vietnicce, Jersikas iela 15, Riga LV-1003, Latvija
Dace Kikute, Acting for the Director - Depuly Director, State Agency of Medicines, 13 Jersikas sir., Riga, 5(11)
LV-1003, Latvia

31.07.2015. Sertifikata Nr./Certificate No. ZVA/LVI2015/011A



3.1.2. Tehnisko (neattirito) aktivo vielu razo%ana
Manufacture of crude active substance

3.1.3. Saju ieghana / attiriSanas posmi: Kristalizacija
Salt formation/ Purification steps: Crystallisation

3.1.4, Citas darbibas: Filtracija
Other: Filtration

Visparigie nobeiguma posmi

General finishing steps

3.5.1. Fizikalas apstrades posmi: Zavésana, sijiSana

Physical processing steps: Drying, sieving

3.5.2. Pirmé&ja iepakoSana (aktivo vielu ievietodana / noslég3ana iepakojuma, kurs atrodas
tie¥a kontakta ar aktivo vielu)

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

3.5.3. Sekundari iepakoSana (noslégta pirmgja iepakojuma ievietoSana sekundara
iepakojumai vai konteinera. Tas ieklauj arT jebkuru materiala markeSanu, kas var tikt
izmantota aktTvas vielas identifikdcijai vai izsekojamibai (s&rijas numurs))

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. Kvalitates kontroles veikiana

Quality control testing

3.6.1. Fizikali vai kimiski
Physical / Chemical testing
3.6.2. Mikrobiologiski (iznemot sterilitates testus)

Microbiological testing (excluding sterility testing)

Aktiva(-as) viela(-as): MELDONIJA DIHIDRATS
Active substance(s): MELDONIUM DIHYDRATE

1. . - - . v o w
3 Kimiski sintez&to aktTvo vielu razoSana

Manufacture of active substance by chemical synthesis

3.1.1. Aktivo vielu starpproduktu raZoSana

Manufacture of active substance intermediates

Dace Kikute, ZaJu valsts agentiiras direktora vieta - direktora vietniece, Jersikas iela 135, Riga LV-1003, Latvija
Dace Kikute, Acting for the Director - Deputy Director, State Agency of Medicines, 15 Jersikas str., Riga, 6(11)
LV-1003, Latvia

31.07.2015. Sertifikata Nr./Certificate No. ZVAILV/2015/011A



3.1.2. Tehnisko (neattirito) aktivo vielu razoSana
Manufacture of crude active substance

3.1.3. Salu ieghidana / attTriSanas posmi: Kristalizacija
Salt formation/ Purification steps: Crystallisation
3.1.4. Citas darbibas: Filtricija

Other: Filtration

Visparigie nobeiguma posmi

General finishing steps

3.5.1. Fizikalas apstrades posmi: Zavésana, malSana
Physical processing steps: Drying, milling

3.5.2. Pirméja iepakosana (aktivo vielu ievieto3ana / noslégsana iepakojuma, kurs atrodas
tie3a kontakia ar aktivo vielu)

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

3.5.3. Sekundra iepako$ana (noslégta pirmé&ja iepakojuma ievietoSana sekundard
jepakojuma vai konteinera. Tas ieklauj atT jebkuru materiala markeSanu, kas var tikt
izmantota ak{ivas vielas identifikagijai vai izsekojamibai (s€rijas numurs))

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. Kvalitates kontroles veikiana

Quality control testing

3.6.1. Fizikali vai kimiski
Physical / Chemical testing

3.6.2. Mikrobiologiski (iznemot sterilitates testus)
Microbiological testing (excluding sterility testing)

Aktiva(-as) viela(-as): MEBIKARS
Active substance(s): MEBICAR

B D | o yox
3 Kimiski sintezéto aktivo vielu razoSana

Manufacture of active substance by chemical synthesis

3.1.1. Aktivo vielu starpproduktu razoSana

Manufacture of active substance intermediates

Dace Kikute, Za|u valsts agentiiras direktora vietd - direktora vietniece, Jersikas icla 15, Riga LV-1003, Latvija
Dace Kikute, Acting for the Director - Deputy Director, State Agency of Medicines, 13 Jersikas str., Riga, 7(11)
LV-1003, Latvia

31.07.2015. Sertifikata Nr./Certificate No. ZVA/LV/2015/01TA



3 1.2. Tehnisko (neattirito) aktivo vielu raZoSana
Manufacture of crude active substance

3.1.3. Salu ieglgana / attTri$anas posmi: Kristalizacija
Salt formation/ Purification steps. Crystallisation
3.1.4. Citas darbibas: Filtracija

Other: Filtration

Visparigie nobeiguma posmi

General finishing steps

3.5.1. Fizikalas apstrades posmi: ZavéSana, sijasana

Physical processing steps: Drying, sieving

3.5.2. Pirm&ja iepakoZana (aktivo vielu ievietosana / nosléggana iepakojuma, kur§ atrodas
tie¥a kontakta ar aktivo vielu)

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

3.5.3. Sekundard iepakosana (noslégta pirmé&ja iepakojuma ievietoSana sekundara
iepakojuma vai konteinera. Tas ieklauj arT jebkuru materiala mark&sanu, kas var tikt
izmantota aktivis vielas identifikacijai vai izsekojamibai (s€rijas nuMurs))

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. Kvalitites kontroles veik3ana

Quality control testing

3.6.1. Fizikali vai kimiski
Physical / Chemical testing
3.6.2. Mikrobiologiski (iznemot sterilitates testus)

Microbiological testing (excluding sterility testing)

Aktiva(-as) viela(-as): ETACIZINS
Active substance(s): AETHACIZINE

K7 DR | o .
Kimiski sintezéto aktivo vielu razosana

Manufacture of active substance by chemical synthesis

3.1.1. Aktivo vielu starpproduktu razoSana

Manufacture of active substance intermediates

Dace Kikute, Za]u valsts agentiiras direktora vietd - direktora vietniece, Jersikas icla 13, Riga LV-1003, Latvija
Dace Kikute, Acting for the Director - Deputy Director, State Agency of Medicines, 15 Jersikas str., Riga, 8(11)
LV-1003, Latvia

31.07.2015. Sertifikdta Nr./Certifieate No. ZVA/LV/2015/011A
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3 1.2. Tehnisko (neattirTto) aktivo vielu razoSana

Manufacture of crude active substance

3.1.3. Salu iegfiSana / attiriSanas posmi; Kristalizacija
Salt formation/ Purification steps: Crystallisation
3.1.4. Citas darbibas: Filtracija

Other: Filtration

Vispérigie nobeiguma posmi

General finishing steps

3.5.1. Fizikalas apstrades posmi: Zavésana, sijasana
Physical processing steps: Drying, sieving

3.5.2. Pirmgja iepakosana (aktivo vielu ievietodana / nosl€giana iepakojuma, kurs atrodas
tiega kontaktd ar aktivo vielu)

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

3 5.3. Sekundara iepako$ana (noslégta pirmeja iepakojuma ievietosana sekundara
iepakojuma vai konteinerd. Tas ieklauj arf jebkuru materidla mark&$anu, kas var tikt
izmantota aktivas vielas identifikacijai vai izsekojamibai (s&tijas numurs))

Secondary packaging (placing the sealed primary package within an oufer
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. E(valitétes kontroles veik3ana

Quality control testing

3.6.1. Fizikali vai kTmiski
Physical / Chemical testing
3.6.2. Mikrobiologiski (izpemot sterilitates testus)

Microbiological testing (excluding sterility testing)

Aktiva(-as) viela(-as): HLORBUTANOLA HEMIHIDRATS
Active substance(s): CHLOROBUTANOL HEMIHYDRATE J

3.1.

Kimiski sintezgto aktivo vielu raZo%ana

Manufacture of active substance by chemical synthesis

Ei.l. Aktivo vielu starpproduktu razoSana 4\

Dace Kikute, Zalu valsts afrentiiras direklora vieta - direktora vietnicce, Jersikas iela 15, Riga LV-1003, Latvija
Dace Kikute, Acting for the Director - Deputy Director, State Agency of Medicines, 15 Jersikas str., Riga, 9(11)
LV-1003, Latvia

31.07.2015. Sertifikata Nr./Certificate No. ZVA/LV/201 5/011A



Manufacture of active substance intermediates
3.1.3. Sdlu iegiidana / attiriSanas posmi: Kristalizicija
Salt formation/ Purification steps: Crystallisation

3.1.4. Citas darbibas: Filtracija
Other: Filtration

Visparigie nobeiguma posmi

General finishing steps

3.5.1. Fizikalas apstrades posmi: Zavesana, sijafana
Physical processing steps: Drying, sieving

3.5.2. Pirméja iepakosana (aktivo vielu ievietodana / noslggsana iepakojumd, kur$ atrodas
tie33 kontaktd ar aktivo vielu)

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

3.5.3. Sekundéra iepakoSana (nosl&gta pirm&ja iepakojuma ievietofana sekundara
iepakojuma vai konteinera. Tas ieklauj arT jebkuru materiala mark&Sanu, kas var tikt
izmantota aktivas vielas identifikacijai vai izsekojamibai (s€rijas numurs))

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 (loi numbering) of the active
substance)

3.6. Kvalitates kontroles veiksana

Quality control testing

3.6.1. Fizikali vai kimiski
Physical / Chemical testing
3.6.2. Mikrobiologiski (iznemot sterilitates testus)

Microbiological testing (excluding sterility testing)

Jebkadi ierobeZojumi vai paskaidrojumi saistiba ar §2 sertifikata jomu:
Cehs Nr. 4

S7 sertifikata deriguma termins ir 5 (pieci) gadi.

Dace Kikute, Ziu valsts agentiras direktora vietd - direktora vietniece, Jersikas icla 15, Riga LY-1003, Latvija
Dace Kikute, Acting for the Director - Deputy Director, State Agency of Medicines, 15 Jersikas str., Riga, 10(11)
LV-1003, Latvia

31.07.2015. Sertifikata Nr./Cerrificare No. ZVA/LV/2015/011A



1y restrictions or clarifying remarks related to the scope of this certificate:
Workshop No 4

This certificate is valid for 5 (five) years.

Zilu valsts agentiiras pilnvarotas amatpersonas vards, uzvards un paraksts

Name and signature of the authorised person of t/lge;:ﬁéié’ﬂgencx of Medicines of
Latvia gt N

31/07/2015

(datums / date) \}O .
Dace Kikute, Zalu valsts agentiras direktora “vietd - — direktora vietniece,
talr.67078424, fakss 67078428 TR

Dace Kikute, Acting for the Director - Deputy Director, State Agency of
Medicines, phone +371 67078424, fax +371 67078428

Dace Kikute, Za|u valsts agentliras direktora vietd - direktora vietniece, Jersikas iela 15, Riga LV-1003, Latvija
Dace Kikute, Acting for the Director - Deputy Director, State Agency of Medicines, 15 Jersikas str., Riga, 11(11)
LV-1003, Latvia

31.07.2015. Sertifikata Nr./Cerrificate No. ZVA/LV/2015/011A
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