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POTVRDA O PROVODENJU DOBRE PROIZVODACKE PRAKSE'?
CERTIFICATE OF GMP COMPLIANCE OF A MANUFACTURER'?

DIO 1
Pars |

Nakon provedenog nadzora u skladu sa &lankom 111(5) Direktive 2001/83/EZ Europskog
parlamenta | Vijeéa,
Issued following an inspeetion in accordance with Art. 111(5) of Directive 2001/83/EC,

NadleZno tijelo Republike Hrvatske potvrduje sljedece:
The competent authority of Croatia confirms the folfowing:

Proizvoda¢: Hangzhou Zhongmei Huadong Pharmaceutical Co., Ltd.
The manufacturer: Hangzhou Zhongmei Huadong Pharmacentical Co., Ltd.

Mijesto proizvodnje: No. 866 Moganshan Road, Hangzhou, 310011, Zhejiang, Narodna
Republika Kina
Site address: No, 866 Moganshan Road, Hangzhow, 310011, Zhejiang, People's Republic of China

Je proizvoda¢ djelatnih tvari nad kojim je proveden nadzor u skladu s &lankom TTI(1)
Direktive 2001/83/EZ transponiranim u nacionalnom zakonodavstvu, ¢lanak 82. Zakona o
lijekovima (,,Narodne novine®, broj 76/13, 1 90/14).

Is an active substance mamufacturer that has been inspected in accordance with Ari, J1HIEE) of Directive

200183EC transposed in the following national legislation Art. 82 Medicinal Products Act (Official Gazette No.,
76/13 and 90/14).

Provedenim inspekcijskim nadzorom proizvodada, od kojih je posliednji proveden
dana 13. sijenja 2018. godine utvrdeno je da proizvodad udovoljava zahtjevima dobre
proizvodacke prakse' sukladno principima dobre proizvodatke prakse za djelatne tvari' prema
¢lanku 47 Direktive 2001/83/EZ.

From the knowledge gained during inspection of this manufacturer, the latest af which was conducted on
1302008, it is considered that it complies with the Good Manufacturing Practice requirements' according to
The principles of GMP for active substances” referred to in Article 47 of Directive 2007 /83/EC.

Ova potvrda odnosi se na stanje mjesta proizvodnje u trenutku provedbe gore
navedenog nadzora, i ne treba se smatrati da odraZava stvarno stanje uskladenosti ukoliko su
prosle vise od tri godine od datuma nadzora. Medutim, rok vazenja potvrde moZe se skratiti ili
produljiti na temelju principa primijenjenog upravljanja rizicima inspekcije Agencije, na
natin da se isto unese u polje Ogranicenja i pojasnjenja.

Tiis certificate reflects the status of the manufaciuring site ai the time of the inspeetion noted above and
should not be relied upon 1o reflect the compliance status if more than three vears have elapsed since the date of
that inspection. However, this period of validity may be reduced or extended using regulatory risk management
prineiples by an emry in the Restrictions or Clarifying remarks field

Ova potvrda vrijedi iskljudivo ukoliko sadrZi sve stranice, kao i DIO 1 i dijela DIO 2.

This certificate is valid only when presented with all pages and both Parts | and 2,

1/6

F-0767/2%*SU-INR-0001




Autenticnost ove potvrde moZe se provjeriti u EudraGMDP bazi podataka. Ako nije

dostupna u EudraGMDP bazi, obratite se tijelu koje je izdalo potvrdu.
The authenticity of this certificate may be verified in EudraGMDP. If it does not appear, please contact

s ceming anthori(y.

' " GMP potvrda iz Elanka 111{5) Direktive 20011/83/EC primjenjuje se i za uvoznike.
The cerrifioate referred to in paragragh 11105 of Eirective JI R IEC iy albvo applicable to imparters.

‘ Pojatnjenje ovog obrasca nalazi se u JHelp menu” EudraGMDP baze.
Cirldance on e interpeesation of this templote can be fonnd in the leip monn af EndratiMDP database

¥ Ovi zahtjevi ispunjavaju preporutene zahtjeve WHO za Dep.
These reguirements filfii the GMP recommendanions af WHO.
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DIO 2
Parr 2

3. PROIZVODNJA DJELATNIH TVARI

K MANUFACTURING OPERATIONS - ACTIVE SUBSTANCES
Djelatna tvar

Aetive Substance:

MUPIROCIN

3.3. | Proizvodnja djelatnih tvari biologkim postupkom Manufucture of Active Substance using Riotogical
Processes

3.3.1. Fermentacija Fermentation

3.3.2, Staniéne kulture Cell Cirlture:
S(‘Jj Pseudomonas Fl luorescens Strainy of Pseudomeonas Fluorescens
3.3.3. lzolacija / progis¢avanje Isolation / Purification

3.5. | Opéeniti zavrini postupei General Finishing Steps

3.5.1. Fizikalni postupci: filtracija, ekstrakcija, dehidracija, centrifugiranje, granulacija, susenje,
mljevenje
Phystcal processing seens: Filtration, extraction, dehydration, centrifugarion, gramlation, drving, milling
3.5.2,  Unutamnje pakiranje
Primary Packaging (enclosing / sealing the active substance within a packaging nateriol which is in direes
contact with the substance)
3.5.3. Vanjsko pakiranje (stavljanje unutamjeg pakiranja u vanjsko, ukljudujuéi svako
oznacavanje)
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 Jor identification or traceability flot
mumbering) of the active suhstance)

o
£

Provjera kakvoée Quality Conrrot Testing

3.6.1. Fizicka’kemijska ispitivanja Physical / Chemical testing

Ogranicenje ili pojadnjenje vezano za navedeno u ovoj potvrdi: Proizvodnja Mupirocina se
odvija u Workshopu 102,

Any restrictions or clavifving vemarks related to the scope of this certificate; Mupirocin is manufaciuring i
Warkshop 102,
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PROIZVODNJA DJELATNIH TVARI

3.
K MANUFACTURING OPERATIONS - ACTIVE SUBSTANCES
, Djelatna tvar
Active Substance:
MUPIROCIN CALCIUM
3.1. | Proizvodnja djelatnih tvari kemijskom sintezom Manufacture of Active Substance by Chemical
Svnthesis
3.1.1. Proizvodnja meduproizvoda Mumufacture of active substance intermediates
3.1.3.  Formiranje soli, pro¢is¢avanje: formiranje kalcijeve soli, kristalizacija
Salt formation / Purification steps; Formation of Calcium sali, erysiallization
3.5. | Opceniti zavrini postupci General Finishing Steps
3.5.1.  Fizikalni postupci: centrifugiranje, granulacija, sufenje, mljevenje, mikronizacija
I Physical processing steps: Cemrifugation, granulation, drying, grinding, micronization
352, Unutarnje pakiranje
Q Primary Packaging (enclosing / sealing the active substance within a packaging material which is in diveey
contact with the substance)
3.5.3. Vanjsko pakiranje (stavljanje unutarnjeg pakiranja u vanjsko, ukljuéujuéi svako
oznadavanje)
Secondary Packaging (placing the sealed primary package within an auter packaging material or container,
This also inchides any labelling of the material which could be used for identification or traceability flot
nunthering) of the aetive substance)
3.6, | Provjera kakvoce Quality Control Testing
3.6.1. Fizitka'kemijska ispitivanja Physical / Chemical testing
3.6.2. Mikrobioloska ispitivanja (izuzev sterilnosti) Microbiological testing fexcluding sterifity testing)

——

Ogranicenje ili pojasnjenje vezano za navedeno u ovoj potvrdi; Proizvodnja Mupirocina
Kalcija se odvija u Workshopu 102,

Any restrictions or clavifving remarks related to the scope of this certificate: Mupirocin Calcinm is meannficturing
in Warkshap 102,
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PROIZVODNJA DJELATNIH TVARI

X MANUFACTURING OPERATIONS - ACTIVE SUBSTANCES
Djelatna tvar
Active Substance:
POLYMYXIN B SULPHATE
3.3. | Proizvodnja djelatnih tvari biolo¥kim postupkom Manufacture of Active Substance using Biological
Processes
3.3.1. Fermentacija Fermentation
3.3.2. Staniéne kulture Cell Culture:
Soj Paenibacillus Paolymyxa Strains of Pacnibacitius Polymyxa
3.3.3. lzolacija / proci§cavanje lsolation / Purification
3.5. | Opéeniti zavrini postupci General Finishing Steps
3.5.1. Fizikalni postupci: filtracija, koncentriranje, taloZenje, ckstrakeija, dehidracija,
centrifugiranje, granulacija, suSenje, mljevenje
Physical processing steps: Filtration, concentration, precipitation, extraction, dehvidration, centrifugeation,
granulation, dryving, milling
3.52. Unutamnje pakiranje
Primary Packaging fenclosing / sealing the active substance within a packaging material whieh ix in direcs
contact with the substance)
153. Vanjsko pakiranje (stavljanje unutarnjeg pakiranja u vanjsko, ukljutujuéi  svako
oznatavanje)
Secondary Packaging (placing the sealed primary package within an outer packaging material or container.
This also inchudes any labelling of the material which could be used for identification or iraceability (lo
numbering) of the active substance)
3.6. | Provjera kakvoée Quality Control Testing
31.6.1. Fizicka'kemijska ispitivanja Physical / Chemical testing

Ograni¢enje ili pojasnjenje vezano za navedeno u ovoj potvrdi: Proizvodnja Polymyxin B
sulfata se odvija u Workshopu 117,

Any restrictions or clarifving remarks related to the scope of this certificate: Polymyxin B Sulphate is
marnufaciuring in Workshop 117,
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Djelatna tvar
Active Substance:

ACARBOSE

3, PROIZVODNJA DJELATNIH TVARI
i MANUFACTURING OPERATIONS - ACTIVE SUBSTANCES

3.3. | Proizvodnja djclatnib tvari biolokim postupkom Manufucture of Active Substance using Biological
Processes

3.3.1.
3.32.

333.

Fermentacija Formensasion

Staniéne kulfure Codf Cudtare:

Soi Actinoplanes Usalensis Serain of Actinoplanes Utahensis
Izolactja | profuiavampe bedsion / Purification

35, | Opécniti zavrimi postupei Gemers! Fiaithing Steps

335.1.

Fizkalni postepci odsobawamje, filtracija, ekstrakcija, purifikacija, obezbojavanje,
Physicel processing seps: Dussiing Filiration, Extraction, Punificatton, Decoloration, Drying, Blending,
Sieving

Unutamije paiGranje _

Primary Packaging (emciommg | seatng the scoive substance within a packaging material which (5 in divect
contact with the substancef

Vanjsko pakiranje (stavbame wsssarmjeg pakiranja u vanjsko, ukljucujuci svako
oznacavanje)

Secondary Packaging (placing the sestund primsary package within an outer packaging material or coniiner.
This also includes any labelling of e meserial which could be used for identification or traceabiiity (fot
numbering) of the active stibstance:

3.6. | Provjera kakvoce Quality Control Testing

361

Fizigka/kemijska ispitivanja Phypsscel - Ohemscs! sesting

Ogranigenje ili pojasnjenje vezano za navedeno u owey potvrdi: Proizvodnja Acarbose se
odvija u Workshopu 107,
Any restrictions or clavifiing remarks related to the scope of shis cornificate: Acarbose Is manufaciuring in

Workshop 107.
'-_ 'I_ B.'n.'
Ime, prezime | potpis ovladtene osobe
nadleZnog tijela Republike Hrvatske
Name and signatwre of the avitharised person
of the Competens Authority of Croatia
lnspoiner Agemcae jekove 1 medicinske proizvode
Ins ez ;
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Ja, javni biljeznik Nikola Bakra&, Koprivnica, Opatitka 5,
potvrdujem da je ovo preslika prednje izvome isprave:

Potvrda o provodenju dobre proizvodatke prakse,
Agencije za lijekove i medicinske proizvode,
Klasa:UP/1-530-10/17-03/21, Ur.broj:381-10-05/162-18-03,

Zagreb, dana 23. travnja 2018.

Isprava &ija se preslika ovjerava sastoji se od 6 stranica i ovjerava se u 10 primjeraka na zahtjev

stranke: VLADO BLAZEKOVIC, OIB 31745505749, KOPRIVNICKI BREGI, BRACE
RADICA 10 A. Izvomik isprave se po mom znanju nalazi u Belupo d.d. Koprivnica

Javnobiljeznigka pristojba za ovjeru po tar br 11. st. 1. ZJP naplacena u iznosu 65,00 kn.

Javnobiljeznidka nagrada po &l. 17. PPJT zaratunata u iznosu od 700,00 kn uveéana za PDV u
iznosu od 175,00 kn.

Broj: 0V-4283/2018

Koprivnica, 23.05.2018.

Javni biljeznik
Nikola Bakrac




APOSTILLE
(Convention de La Haye du 5 octobre 1961)

1. Zemlja: Republika Hrvatska

Da je ova javna isprava

2. potpisana od  Maje Bakrad

javnobiljeZni€kog savjetnika u uredu javnog

3. u svojstvu biljeZnika Nikole Bakrata
4. snabdjevena pedatom/Zigom Republika Hrvatska
Javni biljeZnik Nikola Bakra&, Koprivnica
tvrdi
5. u Koprivnici 6. na dan 25.05.2018.

7. naziv suda: OPCINSKI SUD U KOPRIVNICI
8. Posl. br. Ov-I-_ 109/18

9. Peéaﬂi]%%?\ 10. Potpis:
45 %) PREDSJEDNICA SUDA




Republica de Croacia
Agencia para productos medicinales y dispositivos médicos
Ksaverska c. 4, 10000, ZAGREB, CROATIA.

Telf. +385 1 4884 100, Fax. +385 1 4884 110

e-mail: halmed@halmed.hr

www.halmed.ht

OIB 37926884937

Klasa: UP/I-530-10/17-03/21

Ur. Broj: 381-10-05/162/18-03

CERTIFICADO DE CUMPLIMIENTO GMP DE UN FABRICANTE

Parte |

Publicado después de una inspeccion conforme al Art. 111(5) de la directiva 2001/83/EC
La autoridad competente de Croacia confirma lo siguiente:

El fabricante: Hangzhou Zhongmei Huadong Pharmaceutical Co., Ltd.

Direccion: No.866 Maganshan Road, Hangzhou, 310011, Zhejiang, Republica de China.

Es un fabricante de principio activo que ha sido inspeccionado conforme al Art. 111 (1) de la
directiva 2001/83/EC transpuesta en la legislacion nacional siguiente Art. 82 Acta de productos
medicinales (gaceta oficial No 76/13 y 90/14)

Del conocimiento ganado durante la inspeccion de este fabricante, el (ltimo que fue
conducido el 13/01/2018 es considerado que cumple con las exigencias de buenas précticas de
manufactura segun los principios de BPM para principios activos mandadas a en articulo 47 de
la directiva 2001/83/EC

Este certificado refleja el estado del sitio de la fabricacion en el momento de la inspeccion
enunciado arriba, y no se deberia confiar para reflejar el estado de cumplimiento si mas de
tres afios han transcurrido desde la fecha de aquella inspeccion. Sin embargo, el periodo de
validez puede ser reducido o extendido usando principios de gestion de riesgos regulatorios
por una instancia en las restricciones o aclaraciones en el campo de comentarios.



Este certificado es vélido solo cuando se presenten todas las paginas, ambas partes Iy Il

La autenticidad de este certificado puede ser verificado en EudraGMDP. De no aparecer, por
favor contacte a la autoridad que emitio el certificado.



Parte 2

3. OPERACIONES DE FABRICACION DE - PRINCIPIOS ACTIVOS
PRINCIPIOS ACTIVOS:
MUPIROCINA

3.3. Fabricacion de principios activos utilizando procesos biolégicos

3.3.1. Fermentacion
3.3.2. Cultivo Celular: cepas de Pseudomonas Fluorescens
3.3.3. Aislamiento / purificacién

3.5. Pasos finales generales

3.5.1. Pasos de tratamiento fisicos: Filtracién, extraccion, deshidratacion,
centrifugacidn, granulacion, secado, molienda.

3.5.2. El embalaje primario (sellado de los principios activos dentro de un material
de embalaje que esta en contacto directo con la sustancia)

3.5.3. Embalaje secundario (colocando el embalaje primario dentro de un material
de embalaje o contenedor externo. esto también incluye cualquier etiquetaje del
material que podria ser usado para la identificacion o trazabilidad (lote) del principio
activo

3.6. Pruebas de control de calidad

3.6.1. Fisico / pruebas Quimicas

Cualquier restriccion o comentarios que clarifican relacionados con el alcance de este
certificado: Mupirocin es fabricando en taller 102




3. FABRICACION DE OPERACIONES - PRINCIPIOS ACTIVOS
PRINCIPIOS ACTIVOS:
MUPIROCINA CALCIO

3.1.

Fabricacidn de principios activos por sintesis quimica

3.1.1. Fabricacion de principios activos intermediarios
3.1.3. Formacion de sal / pasos de Purificacion: Formacion de sal calcica,
cristalizacion

3.5. Pasos finales
3.5.1. Pasos de tratamiento fisicos: Centrifugacion, granulacion, secado, molienda,
micronidacion.
3.5.2. El embalaje primario (sellado de los principios activos dentro de un material
de embalaje que estd en contacto directo con la sustancia)
3.5.3. Embalaje secundario (colocando el embalaje primario dentro de un material
de embalaje o contenedor externo. esto también incluye cualquier etiquetaje del
material que podria ser usado para la identificacién o trazabilidad (lote) del principio
activo

3.6. Pruebas de control de calidad

3.6.1. Fisico / pruebas Quimicas
3.6.2. Prueba microbiolégica (exclusion de pruebas de esterilidad)

Cualquier restriccion o comentarios que clarifican relacionados con el alcance de este

certificado: Mupirocina célcica es fabricando en taller 102




3. FABRICACION DE OPERACIONES - PRINCIPIOS ACTIVOS
PRINCIPIOS ACTIVOS:
POLYMYXIN B DE SULFATO

3.3.1

Fabricacidn de principios activos que usa procesos bioldgicos

3.3.1. Fermentacion
3.3.2. Cultivo Celular: Cepas de Paenibacillus Polymyxa
3.3.3. Aislamiento / purificacién.

3.5.

Pasos finales

3.5.1. Pasos de tratamiento fisicos: Filtracién, concentracién, precipitacion,
deshidratacion, centrifugacion, granulacidn, secado, molienda.

3.5.2. El embalaje primario (sellado de los principios activos dentro de un material
de embalaje que estd en contacto directo con la sustancia)

3.5.3. Embalaje secundario (colocando el embalaje primario dentro de un material
de embalaje o contenedor externo. esto también incluye cualquier etiquetaje del
material que podria ser usado para la identificacién o trazabilidad (lote) del principio
activo

3.6.

Pruebas de control de calidad

3.6.1. Fisico / pruebas Quimicas

Cualquier restriccion o comentarios que clarifican relacionados con el alcance de este

certificado: Polymyxin de Sulfato B es fabricando en taller 117




3. FABRICACION DE OPERACIONES - PRINCIPIOS ACTIVOS
PRINCIPIOS ACTIVOS:
ACARBOSA

3.3. Fabricacion de PRINCIPIOS ACTIVOS por sintesis quimica

3.3.1. Fermentacion
3.3.2. Cultivo Celular: Cepas de actinoplanes utahensis

3.5. Pasos finales

3.5.1. Pasos de tratamiento fisicos: Filtracion, extraccion, purificacion, decoloracion,
secado, mezclado, tamizado.

3.5.2. El embalaje primario (sellado de los principios activos dentro de un material
de embalaje que esta en contacto directo con la sustancia)

3.5.3. Embalaje secundario (colocando el embalaje primario dentro de un material
de embalaje o contenedor externo. esto también incluye cualquier etiquetaje del
material que podria ser usado para la identificacion o trazabilidad (lote) del principio
activo

3.6. Pruebas de control de calidad

3.6.1. Fisico / pruebas Quimicas

Cualquier restriccion o comentarios que clarifican relacionados con el alcance de este
certificado: Acarbosa es fabricando en taller 107

Fecha: 23/04/2018

Nombre y Firma de la persona autorizada de la autoridad competente Croata

Inspector Agencia de productos medicinales y dispositivos médicos de Croacia

Sasa Polovié Dragomin Budimir, LLM




