Huepida MXXBE, 27-2-2021,
oTnVv napouciacn ekppadlovrai
anoWEIC TOU OMIANTI, Ol OMoieg O
degpeUouy Tn Anudaoia Apxn
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NMOIOTHTA

= A. MpoeykpITIKNA PAON: avanTu&n-ouvTagn-a&ioAoynon-EykpIon papuakoxnUIknG Tekunpinonc (CTD
Module 3, Quality) Twv arrnoswy yia eykpion (mapopola JETEYKPITIKA: TPOMOMOINGN, Avavewan) adelwy.
KUKAOQOPIAc pApHAKEUTIKWY. NPOIOVTWY.

= B. MeTeykpITIKN paon: EpyacTnpiakog EAEYXOC MOIOTNTAC KUKAO(POPOUVTWY. (PAPHAKEUTIKWY MPOIOVTWY
kal OpacTIKWV. oUGInV. (Yia avBpwmrivi N KTNVIATPIKA XpNon), KaTd TV aneAeUBEPWON NAPTIOAG N TO
LETAYEVESTEPO EAEYXO Ao EBVIKEC ApXeEC.
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NMOIOTHTA

= A. MNpoeyKpITIKN PACN:

= A.I Tekpnpiwon via OpacTIKN ougoia:

= Ovopaocia, MapackeuaoTnG

= Aladikacia napaywync (EAeyXoc NpwTwV. UAWYV, EVOIAUETO! EAEYXOI, AVAAUTIKN MEPIYPAPr GUVBEGNG-
anopovwonc-kadapiopou, avanTuén o1adikaciac mapaywyne, EnikUpwaen o1adikaciac napaywync)

= XapakTnPIoHOC (emBeBaiwon OOUNG, MPOCUIEEIC)

= 'EAeyxoc moioTnTac TnG OpaoTiknG ouciac (Mpodiaypagec, UEBODOI EAEYXOU, ENIKUPWAN UEBOOWV
EAEYXOU, AITIOAOYNGN MPodIaypa®wy, npwTioTws Ph. Eur.)

= XNMIKEC OUGIEC avapopac

= 2UOKEUAoia

= >TaBepoTnTa
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NMOIOTHTA

= A. MMpoeykpITIKN paon:

s A.II Tekunpinon vid @AapHAaKEUTIKO NPOoIoV:

Mepiypa®n kai cUVOECN TOU MPOIOVTOG

Ovopacia Kal (papuUakoTEXVIKN HopPn

dapUakeUTIKA AvanTuén npoiovToc (avanTuén (papuakoTEXVIKNG HOPPNG, avanTuén dladikaaoiac
Napaywyns, GUOIKOXNUIKEG Kal MIKPOBIOAOYIKEG IDIOTNTEG, MEPICOEIA)

Mapaywyn (avaAuTikn Neplypa®n, eNikUpwon d1adikaciac mapaywyne, EAEYX0! EVTOC TNG 01adIKaoiac,
oUvBeon napTidac)

'EAEYX0C MOIOTNTAG EKOOXWV. (MPOdIaYPAPEC, HEBOOOI EAEYXOU, ENKUPWON HEBOOWV EAEYXOU,
aITioAOynon npodiaypapwy, ekdoxa (wiknc nposheuonc-TSE, npwtioTwe Ph. Eur.)

'EAEYX0C MOIOTNTAC TEAIKOU MPoiovTog (Mpodiaypadec, HEB0OO0I EAEYXOU, ENIKUPWON LEBODWV
EAEYXOU, AITIOAOYNON Npodiaypadwy, XapakTNPIoHOG NPOCHIEEWY)

XNUIKEC OUTIEC avapopac

>UOKEUAOIa-nePIEKTNG

>TaBepOTNTA
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NMOIOTHTA

= B. MeTEYKPITIKN aon: Epyactnpiakoc EAEYXOC MOIOTNTAG

= [IOIOTHTA = 2YNOAO @YZIKQN + XHMIKQN + MIKPOBIOAOI'IKQN IAIOTHTON

= MOU CUPHOPQPWVOVTAIl KE TIC ONUOCIEUPEVEG ENIONUEC ANAITAOEIC:
= Ph. Eur.
= EO, BP...USP
s EMA Scientific quality guidelines
m in house/ product specific anaitnioeic (Texvoyvwoia rnapaywyou-R&D, TExXVoyvwoia napeUPeEPLV
rIPoIOVTWYV, ONUOTIEULEV EMNIOTNHOVIK BIBAIoypapia)

n  EykekpIpHEVN PAPHAKOXNHIKN TEKUNPI®WON
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I. APAZTIKH OYZIA:

O1 1010TNTEC MOIOTNTAG KAAUNTOUV. TA £ENG KPIGINA XAPAKTNPIOTIKA:
Mepiypa®n (PUOIKA KATAOTACH, XPWHA)

TauTonoinon (01aKPIGH amno OUCIEC PE auyyevn oopn, IR, HPLC/UV, HPLC/MS, GC/MS, onTiKn
EVEPYOTNTA, AVTIOPACEIC TAUTOMOINGNG IOVTWY)

[MoooTIKOG MPOCOIOPICHOC (KaTa npoTipunon We specific stability indicating method)

‘EAeyX0C NpoopiEewy (opyavikeg —mpoiovTa 01acnacnc Kal mapanpoiovTa cUVBEGNC-, avopyaveg,
UMOAEIUPATa OIaAUT®YV)

KAl KaTa NeEPINTWon:
DUGCIKOXNMIKEG IDIOTNTEG: pH udATIKWV O/TWV, 2T, RI

Katavopun peyebouc cwpaTidinV (EVIOTE IE ONUAvTIKN ENiNTWon oTn PlodiabeaipyoTnTa,
dlaAuTonoinon, oTabepoTnTa)
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I. APAZTIKH OYzIA:

Ol IDIOTNTEG MOIOTNTAG KAAUNTOUV TA €ENC KPIOINA XapAKTNPIOTIKA (CUV.):

KPUGTAAAIKR Hop®n (Gpop®n, KPUGTAAAIKOC TUROG, ME OUVATH ENINTWON OTN
BiodiaBeaipotnTa, orabepoTnTa): IR, X-Ray diffraction, Bepuikn avaiuan,
(pacparookonia Raman, optical microscopy, solid state NMR

EvavTiouepikn kaBapoTnTa

[MepIekTIKOTATA OE VEPO (I0IWG YIA UYPOCKOMIKEG OUGIEG I OUTIEC MOU OlIA0TWVTAl
Mapoucsia uypaciac r EVUOPEG OUCIEC: anwAela Enpavonc, Karl-Fischer

AvOpyavec NpooiEeic (kaTaAUTeG): Belkn TE@pa, AAS

MikpoPiakn noiotnTa: TAMC, TYMC, anouoia €I0IKwV. JIkpoopyaviouwy. (Staphylococcus
aureus, Escherichia col, Salmoneélla, Pseudomonas aeruginosa), oTelpoTNTa,
BakTnpIakeC EVOOTOEIVEG (eveaiua), avaAloya Pe Tn Oladikacia napaywync kai Tn Xpnon
TOU MPOIOVTOC
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II. DAPMAKEYTIKO NMPOION:

Ol 1010TNTEC MOIOTNTAG KAAUNTOUV TA £ENG KPIGINA XAPAKTNPIOTIKA:

Mepiypagn (HEYEBOG, OXAKA, XPWHA)

TauTonoinon (01aKPIGH ano OUCIEC e Guyyevn oopn, IR, HPLC/UV, HPLC/MS, GC/MS)
[Moo0oTIKOGC MPOGOIOPIGHOC (KaTa npoTiunen We specific stability indicating method)

"EAeyx0¢ npoopiEewy (opyavikec —OVO MPOIOVTA OIAcTAcnG, KATd Kavova Ol MapanpoiovTd
oUVBEoNG-, AvOPYaVveC, UMOAEIPUATA OIGAUT®V)

KAl KAaTa NeEPINTWon:

Huepida NZXBE, 27-2-2021



II. DAPMAKEYTIKO NMPOION:

Ol 1010TNTEG MOIOTNTAG KAAUNTOUY Ta EENG KPIOINA XapakTnpPIoTIKA (GUV.):
‘EAeyx0¢ O1aAUTOMOINGNG: ANOJOECUEUON OPACTIKOU GUOTATIKOU anod (PAPUAKEUTIKO MPOioV:
[[la aueoNC anodECEUONG: £va OnHEIo OElyUaToAnwiac

[la EAEYXOPEVNC ANOOECIEUCNG: YIa KABUOTEPOUPEVNG ANOOECUEUONG 2 oTadId, Yid
NAPATETANEVNG ANOOECUEUCNG MOAAAMNAG OnUEia

EvioTe OUVATOTNTA UNOKATAGTACNG E EAEYXO ANOCABPWONG

Av 0 puBuog dlaAuTonoinenc ennpsadel Tn BIodIABECIUOTNTA, Ol CUVONKEG EAEYXOU —KPITHPIO
anodoxNG NPENEl va dIakPivVoOUV TIC MAPTIOES PE | anodekTn BlodiaBeaiyoTnTa Kal va
IKavomoloUvTal ano TIG KAIVIKG arodEKTEC NAPTIOEG

[la eAeyXOUEVNC ANOOECEUONC NPoioVTa kabopifovTal Ta opia anodoxNnG ano /1 vitro./ in. vivo
OUOXETION
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II. DAPMAKEYTIKO NMPOION:
O1 IDIOTNTEG MOIOTNTAG KAAUNTOUV TA €ENC KPIOIKNA XapaKTNPIoTIKA (CUV.):

‘EAeyx0¢ anood®pwonG: YNOPEi VA avTIKATAGTHOE! TOV EAEYXO OIAAUTOMNOINONG YIA TAXEWG
olaAuopeva npoiovra: (dissolution >80% oe 15 minutes os pH 1.2, 4.0 kai 6.8) | npoiovTa
LE UWNAR OIAAUTOTNTA GTO PUOIOAOYIKO EUPOC (dose/solubility volume < 250 mL ano pH
1.2 Ewc 6.8) ) oTav £xel 0paIwBel GUOXETION OIAAUTOMOINGNG-ANOCABPWONG

>KANPOTNTA-EUBPUNTOTNTA (CUVABWGE WG EAEYXOG iN-process)
Opolopop®ia povadwy 000NG: OUoIoUoP®Ia UAlac, OUOIoONoPPIa MEPIEXOMEVOU

[MEPIEKTIKOTNTA OE VEPO (EVUOATWON I anoppo®non vepou): anwAesia Enpavongc, Karl-
Fischer

'EAEYX0G HIKPOBIAKNG MOIOTNTAG: MY NPOTEIVETAI KAl YIa OTEPEA NPOIoVTA (META AMO EYKPIOH

Kropei va napaAngBei av eAEyxovTal T CUCTATIKA Kal epapuolovTdl oxoAaoTika GMP,
ouvatoTnTa skip testing)
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II. DAPMAKEYTIKO MPOION:

O1 1010TNTEG MOIOTNTAG KAAUNTOUV Ta EENG KPIOIKA XapakTnpIoTIKa (GuV.):
EIAIKOI EAEIXOI ANA MOP®H:

[MOZIMA YT PA:
pH
TEWOEC
XpOvoc avacuoTaong Yid KOVEIG

[TAPENTEPIKA MPOIONTA:

pH

>TEIPOTNTA

BakTnpIlakeg EVOOTOEIVEG

AlwpoUpeva ocwpaTiola (dlauyeid, U 0paTa CwHATIola)
QouwUopPIaKOTNTA
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II. DAPMAKEYTIKO NMPOION:

[EVIKEG KATNYOPIEG EAEYXOU:

Skip testing : kaTd TNV aneAeUBEPWON, GE MPOEMIAEYUEVEG NAPTIOES, AvVA NPOKABOPICHEVA XPOVIKA
olaoTnuata (UnoAsippara oIaAuTwyY, HIKPOBIAKEG IDIOTNTEG)

Release vs shelf-life: oyl yia OpacTIKEC OUTIEC, MIO AUCTNPA KPITAPIA KATA TNV GNOOECHEUGN
In process tests

Parametric release (ny EAeyxoc oTEIPOTNTAC BACEI BEPUOKPATIAC, MIEGNC, XPOVOU)
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II. DAPMAKEYTIKO NMPOION:
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Ouoieg avapopag

H oucia ) UNIkG avapopdg €ival ouoia €101Ka NAPACKEUAGHEVN YIA XPNon WE NPOTUNO O HEB0OO
MOCOTIKOU MPOGOIOPIGHOU, TAUTOMOINONG I EAEYXOU GUYYEVWY OUGIMV.

Mpenel va d1abeTel MOIOTATA KATAAANAN Yia TH XpHon Tou

O YapakTNPIoMOG KAl N KABIEPWEI TOU YivovTal JeE EMMAEOV. HEBODOOUC AUTWY TOU EAEYXOU POUTIVAG TNG
ouoiag

MpwTOYEVEIG kal OsUTEPOYEVEIC XOA
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Kpioipol EAeyxol- ouviBn OOS

m  EPOPAvION

m [Eon pAaca, opolouopYia pacag

m  TTEPIEKTIKOTNTA OE€ OPACTIKO OUCTATIKO

= pH

= OIOAUTOTTOINON, ATTOCABPWON, EUBPUTTTOTATO

m  OTEIPOTNTA, NIKPOBIOKO QOPTIO, TOUTOTTOINON TTA60YOVWY UIKPOOPYAVIC WY,
B QUOIKEG— INXAVIKEG DOKIUEG

m  AVIXVEUON EAEYXOMEVWY OUGIWV
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Alatriotreuon EPITAXTHPIQN-supwtraiki ouvepyaoia

ISO 17025
/ Avayvwpion N
Accreditation Body xwpag A ——__ "~ —— Accreditation Body xwpoag B
AiaTTioTEUPEVO AiatrioTeupevo
EPFAZTHPIO xwpag A EPIFAXTHPIO xwpag B
Avayvwpion
AtroTeAéOpOT SOKIHWOV ———_ | i ATtroTEAéCpATA OOKINWYV

Ic0duvapiag
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EMIKYPQ2H EPITAXTHPIAKQN MEOOAQN EAEIXOY

TUTTIKA XOPOKTNPIOTIKA TNG HEBOOOU TTPOG ETTIKUPWON:

= Accuracy

Precision

= Repeatability

s Intermediate Precision
= Specificity

= Detection Limit

= Quantitation Limit

= Linearity

= Range
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EMIKYPQ2H EPITAXTHPIAKQN MEOOAQN EAEIXOY

TABLE

charactenistics

IDENTIFICATION

TESTING FOR
DMPURITIES

ASSAY

- dissolution
(measurement only)

- content'potency

Accuracy
Precision
Repeatability
Interm Precision
Specificity (2)
Detection Limit
Quantitation Limit
Linearity
Range
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EMIKYPQ2H EPITAXTHPIAKQN MEOOAQN EAEIXOY

SYSTEM SUITABILITY TEST:

= AvanoomnaoTo PEPOC TNG PHEBOOOU
= Avaloya pe Tov TUMO TNG aVAAUTIKNG Ola0IKaoiag

s  HPLC: apiBuoc BewpnTik®wV. NAAK®WY, CUVTEAEGTNG OlaXwpIoHoU kopupwy, RSD, S/N, asymmetry factor
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MAAIZIO EAEIXQN II:
CAP EPITA2THPIAKOI EAEIXOI NMOIOTHTAZ

= CAP: texvohoyiac r-DNA, advanced therapy, vea opaoTikn (AIDS, kapkivoc, dl1apnTnG, autoavooa),

oppava, yevoonua alhwv CAP, opioueva naidliarpika

= CAP: pia aitnon, pia a€lohoynon, Hia Eykpion = AUECH NPOORAGH GTNV EUPWNAIKN ayopd
= uvepyacia EMA-EDQM-OMCL net

= risk based eni\oyr NpoiovVTwY.

= QUOTNPO EPYAOCTNPIAKO NPWTOKOAAO Kal MAAICIO OUVEPYADIAG
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E151kN ava@opd oTa YEVOO O

(PAPMOKEUTIKA TTPOIOVTA ME TAV iDI0 OPACTIKN OUCIa, 0TV idla TTOOOTATA, UE TA TTPOIOVTA

avagpopag
OIOPEPOUV ATTO TA TTPWTOTUTTA JOVO WG TTPOG TN 0UVOEON TWV EKOOXWYV. TTOU TTEPIEXOUV.

eykpivovtal otnv EAAGSa atré Tov EOD, é1rwg kal otnv uttohoitn EE, pe Tig idleg auoTnpég

O01001KACIEG-ATTAITACEIG TTOIOTNTAG TTOU DIETTOUV THV £YKPION TWV TTPWTOTUTTWV.

yia TNV €yKpior] Toug (TT.X. dI0Kia, KaWAKIa) atTaITeiTal N TTPAyPaAToTToinon KAIVIKAG HEAETNG TTOU
atrodEIKvUEl TN B1oiocodUVAMIa TOUG JE TA TTPWTOTUTTA, KABWG KAl EPYACTNPIOKEG iN VIitro JEAETEG
TTOU KOTAOEIKVUOUV TNV 1I008UVANia TWV TTPOo@iA SI0AUTOTTOINONG TOU OPACTIKOU OUCTATIKOU

TOUG ME TO TTPWTOTUTIO TTPOIOV

2.€ JEYAAO TTOCOOTO £XOUV EYKPIOEI TQUTOXPOVA PE ATTOKEVTPWHEVN/auoIBaia diadikaoia
EVKPIOEWG PE TNV id1a aKPIBWG TEKMNPIWON KAl KUKAOQOPOUV TTAVOMOIOTUTTA OUYXPOVWG O€

TTOANEG XwpeG TNG EE (kai otnv EANGDQ).
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Epyactnpiakog EAeyxog No1oTNTaC @AapUOKEUTIKWY TTPOIOVTWY aTTo TN Anuooia Apxn:
B UWNAO €TTITTEDO KATAPTIONG-ECEIDIKEUONG TTPOCWITIKOU

OUOOWPEUON ETTIOTNMUOVIKNG EUTTEIPIAG-TTAPAOOCNG
®  UWNANG TTOIOTNTOG OIOKPIBWUEVOG EPYAOTNPIOKOG ECOTTAIONOG

m OlamrioTeucn EpyaoTtnpiwy

m Eupwtraiko TAaiclo epyacTnpiakwy eEAeyxwv (MRP/DCP, CAP, OCABR, APIs, aviaAAayn
oclypaTwy, OMCL Inventory DB, EDQM quality guidelines, Ph. Eur. KTA)

m Epopoon oto avbpwirivo OUVANIKO
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EYPQIAIKO MAAIZIO MOIOTHTAZ GAPMAKQN

EDOM
Euro' éaun‘l);rec'toratﬁr ;h’é alit of Medicines & HealthCare
EMA
EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH
EONIKEX APMOAIEZ APXEX . &
= i The National

Organization
for Medicines
of Greece
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