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1. Úvod

Tento pokyn upřesňuje informace ke změnám registrace veterinárních léčivých přípravků registrovaných v České republice vnitrostátním postupem, postupem vzájemného uznávání či decentralizovaným postupem, podle zákona o léčivech. Navazuje na základní pokyn ÚSKVBL/REG - 3/2013, který byl připraven na základě novely zákona č. 378/2007 Sb., o léčivech a o změnách některých souvisejících zákonů (zákon o léčivech), která vešla v platnost dne 20. března 2013 pod č. 70/2013. 

Revize byla provedena z důvodu nově vzniklé povinnosti předkládat žádost o změnu registrace na elektronickém formuláři a z důvodu nového nastavení pravidel pro používání piktogramů v textech obalů veterinárních léčivých přípravků a z nich vyplývajících následných změn v rozhodnutí o registraci přípravku. Hlavní věcná úprava oproti předchozí verzi pokynu se týká aktualizovaných informací k formuláři žádosti v Sekci 8 a další možnosti v kategorizaci změny registrace C. II. 6  „Změna obalu nebo příbalové informace nesouvisející se souhrnem údajů o přípravku“ v Sekci 4.7. 
2. Cíl a rozsah

Cílem pokynu je poskytnout držitelům rozhodnutí o registraci přehledné informace ke změnám registrace veterinárních léčivých přípravků, které s ohledem na novelu zákona o léčivech jsou upravovány podle přímo použitelného předpisu Evropské unie o posuzování změn registrací humánních a veterinárních léčivých přípravků. Hlavní část pokynu je věnována změnám čistě vnitrostátních registrací, u nichž se s platností 4. srpna 2013 postupuje podle přímo použitelného předpisu Evropské unie - Nařízení Komise (ES) č. 1234/2008 o posuzování změn registrací humánních a veterinárních léčivých přípravků, ve znění pozdějších předpisů a další část pokynu pak změnám veterinárních léčivých přípravků registrovaných v ČR postupem vzájemného uznávání či decentralizovaným postupema obecným pravidlům týkajících se změn registrací a předkládání žádostí.
3. Odkazy a související dokumenty

Zákon č. 378/2007 Sb., o léčivech, ve znění pozdějších předpisů
Vyhláška č. 228/2008 Sb., o registraci léčivých přípravků

Směrnice 2001/82/ES, ve znění pozdějších předpisů

Nařízení Komise (ES) č. 1234/2008 o posuzování změn registrací humánních a veterinárních léčivých přípravků, ve znění pozdějších předpisů


Pokyny pro žadatele Evropské komise:

Pokyny pro různé kategorie změn, pro provádění postupů stanovených v kapitolách II, IIa, III a IV nařízení Komise (ES) č. 1234/2008 ze dne 24. listopadu 2008 o posuzování změn registrací humánních a veterinárních léčivých přípravků, jakož i pro dokumentaci, která se má na základě těchto postupů předkládat.
https://eur-lex.europa.eu/legal-content/CS/TXT/PDF/?uri=CELEX:52013XC0802(04)&from=ES
Application form for variation to a marketing authorisation for medicinal products (human and veterinary) to be used in the mutual recognition and the centralised procedure (July 2013)
Pokyny koordinační skupiny CMDv:
https://www.hma.eu/568.html
CMDv/BPG/004 - For Type IA Variations

CMDv/BPG/005 - For Type IB Variations

CMDv/BPG/006 - For Type II Variations

CMDv/BPG/016 - BEST PRACTICE GUIDE for Grouping of Variations

CMDv/BPG/015 – BEST PRACTICE GUIDE for The classification of unforeseen variations

CMDv/BPG/018 - BEST PRACTICE GUIDE for Worksharing – for applications intended to be submitted after 4 Aug 2013

Worksharing - applicant’s letter of intend for applications intended to be submitted after 4 Aug 2013

CMDh Q&A list for the submission of variations according to Commission Regulation (EC) 1234/2008
4. Změny čistě vnitrostátních registrací

Pravidla pro změny týkající se vnitrostátních registrací jsou upravena od 4. 8. 2013 novelou zákona o léčivech a to konkrétně ustanovením § 35 odst. 1následovně:

Držitel rozhodnutí o registraci je povinen každou změnu registrace předložit Veterinárnímu ústavu ke schválení, popřípadě ji oznámit nebo ohlásit. Při provádění změn registrace se postupuje podle přímo použitelného předpisu Evropské unie o posuzování změn registrací humánních a veterinárních léčivých přípravků (Nařízení Komise (ES) č. 1234/2008, ve znění nařízení Komise (EU) č. 712/2012 – dále jen ,,nařízení Komise“). 

V rámci postupů posuzování změn registrací humánních a veterinárních léčivých přípravků podle přímo použitelného předpisu Evropské unie komunikace mezi držitelem rozhodnutí o registraci, příslušným ústavem a příslušnými orgány členských států, probíhá zpravidla elektronicky prostřednictvím systémů zavedených pro tyto postupy v Evropské unii.

Toto ustanovení zákona o léčivech a jeho nabytí účinnosti navazuje na přímo použitelný předpis EU - nařízení Komise, které nově obsahuje kapitolu IIa – Změny čistě vnitrostátních registracía stanovuje především oznamovací postupy malých změn, postupy pro velké změny, dělbu práce, seskupování změn a opatření pro uzavírání postupů čistě vnitrostátních registrací.

Dále také definuje „čistě vnitrostátní registraci“ – jakoukoliv registraci udělenou členským státem v souladu s acquis mimo postup vzájemného uznávání nebo decentralizovaný postup, která nebyla předmětem úplné harmonizace v návaznosti na postup přezkoumání.
Hlavním cílem novely nařízení Komise, zejména pak implementace kapitoly IIa ve vztahu k vnitrostátním registracím je:

· Z důvodu jednotnosti a za účelem snížení administrativní zátěže vyřizovat změny vnitrostátních registrací v souladu s týmiž zásadami, které se používají na změny registrací udělených postupem MRP/DCP
· možnost seskupit několik změn v rámci předložení jediné žádosti a možnost pro seskupování změn přizpůsobit zvláštním charakteristikám čistě vnitrostátních registrací

· umožnit za určitých podmínek vyřizovat změny čistě vnitrostátních registrací v souladu s postupem dělby práce

· zachování zásady provádění určitých změn držitelem před změnou příslušné registrace (změny typu IA)
· možnost prodloužení období pro hodnocení pro usnadnění přijetí komplexních změn.
4. 1. Klasifikace změn v registraci
Změna, změna registrace = změna podmínek rozhodnutí o udělení registrace, včetně SPC a jakýchkoliv podmínek, povinností či omezení týkající se registrace nebo změny označení na obalu nebo příbalové informace.

V souladu s nařízením Komise jsou změny registrace rozděleny dle svého dopadu na kvalitu, bezpečnost nebo účinnost do několika základních skupin - typů:
Malá změna typu IA - změna, která má minimální, nebo vůbec žádný dopad na kvalitu, bezpečnost nebo účinnost daného léčivého přípravku.
Velká změna typu II - změna, která není rozšířením a která může mít podstatný vliv na kvalitu, bezpečnost nebo účinnost daného léčivého přípravku.
Rozšíření registrace nebo rozšíření – změna, uvedená v příloze I nařízení Komise, která splňuje podmínky uvedené tamtéž.
Malá změna typu IB - změna, která není ani malou změnou typu IA, ani velkou změnou typu II, ani rozšířením.
Neodkladné bezpečnostní omezení – prozatímní změna informací o přípravku nutná v důsledku nových informací ovlivňujících bezpečné používání léčivého přípravku a týkající se zejména jedné nebo více následujících částí souhrnu údajů o přípravku: léčebných indikací, dávkování, kontraindikací, upozornění, cílových druhů zvířat a ochranných lhůt.

Detaily různých kategorií změn registrací, stanovení podmínek a požadované dokumentace k předložení se žádostí o změnu registrace k jednotlivým změnám jsou stanoveny sdělením Komise C (2013) 2804 z 16. 5. 2013 – Pokyny pro různé kategorie změn, pro provádění postupů stanovených v kapitolách II, IIa, III a IV nařízení Komise (ES) č. 1234/2008 ze dne 24. listopadu 2008 o posuzování změn registrací humánních a veterinárních léčivých přípravků, jakož i pro dokumentaci, která se má na základě těchto postupů předkládat - viz kapitola 3.
4. 2. Seskupování změn čistě vnitrostátních registrací

Aplikace nařízení Komise pro čistě vnitrostátní registrace umožňuje pro dané případy předložení více změn formou jediného oznámení/žádosti.

Jediné oznámení/žádost pro více změn lze uplatnit v následujících případech:

a) Jsou-li oznámeny tytéž malé změny typu IA jedné nebo několika registrací téhož držitele.
b) Je-li předloženo několik změn téže registrace za 
předpokladu, že změny spadají do jednoho z případů uvedených v příloze III nařízení Komise (př. pravidlo nejvyšší změny a změn z ní vyplývající).
c) Je-li předložena tatáž změna/y jedné nebo několika registrací téhož držitele, na které se nevztahuje možnost a) nebo b) pokud Veterinární ústav s tímto jediným předložením dokumentace souhlasí.
4. 3. Oznamovací postup pro malé změny typu IA

· Malé změny typu IA - držitel předloží oznámení, v němž jsou obsaženy náležitosti uvedené 
v příloze IV nařízení Komise. Toto oznámení se předloží do dvanácti měsíců od provedení změny. Oznámení se předkládá formou vyplněného formuláře, podrobnosti k podávání žádostí a náležitosti žádosti naleznete v Sekci 8. Podrobnosti podávání žádostí. Významná oprava oznámení není možná.
· Malé změny typu IAin – změny, které vyžadují okamžité oznámení kvůli průběžnému dozoru nad dotčeným léčivým přípravkem; oznámení se předloží neprodleně po provedení změny. Oznámení se předkládá formou vyplněného formuláře, podrobnosti k podávání žádostí a náležitosti žádosti naleznete v Sekci 8. Podrobnosti podávání žádostí. Významná oprava oznámení není možná.

Veterinární ústav do 30 dnů od přijetí oznámení přijme opatření (sdělení držiteli o přijetí/ zamítnutí změn/y; v případě zamítnutí jeho důvod).
4. 4. Oznamovací postup pro malé změny typu IB
· Držitel předloží oznámení obsahující náležitosti uvedené v příloze IV nařízení Komise. Oznámení se předkládá formou vyplněného formuláře, podrobnosti k podávání žádostí a náležitosti žádosti naleznete v Sekci 8. Podrobnosti podávání žádostí.
· Splňuje-li oznámení dané náležitosti Veterinární ústav potvrdí přijetí platného oznámení formou elektronického validačního sdělení a to v termínu dle aktuálního standardního operačního postupu ( BPG) CMDv - viz kapitola 3. (tzv. validační fáze).
· Nesplňuje-li oznámení dané náležitosti Veterinární ústav vyzve žadatele k odstranění nedostatků a to ve lhůtě 30 dnů od obdržení výzvy, současně může řízení přerušit.
· Neodstraní-li žadatel v určené lhůtě vady oznámení, které brání v pokračování v řízení 
či nezaplatil správní poplatek nebo náhradu výdajů za odborné úkony v působnosti Veterinárního ústavu, řízení bude zastaveno.
· Není-li do 30 dnů od potvrzení přijetí oznámení zasláno Veterinárním ústavem nepříznivé stanovisko, oznámení se považuje za přijaté a Veterinární ústav přijme opatření (sdělení držiteli o přijetí změny).
· Pokud Veterinární ústav zaujme stanovisko, že oznámení nelze přijmout informuje o tom žadatele a uvede důvody (vyzve žadatele k doplnění dokumentace či poskytnutí další informace).
· Do 30dnů od přijetí nepříznivého stanoviska (výzvy) může držitel předložit pozměněné oznámení, doplnit dokumentaci.
· Nezmění-li držitel v dané lhůtě oznámení, považuje se toto za zamítnuté.
· Pozmění-li držitel oznámení, Veterinární ústav je posoudí do 30 dnů od přijetí a přijme opatření (sdělení o přijetí/ zamítnutí změn/y; v případě zamítnutí jeho důvod).
4. 5. Postup schválení pro velké změny typu II

· Držitel předloží žádost obsahující náležitosti uvedené v příloze IV nařízení Komise. Žádost se předkládá formou vyplněného formuláře, podrobnosti k podávání žádostí a náležitosti žádosti naleznete v Sekci 8. Podrobnosti podávání žádostí.
· Jestliže žádost splňuje požadavky, Veterinární ústav potvrdí přijetí platné žádosti formou elektronického validačního sdělení a to v termínu dle aktuálního standardního operačního postupu (BPG) CMDv - viz kapitola 3. (tzv. validační fáze).
· Nesplňuje-li žádost dané náležitosti, Veterinární ústav vyzve žadatele k odstranění nedostatků a to ve lhůtě 90 dnů od obdržení výzvy, současně může řízení přerušit.
· Neodstraní-li žadatel v určené lhůtě vady žádosti, které brání v pokračování v řízení či nezaplatil správní poplatek nebo náhradu výdajů za odborné úkony v působnosti Veterinárního ústavu, řízení bude zastaveno.
· Do 60 dnů od potvrzení přijetí žádosti dokončí Veterinární ústav hodnocení. Tuto lhůtu lze zkrátit s ohledem na naléhavost věci nebo ji lze prodloužit na 90 dnů v případech stanovených nařízením Komise čl. 13 c) odst. 2 
· Ve výše uvedené lhůtě může Veterinární ústav vyzvat držitele k poskytnutí doplňujících informací a to v termínu do 180 dnů od obdržení výzvy. V takovém případě se postup přeruší a Veterinární ústav může prodloužit výše stanovenou lhůtu hodnocení.
· Neposkytne-li žadatel v určené lhůtě doplňující informace, řízení bude zastaveno.
· Do 30 dnů od dokončení hodnocení Veterinární ústav přijme opatření (rozhodnutí o schválení /zamítnutí změn/y, v případě zamítnutí jeho důvod)

4. 6. Postup dělby práce pro čistě vnitrostátní registrace
Jeden z cílů nařízení Komise je umožnění vyřizovat změny čistě vnitrostátních registrací za určitých podmínek v souladu s postupem dělby práce. Smyslem dělby práce je zabránit zdvojení práce, a proto umožňuje za stanovených podmínek vyřizovat v rámci téhož postupu změny čistě vnitrostátních registrací, změny registrací udělených na základě postupu MRP/DCP a změny centralizovaných registrací.
V případě čistě vnitrostátních registrací, příslušný orgán může odmítnout zpracovat předloženou dokumentaci postupem dělby práce, pokud tatáž změna (tytéž změny) různých registrací vyžadují předložení individuálních podkladových údajů pro každý dotčený léčivý přípravek nebo samostatné specifické hodnocení přípravku.
V případě, že postup dělby práce vedl k harmonizaci jedné části souhrnu údajů o přípravku, není možné, aby držitel později narušil tuto dosaženou harmonizaci tím, že předloží žádosti o změny této harmonizované části pouze v některých dotčených členských státech. 

A proto pokud bylo harmonizace jedné části SPC dosaženo postupem dělby práce, každé další předložení změny, které se týká harmonizované části, se zároveň postoupí všem dotčeným členským státům.
Postup dělby práce pro čistě vnitrostátní registrace je možný pro následující případy:

· Jestliže malá změna typu IB, velká změna typu II nebo skupina změn (dle seskupení viz 4.2. bod b) nebo c)), která neobsahuje žádné rozšíření se vztahuje na několik registrací téhož držitele

· Jestliže malá změna typu IB, velká změna typu II nebo skupina změn (dle seskupení viz 4.2. bod b) nebo c), která neobsahuje žádné rozšíření se vztahuje na jednu registraci téhož držitele ve více než jednom členském státě

Vlastní postup:

· Držitel předloží všem příslušným orgánům žádost obsahující náležitosti uvedené v příloze IV nařízení Komise s uvedením upřednostňovaného referenčního orgánu (= příslušný orgán dotčeného čl. státu zvolený koordinační skupinou na doporučení držitele). Žádost se předkládá formou vyplněného formuláře, podrobnosti k podávání žádostí a náležitosti žádosti naleznete v Sekci 8. Podrobnosti podávání žádostí.
· Koordinační skupina zvolí referenční orgán.
· Pokud žádost splňuje výše uvedené požadavky, Referenční orgán potvrdí přijetí platné žádosti (validační fáze).
· Referenční orgán vydá stanovisko k platné žádosti:

· Do 60 dnů od potvrzení přijetí žádosti v případě malých změn typu IB nebo velkých změn typu II. 
Tuto lhůtu lze zkrátit s ohledem na naléhavost věci.
· Do 90 dnů od potvrzení přijetí žádosti v případě změn uvedených v příloze V části 2 nažízení Komise. 

Ve výše uvedené lhůtě může referenční orgán požádat držitele o poskytnutí doplňujících informací a to v termínu, který stanoví. V takovém případě se postup pozastaví, dokud nejsou doplňující informace poskytnuty a referenční orgán může prodloužit výše uvedenou lhůtu 60 dnů.
· Pokud dotčeným členským státům byly poskytnuty dokumenty potřebné pro změnu registrace, dotčené registrace se do 30 dnů od schválení uvedeného stanoviska příslušným způsobem změní (rozhodnutí, sdělení). 

4. 7. Změny v označení na obalu nebo v příbalové informaci

Všechny navrhované změny v označení na obalu léčivého přípravku nebo změny v příbalové informaci, které nesouvisí se souhrnem údajů o přípravku, musí být oznámeny formou žádosti o změnu registrace Veterinárnímu ústavu. Postup pro tyto změny je definován zákonem o léčivech § 35 odst. 5.
Avšak z důvodu sjednocení postupů pro všechny kategorie změn čistě vnitrostátních registrací a harmonizace postupů v rámci Evropského společenství, Veterinární ústav bude i v případě těchto změn postupovat podle pravidel nařízení Komise tak, jak je popsáno výše v bodě 4. a následujících.
Držitel tak v případě změny v označení na obalu nebo změny v příbalové informaci léčivého přípravku, která nesouvisí se souhrnem údajů o přípravku, předloží žádost o změnu registrace, jenž je stanovena sdělením Komise C (2013) 2804 ze 16. 5. 2013 – Pokyny pro různé kategorie změn, pro provádění postupů stanovených v kapitolách II, IIa, III a IV nařízení Komise (ES) č. 1234/2008 ze dne 24. listopadu 2008 o posuzování změn registrací humánních a veterinárních léčivých přípravků, jakož i pro dokumentaci, která se má na základě těchto postupů předkládat jako změna:
C.II.6 – Změna obalu nebo příbalové informace nesouvisející se souhrnem údajů o přípravku 
a) Administrativní informace týkající se zástupce držitele......změna typu IAin 
b) Ostatní změny…………………………………………………………..……. změna typu IB
4.7.1 Změny související s použitím piktogramů 

4.7.1.1 Přidání piktogramů cílových druhů zvířat ke schválenému textu obalů registrovaného veterinárního léčivého přípravku, které nenahrazují schválené údaje o přípravku
Koordinační skupina „CMDv“ pro registrační postupy MRP/DCP projednala konkrétně záležitost "přidání piktogramů cílových druhů zvířat ke schválenému textu obalů registrovaného veterinárního léčivého přípravku" a ve svém závěrečném stanovisku odsouhlasila, že řešení této otázky 
· zůstává na vnitrostátní úrovni

· je rozhodnutím komepetentního orgánu každého členského státu EU

· není na EU úrovni zharmonizovanáno

Závěrečné stanovisko Koordinační skupiny „CMDv“ se týká
· VLP registrovaných MRP/DCP a je aplikováno i na vnitrostátně registrované VLP
· Všech typů obalů
· Piktogramů cílových druhů zvířat, které jsou v souladu s QRD pokynem na použití piktogramů „QRD guidance on the use of approved pictograms on the packaging of veterinary medicinal products authorised via the centralised (CP), mutual recognition (MRP) and decentralised procedures (DCP) 2017 a s podmínkami CMDv dokumentu „CLARIFICATION PAPER - USE OF PICTOGRAMS ON LABELLING 2014".
Na základě výše uvedeného stanoviska bylo schváleno, že "přidání piktogramů cílových druhů zvířat ke schválenému textu obalů registrovaného veterinárního léčivého přípravku", které nenahrazují text schválených údajů o cílových druzích zvířat, není v ČR předmětem předložení žádosti o změnu registrace ani nepodléhá jinému typu oznámení, pokud jsou splněny následující podmínky:
1. Úprava se týká pouze textu obalů.
2. Jedná se výhradně o přidání piktogramů cílových druhů zvířat uvedených ve schváleném textu obalů registrovaného veterinárního léčivého přípravku, které nenahrazují schválené údaje o cílových druzích zvířat.
3. Piktogramy cílových druhů zvířat musí být v souladu s QRD pokynem na použití piktogramů „QRD guidance on the use of approved pictograms on the packaging of veterinary medicinal products authorised via the centralised (CP), mutual recognition (MRP) and decentralised procedures (DCP) 2017 a s podmínkami  CMDv dokumentu „CLARIFICATION PAPER - USE OF PICTOGRAMS ON LABELLING 2014".

4.7.1.2 Náhrada textu cílových druhů zvířat piktogramy ve schváleném textu obalů registrovaného veterinárního léčivého přípravku 
Koordinační skupina „CMDv“ pro registrační postupy MRP/DCP projednala záležitost a odsouhlasila, že text cílových druhů zvířat může být nahrazen piktogramy ve schváleném textu obalů za následujících podmínek:

· Náhrada je aplikována pouze v textu malých vnitřních obalů, ampulí a blistrů registrovaného veterinárního léčivého přípravku 
· Piktogramy cílových druhů zvířat jsou použity pouze v souladu s QRD pokynem na použití piktogramů „QRD guidance on the use of approved pictograms on the packaging of veterinary medicinal products authorised via the centralised (CP), mutual recognition (MRP) and decentralised procedures (DCP) 2017 
· Náhrada je provedena v souladu s podmínkami CMDv dokumentu “CMDv CLARIFICATION PAPER – USE OF PICTOGRAMS ON LABELLING 2014” 
Náhrada textu piktogramy v případě cílových druhů zvířat ve schváleném textu obalů, tj. u malých vnitřních obalů, ampulí a blistrů registrovaného veterinárního léčivého přípravku je předmětem předložení žádosti o změnu registrace v souladu s nařízením Komise 1234/2008 ve znění pozdějších předpisů a s klasifikačním pokynem na změny registrace 2013/C 223/01 pod kategorizačním kódem
C.II.6 – Změna obalu nebo příbalové informace nesouvisející se souhrnem údajů o přípravku 

b) Ostatní změny…………………………………………………………..……. změna typu IB

4. 8. Formální úprava textů SPC, příbalové informace a textů na vnějších a vnitřních obalech čistě vnitrostátních registrací
Požadavky na přípravu textů SPC, příbalové informace a textů na vnější a vnitřní obaly jsou stanoveny v pokynu USKVBL/REG-3/2009 Rev.1 – Vzory pro přípravu návrhu textů SPC, příbalové informace 
a označení na obalech veterinárních léčivých přípravků, které jsou v souladu se vzory pro přípravu textů schválenými pracovní skupinou EMEA - „Working Group on Quality Review of Documents (QRD)“ pro centralizované registrace ve Společenství a dále s Pokyny pro žadatele Evropské komise – „Notice to Applicants“ – Volume 6C – „Summary of the Product Characteristics – SPC – Immunologicals, June 2007, „Summary of the Product Characteristics – SPC – Pharmaceuticals, July 2006“.

Pokud držitel zamýšlí provést formální úpravy SPC za účelem aktualizace šablony SPC, případně příbalové informace a textů na obalech nebo formální úpravy znění textu SPC, případně příbalové informace a textů na obalech tak, aby bylo dosaženo souladu s aktuálními požadavky bez dopadů 
na věcný význam v podmínkách registrace VLP, předloží Veterinárnímu ústavu oznámení 
o neklasifikované změně (z) typu IB, jejíž postup je popsán v bodě 4.4. (Nařízení Komise obecně ustanovuje, že změna, která není ani malou změnou typu IA, ani velkou změnou typu II, ani rozšířením se považuje za malou změnu typu IB). 
Pokud se formální úpravy týkají pouze příbalové informace či textů na obalech držitel rozhodnutí předloží Veterinárnímu ústavu oznámení o změně typu IB označená podle klasifikačního pokynu pro změny registrace jako C.II.6 b) – Změna obalu nebo příbalové informace nesouvisející se souhrnem údajů o přípravku, viz bod 4.7.
Bez nutnosti oznámení se formální úpravy SPC, případně příbalové informace a textů na obalech mohou provádět pouze v rámci řízení o prodloužení platnosti registrace a za určitých podmínek v rámci řízení velkých změn typu II. 

· V řízení o prodloužení platnosti registrace dochází ke komplexní revizi všech textů (SPC, PI, obaly) veterinárního přípravku a tudíž jsou tyto formální opravy kontrolovány automaticky. 

· V řízení o změnu typu II se provádí revize textů pouze ve změnou dotčených bodech příslušných textů a proto je formální úprava textů možná pouze na základě požadavku žadatele uvedeném v průvodním dopise.
Revize upravených textů bude prováděna vždy na základě předloženého návrhu k revizi s jasně vyznačenými úpravami.

Pokud je cílem formální úpravy textů harmonizovat podmínky mezi ČR a SR potom platí zvláštní pokyn ÚSKVBL/REG-2/2013 - harmonizace textů veterinárních léčivých přípravků mezi Českou 
a Slovenskou republikou.
5. Rozšíření registrace

§ 25 zákona o léčivech uvádí, že pokud byla léčivému přípravku již udělena registrace podle zákona 
o léčivech, musí být pro jakékoliv další síly, lékové formy, cesty podání a pro další druh zvířete, jde-li 
o veterinární léčivý přípravek, udělena registrace v souladu se zákonem o léčivech. Všechny tyto registrace se označují jako souhrnná registrace.

Za rozšíření registrace nebo rozšíření se považuje změna uvedená v příloze I nařízení Komise, která splňuje podmínky uvedené tamtéž.

Jedná se o následující případy, kdy se mění významně povaha, vlastnosti nebo způsob použití přípravku:

1. Změny týkající se účinné látky (účinných látek):

a) nahrazení chemické účinné látky odlišnou solí / komplexem esterů / derivátem se stejnou léčivou složkou, přičemž charakteristiky účinnosti/bezpečnosti nejsou významně odlišné;

b) nahrazení odlišným isomerem, odlišnou směsí isomerů, nahrazení směsi izolovaným isomerem (např. racemát jedním enantiomerem), přičemž charakteristiky účinnosti/bezpečnosti nejsou významně odlišné;

c) nahrazení biologické účinné látky jinou látkou s mírně odlišnou molekulovou strukturou, přičemž charakteristiky účinnosti/bezpečnosti nejsou významně odlišné, s výjimkou:

- změny účinné látky sezonní, předpandemické nebo pandemické vakcíny proti lidské chřipce,

- nahrazení nebo přidání sérotypu, kmene, antigenu nebo kombinace sérotypů, kmenů nebo antigenů pro veterinární vakcínu proti influenze ptáků, slintavce a kulhavce nebo katarální horečce ovcí,

- nahrazení kmene pro veterinární vakcínu proti influenze koní;

d) modifikace vektoru použitého při výrobě antigenu nebo zdroje surovin, včetně nové buněčné banky základních buněk z jiného zdroje, přičemž charakteristiky účinnosti/bezpečnosti nejsou významně odlišné;

e) nový ligand nebo mechanismus včlenění u radiofarmak, přičemž charakteristiky účinnosti/bezpečnosti nejsou významně odlišné;

f) změna extrakčního rozpouštědla nebo poměru rostlinné látky a rostlinného přípravku, přičemž charakteristiky účinnosti/bezpečnosti nejsou významně odlišné.

2. Změny týkající se síly, lékové formy a cesty podání:

a) změna biologické dostupnosti;

b) změna farmakokinetiky, např. změna rychlosti uvolňování;

c) změna nebo přidání nové síly/účinnosti;

d) změna nebo přidání nové lékové formy;

e) změna nebo přidání nové cesty podání (1).

3. Další změny zvláštní pro veterinární léčivé přípravky podávané zvířatům určeným k produkci potravin: změna nebo přidání cílových druhů zvířat.

Jestliže držitel zamýšlí provést takovou změnu stávající registrace, která je definována dle nařízení Komise jako rozšíření registrace, žadatel předloží vždy žádost o registraci VLP v níž i mimo jiné vyplní příslušnou část týkající se rozšíření registrace a dále předloží části registrační dokumentace, které byly v důsledku rozšíření změněny oproti stávající schválené registrace VLP.
Postupy a časový harmonogram se řídí dle pravidel pro registrační řízení dle zákona o léčivech. 
Nová varianta přípravku zaregistrovaná formou rozšíření registrace obdrží nové registrační číslo. Ovšem například u rozšíření registrace týkajícího se změny nebo přidání cílových druhů zvířat se tato změna zahrne do stávající registrace a je vydáno pro dotčený přípravek nové rozhodnutí o registraci formou rozšíření, kde původní registrační číslo zůstává zachováno.    

Pro upřesnění identifikace rozšíření registrace je k dispozici pokyn Komise:  GUIDELINE ON THE CATEGORISATION OF EXTENSON APPLICATIONS (EA) versus VARIATIONS APPLICATIONS (V)

Medicinal products for human and veterinary use

6. Změna souhrnu údajů o přípravku v důsledku rozhodnutí Komise v rámci postupu přezkoumání

Sdělení Komise C (2013) 2804 – Pokyny pro různé kategorie změn, pro provádění postupů stanovených v kapitolách II, IIa, III a IV nařízení Komise (ES) č. 1234/2008 ze dne 24. listopadu 2008 
o posuzování změn registrací humánních a veterinárních léčivých přípravků, jakož i pro dokumentaci, která se má na základě těchto postupů předkládat uvádí i změny vyplývající z důvodu postupu přezkoumání a rozhodnutí Komise podle čl. 34 nebo 35 směrnice 2001/82/ES, ve znění pozdějších předpisů. 
Po vydání rozhodnutí Komise příslušný orgán členského státu (v případě ČR ÚSKVBL) vydá do 30 dní rozhodnutí, kterým udělí nebo zruší registraci nebo provede změny nezbytné pro dosažení souladu s rozhodnutím Komise. Ve svém rozhodnutí se na rozhodnutí Komise odkáže.
Změny registrace pro dosažení souladu s rozhodnutím Komise Veterinární ústav provede na základě předložení oznámení/žádosti změny podané držitelem rozhodnutí o registraci. Veterinární ústav držitele rozhodnutí vyzve ihned po obdržení rozhodnutí Komise k podání tohoto oznámení/žádosti 
a upřesní kategorizaci a typ postupu dle Sdělení Komise. Žádost se předkládá formou vyplněného formuláře, podrobnosti k podávání žádostí a náležitosti žádosti naleznete v Sekci 8. Podrobnosti podávání žádostí.
Po obdržení rozhodnutí/sdělení držitel registrace provede v zákonem stanovené době, popř. kratší, veškeré změny registrace nezbytné pro dosažení souladu s rozhodnutím Komise. 
7. Změny registrace v rámci postupu vzájemného uznávání členských států ES (MRP)

Vyřizování žádostí v rámci postupů vzájemného uznávání a decentralizovaného postupu se řídí stejně jako u vnitrostátních registrací principy stanovenými v nařízení Komise (ES) č. 1234/2008 
o posuzování změn registrací humánních a veterinárních léčivých přípravků, ve znění pozdějších předpisů a v dokumentu Evropské komise - Pokyny pro různé kategorie změn, pro provádění postupů stanovených v kapitolách II, IIa, III a IV nařízení Komise (ES) č. 1234/2008 ze dne 24. listopadu 2008 
o posuzování změn registrací humánních a veterinárních léčivých přípravků, jakož i pro dokumentaci, která se má na základě těchto postupů předkládat. 

Pro usnadnění procesu vyřizování jednotlivých typů změnových řízení vydala Veterinární koordinační
skupina „Coordination Group for Mutual Recognition and Decentralised Procedures (vet) (CMDv)“ příslušné standardní operační postupy. Postupy detailně popisují časový harmonogram a stanovují role referenčního členského státu, dotčených států a žadatele v jednotlivých fázích příslušných procedur tak, aby postup vyřízení změny proběhl po časové i procedurální stránce efektivně. Standardní operační postupy jsou dostupné na stránkách koordinační skupiny CMDv (viz odkaz v Sekci 3 tohoto pokynu). 
Komunikace mezi žadateli/držiteli registrace a kompetentními orgány referenčního členského státu 
a dotčených členských států v rámci vyřizování změn registrace probíhá podle pravidel vycházejících ze standardních operačních postupů koordinační skupin CMDv elektronickou formou. K tomu jsou využívány komunikační systémy jako je eudramail, CTS - Communication and Tracking System, případně eudralink. 
8. Podrobnosti podávání žádosti

Žádost o změnu lze podat pouze pro přípravky již zaregistrované. 

Držitel rozhodnutí o registraci podává žádost o změnu registrace formou EU elektronického formuláře (e-AF) v souladu s dokumentem ÚSKVBL, který se týká elektronického podávání žádostí a je zveřejněn na webových stránkách ÚSKVBL “Informace pro žadatele/držitele rozhodnutí o registraci ohledně používání elektronického formuláře žádosti eAF od 1. 1. 2016“. Pouze ve výjimečných případech 
u vnitrostátních žádostí bude akceptováno podání žádosti na česko-anglickém NtA formuláři ÚSKVBL/REG-3/2008 „Žádost o změnu registrace“. NTA formulář v angličtině vydaný Evropskou komisí  není již na stránkách Komise od 1. 1. 2016 k dispozici.  
Při podání žádosti o změnu v registraci je nutné zaplatit správní poplatek a úhradu nákladů postupem podle pokynu ÚSKVBL/UST –4/2008/Rev.5 (případně jeho aktualizované verze). Bližší informace k platbám v případě seskupování změn typu IA naleznete také na našich webových stránkách http://www.uskvbl.cz/cs/poplatky - Informace pro žadatele – platby – seskupování změn registrace.
V rámci jedné žádosti lze předložit jen jednu změnu registrace přípravku, s výjimkou případů, které jsou uvedeny v článku 7 a 13d nařízení Komise včetně přílohy III, pro čistě vnitrostátní registrace také v bodě 4. 2. tohoto pokynu. Zejména se jedná o navazující změny, to jsou takové změny, které jsou nevyhnutelným a přímým důsledkem hlavní změny (např.: Navazující změnou k oznámení změny typu IA může být pouze další oznámení změny typu IA, navazující změnou k oznámení změny typu IB může být buď další oznámení změny typu IB nebo oznámení změny typu IA).
Změny, ke kterým dochází ve stejnou dobu a které nelze seskupit dle pravidel nařízení Komise 
na jednu žádost, jsou změny paralelní a je nutné pro ně předložit oddělené žádosti. 

Náležitosti žádosti

Aby mohla být žádost o změnu v registraci na ÚSKVBL přijata k hodnocení, je nutné vyplnit všechny požadované údaje na formuláři „Žádost o změnu registrace. V žádosti se uvádí stávající údaje 
o přípravku tak, jak byly schváleny v registračním řízení nebo případně v předchozích řízeních 
o změnách v registraci nebo prodloužení registrace. Teprve v tabulce „stávající“ a „navrhované“, která je součástí formuláře žádosti, se uvede navrhovaný nový údaj (viz níže). Poměrně častým jevem, který může být důvodem nezvalidování žádosti, je situace, kdy jsou v žádosti uváděny již nové navrhované údaje o přípravku, jejichž schválení je předmětem podávané žádosti o změnu registrace.  

V odstavci „Stručná charakteristika změny“ formuláře žadatel stručně vyplní, o jakou změnu se jedná. Uvede se např. „Přidání zkoušky na těžké kovy do specifikace léčivé látky“, „Přidání XY jako nového místa sekundárního balení“. Nikoli tedy pouhé obecné vyjádření „změna specifikace léčivé látky“. V případě, že změna vede k další, navazující změně, uvedou se v tomto odstavci obě změny včetně vysvětlení jejich návaznosti. Např. „Přidání XY jako nového místa výroby přípravku. Změna velikosti šarže konečného přípravku“ 

V odstavci “Odůvodnění změny a navazujících změn“ žadatel vysvětlí příčinu, proč ke změně dochází, a pokud změna vede k navazující změně, vysvětlí souvislost mezi oběma změnami. Např. „Přidání nového místa výroby z důvodu zvýšených požadavků trhu. Vzhledem k tomu, že místo výroby XY disponuje jinou kapacitou výrobního zařízení, ohlašujeme zároveň změnu velikosti šarže konečného přípravku“. Zdůvodnění změn typu „rozhodnutí výrobce“ nebo „vylepšení produktu“ nebudou akceptována.

Součástí formuláře je tabulka stávající“ a „navrhované“, rozlišující stávající schválené znění 
a navrhované znění změny. Uvedení konkrétních údajů o navrhované změně na tomto místě formuláře (v případě delšího textu formou přílohy) je nezbytným předpokladem pro přijetí změny. Údaje typu „viz přiložená dokumentace“ nebudou akceptovány. Výjimkou je případ, kdy údaje podléhající změně nejsou žadateli známy, protože se jedná o důvěrné informace uvedené pouze v “Restricted Part“ ASMF a známé jen výrobci léčivé látky a Veterinárnímu ústavu. V tomto případě 
je třeba tuto skutečnost na formuláři žádosti jasně uvést, aby žádost mohla být předána k odbornému posouzení. Změny týkající se „Applicant´s Part“ ASMF podléhají samozřejmě běžnému postupu.

V odstavci „další žádosti“ se stručně uvede přehled změn, které jsou k danému přípravku podávány současně jako změny paralelní, dále změny nebo prodloužení registrace, které jsou na  ÚSKVBL 
v  době podání žádosti v řízení.

Součástí formuláře je rovněž prohlášení žadatele, kterému je třeba věnovat zvýšenou pozornost. Odpovědnost držitele registračního rozhodnutí za pravdivost údajů uvedených v žádosti 
i dokumentaci vyplývá z právního řádu ČR (zákon č. 344/2007 Sb., kterým se mění zákon č. 200/1990 Sb. o přestupcích, ve znění pozdějších předpisů).

Dále je nezbytné k formuláři žádosti přiložit příslušnou tabulku z pokynu C (2013) 2804, týkající 
se pouze dané změny. Pokud je žádáno také o změny navazující, je nutno příslušnou tabulku předložit pro všechny požadované změny.  V tabulce žadatel závazně vyznačí, které podmínky jsou splněny 
a která dokumentace je předložena. Bez úplného vyznačení těchto údajů nebude žádost akceptována.

Příklad - tabulka pro změnu registrace typu IA č. 1

	Změna názvu a/nebo adresy držitele rozhodnutí 
o registraci
	Podmínky, které mají být splněny
	Dokumentace, která má být předložena
	Typ procedury

	
	1
	1, 2
	IAIN

	Podmínky

	1.
	Držitel rozhodnutí o registraci musí zůstat stejnou právnickou osobou.

	Dokumentace

	1.
	Doklad příslušného úřadu (např. Výpis z obchodního rejstříku nebo jiné zákonem upravené evidence), ve kterém je uvedeno nové jméno nebo nová adresa.

	2.
	Revidované informace o přípravku


Jestliže dochází k více změnám současně (a nejedná se o změny typu IA, které lze oznámit do 12 měsíců od provedení změny) je nezbytné, aby pro ně držitel rozhodnutí o registraci podal žádost 
ve stejnou dobu. Vztah mezi těmito změnami musí být přitom jasně uveden. Jestliže je léčivý přípravek registrován prostřednictvím postupu vzájemného uznávání (MRP), předkládá se žádost 
o změnu v registraci současně příslušným orgánům členských států, v nichž je léčivý přípravek registrován.

Požadavky na dokumentaci předkládanou s žádostí
Ke každé žádosti musí být předložena příslušná dokumentace. Předkládají se pouze ty části dokumentace, kterých se dané změny přímo týkají. Jedná – li se o změny typu IA, IB výčet dokumentace je součástí pokynu C (2013) 2804 - viz. příloha 1. 

V tomto pokynu jsou v tabulkách uvedeny všechny změny typu IA, IB a II. U každé změny je uvedeno, jaká část dokumentace má být předložena nebo aktualizována, případně další požadavky (např. předložení vzorku přípravku nebo vnitřního obalu). V tabulce jsou rovněž specifikovány podmínky, jejichž splnění je nutným předpokladem k tomu, aby bylo možno změnu zařadit mezi změny typu IA, změny typu IB. nebo II.

V případě žádostí o změnu typu II se předkládají příslušné části registrační dokumentace, dotčené navrhovanou změnou. Vzhledem k širokému spektru těchto změn nemohou být požadavky 
na předkládanou dokumentaci vyjmenovány. Dokumentace by měla vždy obsahovat kromě aktualizovaných údajů jednotlivých kapitol i podrobné vysvětlení a komentáře porovnávající původní a nově navržený stav. Rovněž upozorňujeme, že součástí dokumentace ke změně typu II 
je i kritické hodnocení experta (část I. C) vyjadřujícího se k dané změně. 
 V případě dodání rozsáhlejších materiálů nebo kompletní registrační dokumentace je třeba předložit kompletní seznam změn, které byly v dokumentaci provedeny, spolu s rozpisem čísel stran dokumentace, na kterých ke změně došlo. Je nutné zkontrolovat, zda nebyly provedeny žádné další změny, než ty , o které bylo požádáno (viz. prohlášení v žádosti - „Declaration of the Applicant / Prohlášení žadatele“ ). V případě nedodání prohlášení a seznamu změn nebude tato dokumentace akceptována.

V případě, že dokumentace byla dodána na ÚSKVBL před podáním žádosti, je třeba tuto skutečnost uvést do průvodního dopisu, spolu s upřesněním o kterou dokumentaci se jedná. Je třeba uvést název dokumentace, kdy a jakou cestou či formou byla na ÚSKVBL dodána a v jaké souvislosti (např. žádost o prodloužení - spis. zn. 10255/2012, doplnění dokumentace v rámci aktualizace, závazek vyplývající z podmíněné registrace apod.). 

Pokud se navrhovaná změna projeví i v souhrnu údajů o přípravku, v označení na obalu a/nebo v příbalové informaci, předloží se současně s žádostí o změnu návrhy těchto částí registrační dokumentace spolu s jejich elektronickou verzí ve formátu Word. Všechny navrhované změny 
se v těchto návrzích vyznačí ve vztahu k původnímu znění.

Bližší informace k upřesnění podmínek pro podávání žádostí a registrační dokumentace naleznete v pokyny ÚSKVBL/REG-1/2013.
9. Uvádění přípravku na trh po provedení změny registrace
V souladu s ust. § 35 odst. 2 léčivý přípravek odpovídající údajům a dokumentaci před provedením změny registrace lze, pokud nebylo v rozhodnutí o změně registrace stanoveno jinak, nadále uvádět na trh nejdéle po dobu 180 dnů od schválení změny. Distribuovat, vydávat, v případě vyhrazených léčivých přípravků prodávat, a používat při poskytování zdravotních služeb nebo veterinární péče 
je takový léčivý přípravek možné dále po dobu jeho použitelnosti.
Příloha 1: Požadavky na dokumentaci předkládanou s oznámením změn registrace typu IA, IB
(Tato anglická verze bude nahrazena českou verzí, jakmile bude k dispozici).
	A. ADMINISTRATIVE CHANGES


	A.1 Change in the name and/or address of the marketing authorisation holder
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1, 2
	IAIN

	Conditions

	1.
	The marketing authorisation holder must remain the same legal entity.

	Documentation

	1.
	A formal document from a relevant official body (e.g. Chamber of Commerce) in which the new name or new address is mentioned.

	2.
	Revised product information.


	A.2 Change in the (invented) name of the medicinal product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	for Centrally Authorised products
	1
	1, 2 
	IAIN

	b)
	for Nationally Authorised Products
	
	2
	IB

	Conditions

	1.
	The check by the EMA on the acceptability of the new name has been finalised and was positive.

	Documentation

	1.
	Copy of the EMA letter of acceptance of the new (invented) name.

	2.
	Revised product information.


	A.3 Change in name of the active substance or of an excipient
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1, 2
	1, 2
	IAIN

	Conditions

	1.
	The active substance/excipient must remain the same.

	2.
	For veterinary medicinal products for food-producing species, the new name has been published
 in Regulation (EEC) N° 470/2009 before implementation of this change.

	Documentation

	1.
	Proof of acceptance by WHO or copy of the INN list. If applicable, proof that the change is in line with the Ph. Eur. For herbal medicinal product, declaration that the name is in accordance with the Note for Guidance on Quality of Herbal Medicinal Products, and with the guideline on declaration 
of herbal substances and herbal preparations in (traditional) herbal medicinal products. 

	2.
	Revised product information


	A.4 Change in the name and/or address of: a manufacturer (including where relevant quality control testing sites); or an ASMF holder; or a supplier of the active substance, starting material, reagent or intermediate used in the manufacture 
of the active substance (where specified in the technical dossier) where no Ph. Eur. Certificate of Suitability is part 
of the approved dossier; or a manufacturer of a novel excipient (where specified in the technical dossier)
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1, 2, 3
	IA

	Conditions

	1.
	The manufacturing site and all manufacturing operations must remain the same.

	Documentation

	1.
	A formal document from a relevant official body (e.g. Chamber of Commerce) in which the new name and/or address is mentioned.

	2.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate). 

	3.
	In case of change in the name of the holder of the Active Substance Master File holder, updated “letter of access”.


	A.5 Change in the name and/or address of a manufacturer/importer of the finished product (including batch release or quality control testing sites)
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	The activities for which the manufacturer/importer is responsible include batch release
	1
	1, 2 
	IAIN

	b) 
	The activities for which the manufacturer/importer is responsible do not include batch release 
	1
	1, 2
	IA

	Conditions

	1.
	The manufacturing site undergoing the name and/or address change and all manufacturing operations must remain the same.

	Documentation

	1.
	Copy of the modified manufacturing authorisation, if available; or a formal document from a relevant official body (e.g. Chamber of Commerce, or if not available, from a Regulatory Agency) in which the new name and/or address is mentioned.

	2.
	If applicable, amendment of the relevant section(s) of the dossier (presented in the EU-CTD format 
or NTA volume 6B format for veterinary products, as appropriate), including revised product information as appropriate. 


	A.6 Change in ATC Code / ATC Vet Code
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1, 2
	IA

	Conditions

	1.
	Change following granting of or amendment to ATC Code by WHO / ATC Vet Code.

	Documentation

	1.
	Proof of acceptance (by WHO) or copy of the ATC (Vet) Code list.

	2.
	Revised product information


	 A.7 Deletion of manufacturing sites for an active substance, intermediate or finished product, packaging site, manufacturer responsible for batch release, site where batch control takes place, or supplier of a starting material, reagent or excipient (when mentioned in the dossier)*
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1, 2
	1, 2
	IA 

	Conditions

	1.
	There should at least remain one site/manufacturer, as previously authorised, performing the same function as the one(s) concerned by the deletion. Where applicable at least one manufacturer responsible for batch release that is able to certify the product testing for the purpose of batch release within the EU/EEA remains in the EU/EEA.

	2.
	The deletion should not be due to critical deficiencies concerning manufacturing.

	Documentation

	1.
	The variation application form should clearly outline the “present” and “proposed” manufacturers as listed in section 2.5 of the application form for marketing authorisations.

	2.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including revised product information 
as appropriate. 

	*Note: Where notice has been given by the authorities of the intention to perform an inspection, the deletion of the relevant site shall be notified inmediatly.


	A.8 Changes to date of the audit to verify GMP compliance of the manufacturer of the active substance*
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	IA

	Documentation

	1.
	Written confirmation from the manufacturer of the finish product stating verification of compliance of the manufacturar of the active substance with principles and guidelines of good manufacturing practices.

	*Note: This variation does not apply when the information has been otherwise transmitted to the authorities (e.g. through the so-called "QP declaration").


	B. QUALITY CHANGES


B.I
ACTIVE SUBSTANCE

B.I.a) Manufacture

	B.I.a.1 Change in the manufacturer of a starting material/reagent/intermediate used in the manufacturing process of the active substance or change in the manufacturer (including where relevant quality control testing sites) of the active substance, where no Ph. Eur. Certificate of Suitability is part of the approved dossier
	Conditi-ons to be fulfilled
	Documen-tation to be supplied
	Procedure type

	a)
	The proposed manufacturer is part of the same pharmaceutical group as the currently approved manufacturer
	1, 2, 3
	1, 2, 3, 4, 5, 6, 7
	IAIN

	b)
	Introduction of a manufacturer of the active substance supported by an ASMF
	
	
	II

	c)
	The proposed manufacturer uses a substantially different route of synthesis or manufacturing conditions, which may have 
a potential to change important quality characteristics of the active substance, such as qualitative and/or quantitative impurity profile requiring qualification, or physico-chemical properties impacting on bioavailability
	
	
	II

	d)
	New manufacturer of material for which an assessment 
is required of viral safety and/or TSE risk 
	
	
	II

	e)
	The change relates to a biological active substance or a starting material/reagent/intermediate used in the manufacture 
of a biological/immunological product
	
	
	II

	f)
	Changes to quality control testing arrangements for the active substance-replacement or addition of a site where batch control/testing takes place 
	2, 4
	1, 5
	IA 

	g)
	Introduction of a new manufacturer of the active substance that is not supported by an ASMF and requires significant update 
to the relevant active substance section of the dossier
	
	
	II

	h)
	Addition of an alternative sterilisation site for the active substance using a Ph.Eur. method
	
	1, 2, 4, 5, 8
	IB

	i)
	Introduction of a new site of micronisation
	2, 5
	1, 4, 5, 6
	IA

	j)
	Changes to quality control testing arrangements for a biological active substance: replacement or addition of a site where batch control/testing including a biological / immunological / immunochemical method takes place
	
	
	II

	k)
	New storage site of Master Cell Bank and/or Working Cell Banks
	
	1, 5
	IB

	Conditions

	1.
	For starting materials and reagents the specifications (including in process controls, methods of analysis of all materials), are identical to those already approved. For intermediates and active substances the specifications (including in process controls, methods of analysis of all materials), method 
of preparation (including batch size) and detailed route of synthesis are identical to those already approved.

	2.
	The active substance is not a biological/immunological substance or sterile.

	3.
	Where materials of human or animal origin are used in the process, the manufacturer does not use any new supplier for which assessment is required of viral safety or of compliance with the current Note for Guidance on Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via Human and Veterinary Medicinal Products.

	4.
	Method transfer from the old to the new site has been successfully completed.

	5. 
	The particle size specification of the active substance and the corresponding analytical method remain the same.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), if applicable.

	2.
	A declaration from the marketing authorisation holder or the ASMF holder, where applicable, that the synthetic route (or in case of herbal medicinal products, where appropriate the method of preparation, geographical source, production of herbal drug and manufacturing route) quality control procedures and specifications of the active substance and of the starting material/reagent/intermediate in the manufacturing process of the active substance (if applicable) are the same as those already approved. 

	3.
	Either a TSE Ph. Eur. Certificate of Suitability for any new source of material or, where applicable, documentary evidence that the specific source of the TSE risk material has previously been assessed 
by the competent authority and shown to comply with the current Note for Guidance on Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via Human and Veterinary Medicinal Products. The information should include the following: Name of manufacturer, species and tissues from which the material is a derivative, country of origin of the source animals, its use and previous acceptance. For the Centralised Procedure, this information should be included in an updated TSE table A (and B, if relevant). 

	4.
	Batch analysis data (in a comparative tabular format) for at least two batches (minimum pilot scale) 
of the active substance from the current and proposed manufacturers/sites.

	5.
	The variation application form should clearly outline the “present” and “proposed” manufacturers 
as listed in section 2.5 of the application form for marketing authorisation.

	6.
	A declaration by the Qualified Person (QP) of each of the manufacturing authorisation holders listed 
in the application where the active substance is used as a starting material and a declaration 
by the Qualified Person (QP) of each of the manufacturing authorisation holders listed in the application as responsible for batch release. These declarations should state that the active substance manufacturer(s) referred to in the application operate in compliance with the detailed guidelines 
on good manufacturing practice for starting materials. A single declaration may be acceptable under certain circumstances - see the note under variation no. B.II.b.1.

	7.
	Where relevant, a commitment of the manufacturer of the active substance to inform the MA holder 
of any changes to the manufacturing process, specifications and test procedures of the active substance. 

	8.
	Proof that the proposed site is appropriately authorised for the pharmaceutical form or product 
or manufacturing operation concerned, i.e.:

For a manufacturing site within the EU/EEA: a copy of the current manufacturing authorisation. 
A reference to the EudraGMP database will suffice. 

For a manufacturing site outside the EU/EEA where an operational GMP mutual recognition agreement (MRA) exists between the country concerned and the EU: a GMP certificate issued within the last 
3 years by the relevant competent authority. 

For a manufacturing site outside the EU/EEA where no such mutual recognition agreement exists: 
a GMP certificate issued within the last 3 years by an inspection service of one of the Member States 
of the EU/EEA. A reference to the EudraGMP database will suffice.


	B.I.a.2 Changes in the manufacturing process of the active substance
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Minor change in the manufacturing process of the active substance
	1, 2, 3, 4, 5, 6, 7
	1, 2, 3
	IA

	b)
	Substantial change to the manufacturing process of the active substance which may have a significant impact on the quality, safety or efficacy of the medicinal product
	
	
	II

	c)
	The change refers to a biological / immunological substance or use of a different chemically derived substance in the manufacture of a biological/immunological substance, which may have a significant impact on the quality, safety and efficacy of the medicinal product and is not related to a protocol
	
	
	II

	d)
	The change relates to a herbal medicinal product and there is a change to any of the following: geographical source, manufacturing route or production
	
	
	II

	e)
	Minor change to the restricted part of an Active Substance Master File
	
	1, 2, 3, 4
	IB

	Conditions

	1.
	No adverse change in qualitative and quantitative impurity profile or in physico-chemical properties.

	2.
	The synthetic route remains the same, i.e. intermediates remain the same and there are no new reagents, catalysts or solvents used in the process. In the case of herbal medicinal products, 
the geographical source, production of the herbal substance and the manufacturing route remain 
the same. 

	3.
	The specifications of the active substance or intermediates are unchanged.

	4.
	The change is fully described in the open (“applicant’s”) part of an Active Substance Master File, if applicable.

	5.
	The active substance is not a biological / immunological substance.

	6.
	The change does not refer to the geographical source, manufacturing route or production of a herbal medicinal product.

	7.
	The change does not refer to the restricted part of an Active Substance Master File.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), and of the approved Active Substance Master File (where applicable), including a direct comparison of the present process and the new process. 

	2.
	Batch analysis data (in comparative tabular format) of at least two batches (minimum pilot scale) manufactured according to the currently approved and proposed process.

	3.
	Copy of approved specifications of the active substance.

	4.
	A declaration from the marketing authorisation holder or the ASMF Holder, where applicable, that there is no change in qualitative and quantitative impurity profile or in physico-chemical properties, that the synthetic route remains the same and that the specifications of the active substance 
or intermediates are unchanged.

	Note: For B.I.a.2.b For chemical active substances, this refers to substantial changes to the synthetic route 
or manufacturing conditions which may have a potential to change important quality characteristics of the active substance, such as qualitative and/or quantitative impurity profile requiring qualification, or physico-chemical properties impacting on bioavailability.


	B.I.a.3 Change in batch size (including batch size ranges) of active substance or intermediate used in the manufacturing process of the active substance
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Up to 10-fold increase compared to the originally approved batch size 
	1, 2, 3, 4, 6, 7, 8 
	1, 2, 5
	IA

	b)
	Downscaling down to 10-fold
	1, 2, 3, 4, 5
	1, 2, 5
	IA

	c)
	The change requires assessment of the comparability 
of a biological/immunological active substance 
	
	
	II

	d)
	More than 10-fold increase compared to the originally approved batch size 
	
	1, 2, 3, 4
	IB

	e)
	The scale for a biological/immunological active substance is increased / decreased without process change (e.g. duplication of line)
	
	1, 2, 3, 4
	IB

	Conditions

	1.
	Any changes to the manufacturing methods are only those necessitated by scale-up or downscaling, e.g. use of different-sized equipment.

	2.
	Test results of at least two batches according to the specifications should be available for the proposed batch size.

	3.
	The product concerned is not a biological/immunological medicinal product.

	4.
	The change does not adversely affect the reproducibility of the process.

	5.
	The change should not be the result of unexpected events arising during manufacture or because 
of stability concerns.

	6.
	The specifications of the active substance/intermediates remain the same. 

	7.
	The active substance is not sterile. 

	8.
	The batch size is within the 10-fold range of the batch size foreseen when the marketing authorisation was granted or following a subsequent change not agreed as a Type IA variation.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	2.
	The batch numbers of the tested batches having the proposed batch size.

	3.
	Batch analysis data (in a comparative tabulated format) on a minimum of one production batch of the active substance or intermediate as appropriate, manufactured to both the currently approved and the proposed sizes. Batch data on the next two full production batches should be made available upon request and reported by the marketing authorisation holder if outside specification (with proposed action).

	4.
	Copy of approved specifications of the active substance (and of the intermediate, if applicable).

	5
	A declaration from the marketing authorisation holder or the ASMF holder as appropriate that the changes to the manufacturing methods are only those necessitated by scale-up or downscaling, e.g. use of different-sized equipment, that the change does not adversely affect the reproducibility of the process, that it is not the result of unexpected events arising during manufacture or because of stability concerns and that the specifications of the active substance/intermediates remain the same.


	B.I.a.4 Change to in-process tests or limits applied during the manufacture of the active substance 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Tightening of in-process limits
	1, 2, 3, 4
	1, 2
	IA

	b)
	Addition of a new in-process test and limits
	1, 2, 5, 6
	1, 2, 3, 4, 6
	IA

	c)
	Deletion of a non-significant in-process test 
	1, 2, 7
	1, 2, 5
	IA

	d)
	Widening of the approved in-process test limits, which may have a significant effect on the overall quality 
of the active substance 
	
	
	II

	e)
	Deletion of an in-process test which may have 
a significant effect on the overall quality of the active substance 
	
	
	II

	f)
	Addition or replacement of an in-process test as a result of a safety or quality issue
	
	1, 2, 3, 4, 6 
	IB

	Conditions

	1.
	The change is not a consequence of any commitment from previous assessments to review specification limits (e.g. made during the procedure for the marketing authorisation application 
or a type II variation procedure).

	2.
	The change does not result from unexpected events arising during manufacture e.g. new unqualified impurity; change in total impurity limits. 

	3.
	Any change should be within the range of currently approved limits.

	4.
	The test procedure remains the same, or changes in the test procedure are minor.

	5.
	Any new test method does not concern a novel non-standard technique or a standard technique used
 in a novel way. 

	6.
	The new test method is not a biological/immunological/immunochemical method or a method using 
a biological reagent for a biological active substance (does not include standard pharmacopoeial microbiological methods).

	7.
	The specification parameter does not concern a critical parameter for example any of the following: assay, impurities (unless a particular solvent is definitely not used in the manufacture of the active substance), any critical physical characteristics e.g. particle size, bulk or tapped density, identity test, water, any request for changing the frequency of testing.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	2.
	Comparative table of current and proposed in-process tests.

	3.
	Details of any new non-pharmacopoeial analytical method and validation data, where relevant.

	4.
	Batch analysis data on two production batches (3 production batches for biologicals, unless otherwise justified) of the active substance for all specification parameters.

	5.
	Justification/risk assessment from the marketing authorisation holder or the ASMF Holder, 
as appropriate, that the in-process tests are non-significant, or that the in-process tests are obsolete.

	6.
	Justification from the MAH or ASMF Holder as appropriate for the new in-process test and limits.


	B.I.a.5 Changes to the active substance of a seasonal, 
pre-pandemic or pandemic vaccine against human influenza
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Replacement of the strain(s) in a seasonal, pre-pandemic or a pandemic vaccine against human influenza 
	
	
	II


B.I.b) Control of active substance

	B.I.b.1 Change in the specification parameters and/or limits of an active substance, starting material / intermediate / reagent used in the manufacturing process of the active substance 
	Conditions to be fulfilled
	Documenta-tion to be supplied
	Procedu-re type

	a)
	Tightening of specification limits for medicinal products subject to Official Control Authority Batch Release
	1, 2, 3, 4
	1, 2
	IAIN

	b)
	Tightening of specification limits
	1, 2, 3, 4
	1, 2
	IA

	c)
	Addition of a new specification parameter to the specification with its corresponding test method
	1, 2, 5, 6, 7
	1, 2, 3, 4, 5, 7
	IA

	d)
	Deletion of a non-significant specification parameter 
(e.g. deletion of an obsolete parameter)
	1, 2, 8
	1, 2, 6
	IA 

	e)
	Deletion of a specification parameter which may have 
a significant effect on the overall quality of the active substance and/or the finished product
	
	
	II

	f)
	Change outside the approved specifications limits range for the active substance
	
	
	II

	g)
	Widening of the approved specifications limits for starting materials/intermediates, which may have a significant effect on the overall quality of the active substance and/or the finished product 
	
	
	 II

	h)
	Addition or replacement (excluding biological 
or immunological substance) of a specification parameter with its corresponding test method as a result of a safety or quality issue
	
	1, 2, 3, 4, 5, 7 
	IB

	i)
	Where there is no monograph in the European Pharmacopoeia or the national pharmacopoeia of a Member State for the active substance, a change in specification from in-house to a non-official Pharmacopoeia or a Pharmacopoeia of a third country
	
	1, 2, 3, 4, 5, 7
	IB

	Conditions

	1.
	The change is not a consequence of any commitment from previous assessments to review specification limits (e.g. made during the procedure for the marketing authorisation application 
or a type II variation procedure).

	2.
	The change does not result from unexpected events arising during manufacture e.g. new unqualified impurity; change in total impurity limits. 

	3.
	Any change should be within the range of currently approved limits.

	4.
	The test procedure remains the same, or changes in the test procedure are minor. 

	5.
	Any new test method does not concern a novel non-standard technique or a standard technique used 
in a novel way.

	6.
	The test method is not a biological/immunological/immunochemical method or a method using 
a biological reagent for a biological active substance (does not include standard pharmacopoeia microbiological methods).

	7.
	For any material, the change does not concern a genotoxic impurity. If it involves the final active substance, other than for residual solvents which must be in line with ICH/VICH limits, any new impurity control should be in line with the Ph. Eur. or National Pharmacopoeia of a Member State.

	8.
	The specification parameter does not concern a critical parameter, for example any of the following: assay, impurities (unless a particular solvent is definitely not used in the manufacture of the active substance), any critical physical characteristics e.g. particle size, bulk or tapped density, identity test, water, any request for skip testing.


	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate). 

	2.
	Comparative table of current and proposed specifications.

	3.
	Details of any new analytical method and validation data, where relevant. 

	4.
	Batch analysis data on two production batches (3 production batches for biologicals, unless otherwise justified) of the relevant substance for all specification parameters.

	5.
	Where appropriate, comparative dissolution profile data for the finished product on at least one pilot batch containing the active substance complying with the current and proposed specification. 
For herbal medicinal products, comparative disintegration data may be acceptable. 

	6.
	Justification/risk assessment from the marketing authorisation holder or the ASMF Holder, 
as appropriate, that the in-process parameter is non-significant, or that the in-process parameter 
is obsolete.

	7.
	Justification from the MAH or ASMF Holder as appropriate of the new specification parameter and the limits. 


	B.I.b.2 Change in test procedure for active substance 
or starting material/reagent/intermediate used in the manufacturing process of the active substance 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Minor changes to an approved test procedure
	1, 2, 3, 4
	1, 2
	IA

	b)
	Deletion of a test procedure for the active substance 
or a starting material/reagent/ intermediate, if an alternative test procedure is already authorised.
	7
	1
	IA

	c)
	Other changes to a test procedure (including replacement or addition) for a reagent, which does not have a significant effect on the overall quality of the active substance 
	1, 2, 3, 5, 6
	1, 2
	IA

	d)
	Substantial change to or replacement of a biological/ immunological/ immunochemical test method 
or a method using a biological reagent for a biological active substance 
	
	
	II

	e)
	Other changes to a test procedure (including replacement or addition) for the active substance 
or a starting material/intermediate
	
	1, 2
	IB

	Conditions

	1.
	Appropriate validation studies have been performed in accordance with the relevant guidelines 
and show that the updated test procedure is at least equivalent to the former test procedure.

	2.
	There have been no changes of the total impurity limits; no new unqualified impurities are detected.

	3.
	The method of analysis should remain the same (e.g. a change in column length or temperature, 
but not a different type of column or method).

	4.
	The test method is not a biological/immunological/immunochemical method, or a method using 
a biological reagent for a biological active substance. (does not include standard pharmacopoeial microbiological methods). 

	5.
	Any new test method does not concern a novel non-standard technique or a standard technique used 
in a novel way.

	6.
	The active substance is not biological/immunological.

	7
	An alternative test procedure is already authorised for the specification parameter and this procedure has not been added through IA/IA(IN) notification.


	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), , including a description of the analytical methodology, a summary of validation data, revised specifications for impurities (if applicable).

	2.
	Comparative validation results, or if justified comparative analysis results showing that the current test and the proposed one are equivalent. This requirement is not applicable in case of an addition of a new test procedure. 


B.I.c) Container closure system

	B.I.c.1 Change in immediate packaging of the active substance
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Qualitative and/or quantitative composition
	1, 2, 3
	1, 2, 3, 4, 6
	IA

	b)
	Qualitative and/or quantitative composition for sterile and non-frozen biological/immunological active substances
	
	
	II

	c)
	 Liquid active substances (non sterile)
	
	1, 2, 3, 5, 6
	IB

	Conditions

	1.
	The proposed packaging material must be at least equivalent to the approved material in respect of its relevant properties.

	2.
	Relevant stability studies have been started under ICH/VICH conditions and relevant stability parameters have been assessed in at least two pilot scale or industrial scale batches and at least three months satisfactory stability data are at the disposal of the applicant at time of implementation. However, if the proposed packaging is more resistant than the existing packaging, the three months’ stability data do not yet have to be available. These studies must be finalised and the data will be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the shelf-life/retest period (with proposed action). 

	3.
	Sterile, liquid and biological/immunological active substances are excluded.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate). 

	2.
	Appropriate data on the new packaging (e.g. comparative data on permeability e.g. for O2, CO2 moisture), including a confirmation that the material complies with relevant pharmacopoeial requirements or legislation of the Union on plastic materials and objects in contact with foodstuffs. 

	3.
	Where appropriate, proof must be provided that no interaction between the content and the packaging material occurs (e.g. no migration of components of the proposed material into the content and no loss of components of the product into the pack), including confirmation that the material complies with relevant pharmacopoeia requirements or legislation of the Union on plastic material and objects 
in contact with foodstuffs.

	4.
	A declaration from the marketing authorisation holder or the ASMF holder as appropriate that the required stability studies have been started under ICH/VICH conditions (with indication of the batch numbers concerned) and that, as relevant, the required minimum satisfactory stability data were at the disposal of the applicant at time of implementation and that the available data did not indicate 
a problem. Assurance should also be given that the studies will be finalised and that data will 
be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action).

	5.
	The results of stability studies that have been carried out under ICH/VICH conditions, on the relevant stability parameters, on at least two pilot or industrial scale batches, covering a minimum period 
of 3 months, and an assurance is given that these studies will be finalised, and that data will 
be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the approved retest period (with proposed action). 

	6.
	Comparison of the current and proposed immediate packaging specifications, if applicable.


	B.I.c.2 Change in the specification parameters and/or limits of the immediate packaging of the active substance 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Tightening of specification limits
	1, 2, 3, 4
	1, 2
	IA

	b)
	Addition of a new specification parameter to the specification with its corresponding test method
	1, 2, 5
	1, 2, 3, 4, 6
	IA

	c)
	Deletion of a non-significant specification parameter (e.g. deletion of an obsolete parameter) 
	1, 2
	1, 2, 5
	IA

	d)
	Addition or replacement of a specification parameter as a result of a safety or quality issue 
	
	1, 2, 3, 4, 6
	IB

	Conditions

	1.
	The change is not a consequence of any commitment from previous assessments to review specification limits (e.g. made during the procedure for the marketing authorisation application or 
a type II variation procedure) unless it has been previously assessed and agreed as part of a follow-up measure.

	2.
	The change does not result from unexpected events arising during manufacture of the packaging material or during storage of the active substance.

	3.
	Any change should be within the range of currently approved limits.

	4.
	The test procedure remains the same, or changes in the test procedure are minor.

	5.
	Any new test method does not concern a novel non-standard technique or a standard technique used in a novel way. 

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	2.
	Comparative table of current and proposed specifications. 

	3.
	Details of any new analytical method and validation data, where relevant.

	4.
	Batch analysis data on two batches of the immediate packaging for all specification parameters.

	5
	Justification/risk assessment from the marketing authorisation holder or the ASMF Holder, 
as appropriate, that the in-process parameter are non-significant, or that the in-process parameter 
is obsolete.

	6.
	Justification from the marketing authorisation holder or the ASMF Holder, as appropriate, of the new specification parameter and the limits. 


	B.I.c.3 Change in test procedure for the immediate packaging of the active substance 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Minor changes to an approved test procedure
	1, 2, 3, 
	1, 2
	IA

	b)
	Other changes to a test procedure (including replacement or addition)
	1, 3, 4
	1, 2
	IA

	c)
	Deletion of a test procedure if an alternative test procedure is already authorised 
	5
	1
	IA

	Conditions

	1.
	Appropriate validation studies have been performed in accordance with the relevant guidelines 
and show that the updated test procedure is at least equivalent to the former test procedure.

	2.
	The method of analysis should remain the same (e.g. a change in column length or temperature, 
but not a different type of column or method).

	3.
	Any new test method does not concern a novel non-standard technique or a standard technique used
 in a novel way. 

	4.
	The active substance/ finished product is not biological/immunological.

	5.
	There is still a test procedure registered for the specification parameter and this procedure has not been added through a IA/IA(IN) notification.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including a description of the analytical methodology, a summary of validation data.

	2.
	Comparative validation results or if justified comparative analysis results showing that the current test and the proposed one are equivalent. This requirement is not applicable in case of an addition of a new test procedure. 


B.I.d) Stability

	B.I.d.1 Change in the re-test period/storage period or storage conditions of the active substance where no Ph. Eur. Certificate of Suitability covering the retest period is part of the approved dossier
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Re-test period/storage period 
	
	
	

	1.
	Reduction
	1
	1, 2, 3
	IA

	2.
	Extension of the retest period based on extrapolation of stability data not in accordance with ICH/VICH guidelines*
	
	
	II

	3.
	Extension of storage period of a biological/ immunological active substance not in accordance with an approved stability protocol
	
	
	II

	4. 
	Extension or introduction of a re-test period/storage period supported by real time data
	
	1, 2, 3
	IB

	b)
	Storage conditions 
	
	
	

	1.
	Change to more restrictive storage conditions of the active substance
	1
	1, 2, 3
	IA

	2.
	Change in storage conditions of biological/ immunological active substances, when the stability studies have not been performed in accordance with a currently approved stability protocol
	
	
	II

	3.
	Change in storage conditions of the active substance
	
	1, 2, 3
	IB

	c)
	Change to an approved stability protocol 
	1, 2
	1, 4
	IA

	Conditions

	1.
	The change should not be the result of unexpected events arising during manufacture or because 
of stability concerns.

	2.
	The changes do not concern a widening of the acceptance criteria in the parameters tested, a removal of stability indicating parameters or a reduction in the frequency of testing.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate). This must contain results of appropriate real time stability studies, conducted in accordance with the relevant stability guidelines on at least two (three for biological medicinal products) pilot or production scale batches of the active substance in the authorised packaging material and covering the duration of the requested re-test period or requested storage conditions.

	2.
	Confirmation that stability studies have been done to the currently approved protocol. The studies must show that the agreed relevant specifications are still met. 

	3.
	Copy of approved specifications of the active substance.

	4. 
	Justification for the proposed changes.

	* Note: retest period not applicable for biological/immunological active substance


B.I.e) Design Space and post-approval change management protocols

	B.I.e.1 Introduction of a new design space or extension of an approved design space for the active substance, concerning: 
	Conditions to be fulfilled 
	Documentation to be supplied
	Procedure type 

	a)
	One unit operation in the manufacturing process of the active substance including the resulting in-process controls and/or test procedures 
	
	1, 2, 3
	II

	b)
	Test procedures for starting materials/reagents/ intermediates and/or the active substance
	
	1, 2, 3
	II

	Documentation

	1. 
	The design space has been developed in accordance with the relevant European and international scientific guidelines. Results from product, process and analytical development studies (e.g. interaction of the different parameters forming the design space have to be studied, including risk assessment and multivariate studies, as appropriate) demonstrating where relevant that a systematic mechanistic understanding of material attributes and process parameters to the critical quality attributes of the active substance has been achieved.

	2.
	Description of the Design space in tabular format, including the variables (material attributes and process parameters, as appropriate) and their proposed ranges.

	3.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).


	B.I.e.2 Introduction of a post approval change management protocol related to the active substance
	Conditions to be fulfilled 
	Documentation to be supplied 
	Procedure type 

	
	
	1, 2, 3
	II

	Documentation

	1.
	Detailed description for the proposed change.

	2.
	Change management protocol related to the active substance.

	3.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).


	B.I.e.3 Deletion of an approved change management protocol related to the active substance
	Conditions to be fulfilled 
	Documentation to be supplied 
	Procedure type 

	 
	1
	1, 2 
	IAIN

	Conditions

	1.
	The deletion of the approved change management protocol related to the active substance is not a result of unexpected events or out of specification results during the implementation of the change (s) described in the protocol and does not have any effect on the already approved information in the dossier.

	Documentation

	1.
	Justification for the proposed deletion.

	2.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	B.I.e.4 Changes to an approved change management protocol 
	Conditions to be fulfilled 
	Documentation to be supplied 
	Procedure type 

	a)
	Major changes to an approved change management protocol 
	 
	 
	II

	b)
	Minor changes to an approved change management protocol that do not change the strategy defined in the protocol
	 
	1 
	IB

	Documentation

	1.
	Declaration that any change should be within the range of currently approved limits. In addition, declaration that an assessment of comparability is not required for biological/immunological medicinal products.


	B.I.e.5 Implementation of changes foreseen in an approved change management protocol 
	Conditions to be fulfilled 
	Documentation to be supplied 
	Procedure type 

	a)
	The implementation of the change requires no further supportive data 
	1
	1, 2, 4
	IAIN

	b)
	The implementation of the change requires further supportive data 
	 
	1, 2, 3, 4 
	IB

	c)
	Implementation of a change for a biological/immunological medicinal product
	
	1, 2, 3, 4, 5 
	IB

	Conditions

	1.
	The proposed change has been performed fully in line with the approved change management protocol.

	Documentation

	1.
	Reference to the approved change management protocol.

	2.
	Declaration that the change is in accordance with the approved change management and that the study results meet the acceptance criteria specified in the protocol. In addition, declaration that 
an assessment of comparability is not required for biological/immunological medicinal products.

	3.
	Results of the studies performed in accordance with the approved change management protocol.

	4.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate). 

	5.
	Copy of approved specifications of the active substance.


B.II. FINISHED PRODUCT

B.II.a) Description and composition

	B.II.a.1 Change or addition of imprints, bossing or other markings including replacement, or addition of inks used for product marking. 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Changes in imprints, bossing or other markings
	1, 2, 3, 4
	1, 2
	IAIN

	b)
	Changes in scoring/break lines intended to divide into equal doses
	
	1, 2, 3
	IB

	Conditions

	1.
	Finished product release and end of shelf life specifications have not been changed (except for appearance).

	2.
	Any ink must comply with the relevant pharmaceutical legislation.

	3.
	The scoring/break lines are not intended to divide into equal doses.

	4.
	Any product markings used to differentiate strengths should not be completely deleted.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including a detailed drawing or written description of the current and new appearance, and including revised product information as appropriate.

	2.
	Samples of the finished product where applicable (see NTA, Requirements for samples in the Member States).

	3
	Results of the appropriate Ph. Eur tests demonstrating equivalence in characteristics/correct dosing. 


	B.II.a.2 Change in the shape or dimensions of the pharmaceutical form 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Immediate release tablets, capsules, suppositories and pessaries 
	1, 2, 3, 4
	1, 4
	IAIN

	b)
	Gastro-resistant, modified or prolonged release pharmaceutical forms and scored tablets intended to be divided into equal doses
	
	1, 2, 3, 4, 5
	IB

	c)
	Addition of a new kit for a radiopharmaceutical preparation with another fill volume
	
	
	II

	Conditions

	1.
	If appropriate, the dissolution profile of the reformulated product is comparable to the old one. 
For herbal medicinal products, where dissolution testing may not be feasible, the disintegration time 
of the new product compared to the old one.

	2.
	Release and end of shelf-life specifications of the product have not been changed (except 
for dimensions).

	3.
	The qualitative or quantitative composition and mean mass remain unchanged. 

	4.
	The change does not relate to a scored tablet that is intended to be divided into equal doses.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including a detailed drawing of the current 
and proposed situation, and including revised product information as appropriate.

	2.
	Comparative dissolution data on at least one pilot batch of the current and proposed dimensions 
(no significant differences regarding comparability see the relevant (Human or Veterinary) guidance 
on Bioavailability). For herbal medicinal product comparative disintegration data may be acceptable.

	3.
	Justification for not submitting a new bioequivalence study according to the relevant (Human 
or Veterinary) guidance on Bioavailability.

	4.
	Samples of the finished product where applicable (see NTA, Requirements for samples in the Member States).

	5.
	Results of the appropriate Ph. Eur tests demonstrating equivalence in characteristics/correct dosing.

	Note: For B.II.a.2.c Applicants are reminded that any change to the "strength" of the medicinal product requires the submission of an Extension application.


	B.II.a.3 Changes in the composition (excipients) of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Changes in components of the flavouring or colouring system
	
	
	

	1.
	Addition , deletion or replacement 
	1, 2, 3, 4, 5, 6, 7, 9, 11
	1, 2, 4, 5, 6
	IAIN

	2.
	Increase or reduction 
	1, 2, 3, 4, 11
	1, 2, 4
	IA

	3.
	Biological veterinary medicinal products for oral use for which the colouring or flavouring agent is important for the uptake by target animal species 
	
	
	II

	b)
	Other excipients
	
	
	

	1.
	Any minor adjustment of the quantitative composition of the finished product with respect to excipients
	1, 2, 4, 8, 9, 10
	1, 2, 7
	IA

	2.
	Qualitative or quantitative changes in one or more excipients that may have a significant impact on the safety, quality or efficacy of the medicinal product 
	
	
	II

	3.
	Change that relates to a biological/immunological product
	
	
	II

	4.
	Any new excipient that includes the use of materials 
of human or animal origin for which assessment 
is required of viral safety data or TSE risk 
	
	
	II

	5.
	Change that is supported by a bioequivalence study
	
	
	II

	6.
	Replacement of a single excipient with a comparable excipient with the same functional characteristics and at a similar level
	
	1, 3, 4, 5, 6, 7, 8, 9, 10
	IB

	Conditions

	1.
	No change in functional characteristics of the pharmaceutical form e.g. disintegration time, dissolution profile.

	2.
	Any minor adjustment to the formulation to maintain the total weight should be made by an excipient which currently makes up a major part of the finished product formulation.

	3.
	The finished product specification has only been updated in respect of appearance/odour/taste and 
if relevant, deletion of an identification test.

	4.
	Stability studies have been started under ICH/VICH conditions (with indication of batch numbers) and relevant stability parameters have been assessed in at least two pilot scale or industrial scale batches and at least three months satisfactory stability data are at the disposal of the applicant (at time 
of implementation for Type IAs and at time of notification for Type IBs) and that the stability profile 
is similar to the currently registered situation. Assurance is given that these studies will be finalised and that data will be provided immediately to the competent authorities if outside specifications 
or potentially outside specification at the end of the approved shelf life (with proposed action). 
In addition, where relevant, photo-stability testing should be performed.

	5.
	Any new proposed components must comply with the relevant Directives (e.g. Directive 94/36/EC and 2008/128/EC for colours for use in foodstuffs and Directive 88/388/EEC for flavours).

	6.
	Any new component does not include the use of materials of human or animal origin for which assessment is required of viral safety data or compliance with the current Note For Guidance 
on Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via Human 
and Veterinary Medicinal Products.

	7.
	Where applicable, the change does not affect the differentiation between strengths and does not have a negative impact on taste acceptability for paediatric formulations.

	8.
	The dissolution profile of the new product determined on a minimum of two pilot scale batches 
is comparable to the old one (no significant differences regarding comparability, see the relevant (Human or Veterinary) guidance on Bioavailability). For herbal medicinal products where dissolution testing may not be feasible, the disintegration time of the new product is comparable to the old one.

	9.
	The change is not the result of stability issues and/or should not result in potential safety concerns
 i.e. differentiation between strengths. 

	10.
	The product concerned is not a biological/immunological medicinal product.

	11.
	For veterinary medicinal products for oral use, the change does not affect the uptake by target animal species.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including identification method for any new colorant, where relevant, and including revised product information as appropriate. 

	2.
	A declaration that the required stability studies have been started under ICH/VICH conditions (with indication of the batch numbers concerned) and that, as relevant, the required minimum satisfactory stability data were at the disposal of the applicant at time of implementation and that the available data did not indicate a problem. Assurance should also be given that the studies will be finalised and that data will be provided immediately to the competent authorities if outside specifications 
or potentially outside specifications at the end of the approved shelf life (with proposed action).

	3.
	The results of stability studies that have been carried out under ICH/VICH conditions, on the relevant stability parameters, on at least two pilot or industrial scale batches, covering a minimum period 
of 3 months, and an assurance is given that these studies will be finalised, and that data will 
be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action). 

	4.
	Sample of the new product, where applicable (see Notice to Applicants Requirements for samples in the Member States).

	5.
	Either a Ph. Eur. Certificate of Suitability for any new component of animal susceptible to TSE risk 
or where applicable, documentary evidence that the specific source of the TSE risk material has been previously assessed by the competent authority and shown to comply with the scope of the current Note for Guidance on Minimising the Risk of Transmitting Animal Spongiform Encephalopathies via Human and Veterinary Medicinal Products. The following information should be included for each such material: Name of manufacturer, species and tissues from which the material is a derivative, country 
of origin of the source animals and its use.

For the Centralised Procedure, this information should be included in an updated TSE table A (and B, if relevant).

	6.
	Data to demonstrate that the new excipient does not interfere with the finished product specification test methods, if appropriate.

	7
	Justification for the change/choice of excipients etc. must be given by appropriate development pharmaceutics (including stability aspects and antimicrobial preservation where appropriate).

	8.
	For solid dosage forms, comparative dissolution profile data of at least two pilot scale batches of the finished product in the new and old composition. For herbal medicinal products, comparative disintegration data may be acceptable.

	9.
	Justification for not submitting a new bioequivalence study according to the current Note for Guidance on The Investigation of Bioavailability and Bioequivalence.

	10.
	For veterinary medicines intended for use in food producing animal species, proof that the excipient 
is classified according to Article 14(2)(c) of Regulation (EC) No 470/2009 of the European Parliament and the Council of 6 May 2009 laying down Community procedures for the establishment of residue limits of pharmacologically active substances in foodstuffs of animal origin, repealing Council Regulation (EEC) No 2377/90 and amending Directive 2001/82/EC of the European Parliament and 
of the Council and Regulation (EC) No 726/2004 of the European Parliament and of the Council or, 
if not, justification that the excipient does not have pharmacological activity at the dose at which 
it is administered to the target animal.


	B.II.a.4 Change in coating weight of oral dosage forms or change in weight of capsule shells
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Solid oral pharmaceutical forms
	1, 2, 3, 4
	1, 2
	IA

	b)
	Gastro-resistant, modified or prolonged release pharmaceutical forms where the coating is a critical factor for the release mechanism
	
	
	II

	Conditions

	1.
	The dissolution profile of the new product determined on a minimum of two pilot scale batches 
is comparable to the old one. For herbal medicinal products where dissolution testing may not 
be feasible, the disintegration time of the new product is comparable to the old one.

	2.
	The coating is not a critical factor for the release mechanism.

	3.
	The finished product specification has only been updated in respect of weight and dimensions, 
if applicable.

	4.
	Stability studies in accordance with the relevant guidelines have been started with at least two pilot scale or industrial scale batches and at least three months satisfactory stability data are at the disposal of the applicant at the time of implementation and assurance that these studies will be finalised. Data will be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action).

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	2.
	A declaration that the required stability studies have been started under ICH/VICH conditions (with indication of the batch numbers concerned) and that, as relevant, the required minimum satisfactory stability data were at the disposal of the applicant at time of implementation and that the available data did not indicate a problem. Assurance should also be given that the studies will be finalised and that data will be provided immediately to the competent authorities if outside specifications 
or potentially outside specifications at the end of the approved shelf life (with proposed action). 
In addition, where relevant, photo-stability testing should be performed.


	B.II.a.5 Change in concentration of a single-dose, total use parenteral product, where the amount of active substance per unit dose (i.e. the strength) remains the same
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II


	B.II.a.6 Deletion of the solvent / diluent container from the pack
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	1, 2
	IB

	Documentation

	1
	Justification for the deletion, including a statement regarding alternative means to obtain the solvent / diluent as required for the safe and effective use of the medicinal product. 

	2.
	Revised product information.


B.II.b) Manufacture 


	B.II.b.1 Replacement or addition of a manufacturing site for part or all of the manufacturing process of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Secondary packaging site
	1, 2
	1,3, 8
	IAIN 

	b)
	Primary packaging site 
	1, 2, 3, 4, 5 
	1, 2, 3, 4, 8, 9
	IAIN 

	c)
	Site where any manufacturing operation(s) take place, except batch release, batch control, and secondary packaging, for biological/ immunological medicinal products, or for pharmaceutical forms manufactured by complex manufacturing processes
	
	
	II

	d)
	Site which requires an initial or product specific inspection
	
	
	II

	e)
	Site where any manufacturing operation(s) take place, except batch-release, batch control, primary and secondary packaging, for non-sterile medicinal products
	
	1, 2, 3, 4, 5, 6, 7, 8, 9
	IB

	f)
	Site where any manufacturing operation(s) take place, except batch release, batch control, and secondary packaging, for sterile medicinal products (including those that are aseptically manufactured) excluding biological/ immunological medicinal products
	
	1, 2, 3, 4, 5, 6, 7, 8
	IB

	Conditions

	1.
	Satisfactory inspection in the last three years by an inspection service of one of the Member States 
of the EU/EEA or of a country where an operational Good Manufacturing Practice (GMP) mutual recognition agreement (MRA) exists between the country concerned and the EU. 

	2.
	Site appropriately authorised (to manufacture the pharmaceutical form or product concerned).

	3.
	Product concerned is not a sterile product.

	4.
	Where relevant, for instance for suspensions and emulsions, validation scheme is available or validation of the manufacture at the new site has been successfully carried out according to the current protocol with at least three production scale batches. 

	5.
	Product concerned is not a biological/immunological medicinal product.

	Documentation

	1.
	Proof that the proposed site is appropriately authorised for the pharmaceutical form or product concerned, i.e.:

For a manufacturing site within the EU/EEA: a copy of the current manufacturing authorisation. 
A reference to the EudraGMP database will suffice; 

For a manufacturing site outside the EU/EEA where an operational GMP mutual recognition agreement (MRA) exists between the country concerned and the EU: a GMP certificate issued within the last 
3 years by the relevant competent authority; 

For a manufacturing site outside the EU/EEA where no such mutual recognition agreement exists: 
a GMP certificate issued within the last 3 years by an inspection service of one of the Member States 
of the EU/EEA. A reference to the EudraGMP database will suffice.

	2.
	Where relevant, the batch numbers, corresponding batch size and the manufacturing date of batches 
(³ 3) used in the validation study should be indicated and the validation data presented, or validation protocol (scheme) to be submitted.

	3.
	The variation application form should clearly outline the “present” and “proposed” finished product manufacturers as listed in section 2.5 of the application form.

	4.
	Copy of approved release and end-of-shelf life specifications if relevant.

	5.
	Batch analysis data on one production batch and two pilot-scale batches simulating the production process (or two production batches) and comparative data on the last three batches from the previous site; batch data on the next two production batches should be available on request or reported 
if outside specifications (with proposed action).

	6.
	For semisolid and liquid formulations in which the active substance is present in non-dissolved form, appropriate validation data including microscopic imaging of particle size distribution and morphology or any other appropiate imaging technique.

	7.
	i) If the new manufacturing site uses the active substance as a starting material – A declaration by the Qualified Person (QP) at the site responsible for batch release that the active substance 
is manufactured in accordance with the detailed guidelines on good manufacturing practice for starting materials as adopted by the Union.

ii) In addition, if the new manufacturing site is located within the EU/EEA and uses the active substance as a starting material – A declaration by the Qualified Person (QP) of the new manufacturing site that the active substance used is manufactured in accordance with the detailed guidelines on good manufacturing practice for starting materials as adopted by the Union.

	8.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	9.
	If the manufacturing site and the primary packaging site are different, conditions of transport and bulk storage should be specified and validated.

	Notes: In case of a change in or a new manufacturing site in a country outside the EU/EEA without 
an operational GMP mutual recognition agreement with the EU, marketing authorisation holders are advised to consult the relevant competent authorities first before making the submission of the notification and 
to provide information about any previous EU/EEA inspection in the last 2-3 years and/or any planned EU/EEA inspection(s) including inspection dates, product category inspected, Supervisory Authority and other relevant information. This will facilitate the arrangement for a GMP inspection by an inspection service of one of the Member States if needed.
QP Declarations in relation to active substances

Manufacturing authorisation holders are obliged to only use as starting materials active substances that have been manufactured in accordance with GMP so a declaration is expected from each of the manufacturing authorisation holders that use the active substance as a starting material. In addition, as the QP responsible for batch certification takes overall responsibility for each batch, a further declaration from the QP responsible for batch certification is expected when the batch release site is a different site from the above.

In many cases only one manufacturing authorisation holder is involved and therefore only one declaration will be required. However, when more than one manufacturing authorisation holder is involved rather than provide multiple declarations it may be acceptable to provide a single declaration signed by one QP. This will be accepted provided that:

The declaration makes it clear that it is signed on behalf of all the involved QPs.

The arrangements are underpinned by a technical agreement as described in Chapter 7 of the GMP Guide and the QP providing the declaration is the one identified in the agreement as taking specific responsibility for the GMP compliance of the active substance manufacturer(s). Note: These arrangements are subject 
to inspection by the competent authorities. 

Applicants are reminded that a Qualified Person is at the disposal of a manufacturing authorisation holder according to Art. 41 of Directive 2001/83/EC and Article 45 of Directive 2001/82/EC and located in the EU/EEA. Therefore declarations from personnel employed by manufacturers in third countries, including those located within MRA partner countries are not acceptable.

According to Article 46a (1) of Directive 2001/83/EC and Article 50a (1) of Directive 2001/82/EC, manufacture includes complete or partial manufacture, import, dividing up, packaging or presentation prior to its incorporation into a medicinal product, including re-packaging or re-labelling as carried out by a distributor.

A declaration is not required for blood or blood components they are subject to the requirements of Directive 2002/98/EC.


	B.II.b.2 Change to importer, batch release arrangements and quality control testing of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Replacement or addition of a site where batch control/testing takes place
	2, 3, 4, 5
	1, 2, 5
	IA 

	b)
	Replacement or addition of a site where batch control/testing takes place for a biological/immunological product and any of the test methods performed at the site is a biological/immunological method
	
	
	II

	c)
	Replacement or addition of a manufacturer responsible for importation and/or batch release
	
	
	

	1.
	Not including batch control/testing
	1, 2,5
	1, 2, 3, 4, 5
	IAIN 

	2.
	Including batch control/testing
	1, 2, 3, 4, 5
	1, 2, 3, 4, 5
	IAIN 

	3.
	Including batch control/testing for a biological/immunological product and any of the test methods performed at that site is a biological / immunological / immunochemical method
	
	
	II

	Conditions

	1.
	The manufacturer responsible for batch release must be located within the EU/EEA. At least one batch release site remains within the EU/EEA that is able to certify the product testing for the purpose of batch release within the EU/EEA.

	2.
	The site is appropriately authorised.

	3.
	The product is not a biological/immunological medicinal product.

	4.
	Method transfer from the old to the new site or new test laboratory has been successfully completed.

	5. 
	At least one batch control/testing site remains within the EU/EEA or in a country where an operational and suitably scoped GMP mutual recognition agreement (MRA) exists between the country concerned and the EU, that is able to carry out product testing for the purpose of batch release within the EU/EEA.

	Documentation

	1.
	For a site within the EU/EEA: Attach copy of manufacturing authorisation(s) or where no manufacturing authorisation exists a certificate of GMP compliance issued within the last 3 years by the relevant competent authority. 

For a manufacturing site outside the EEA where an operational GMP mutual recognition agreement (MRA) exists between the country concerned and the EU: a GMP certificate, issued within the last 
3 years by the relevant competent authority. Where no such agreement exists a GMP certificate issued within the last 3 years by a EU/EEA competent authority.

	2.
	The variation application form should clearly outline the “present” and “proposed” finished product manufacturers, importer, batch control/testing and batch release sites as listed in section 2.5 of the application form for marketing authorisation.

	3.
	For centralised procedure only: contact details of new contact person in the EU/EEA for product defects and recalls, if applicable.

	4.
	A declaration by the Qualified Person (QP) responsible for batch certification stating that the active substance manufacturer(s) referred to in the marketing authorisation operate in compliance with the detailed guidelines on good manufacturing practice for starting materials. A single declaration may 
be acceptable under certain circumstances - see the note under variation no. B.II.b.1. 

	5
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including revised product information 
as appropriate.


	B.II.b.3 Change in the manufacturing process of the finished product, including an intermediate used in the manufacture of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Minor change in the manufacturing process 
	1, 2, 3, 4, 5, 6, 7
	1, 2, 3, 4, 5, 6, 7, 8
	IA

	b)
	Substantial changes to a manufacturing process that may have a significant impact on the quality, safety and efficacy of the medicinal product 
	
	
	II

	c)
	The product is a biological/immunological medicinal product and the change requires an assessment of comparability
	
	
	II

	d)
	Introduction of a non-standard terminal sterilisation method
	
	
	II

	e)
	Introduction or increase in the overage that is used for the active substance
	
	
	II

	f)
	Minor change in the manufacturing process of an aqueous oral suspension
	
	1, 2, 4, 6, 7,8
	IB

	Conditions

	1.
	No change in qualitative and quantitative impurity profile or in physico-chemical properties.

	2.
	Either the change relates to an immediate release solid oral dosage form / oral solution and the medicinal product concerned is not a biological /immunological or herbal medicinal product; 

or the change relates to process parameter(s) that, in the context of a previous assessment, have been considered to have no impact on the quality of the finished product (regardless of the type of product and/or dosage form).

	3.
	The manufacturing principle including the single manufacturing steps remain the same, e.g. processing intermediates and there are no changes to any manufacturing solvent used in the process.

	4
	The currently registered process has to be controlled by relevant in-process controls and no changes (widening or deletion of limits) are required to these controls.

	5.
	The specifications of the finished product or intermediates are unchanged.

	6.
	The new process must lead to an identical product regarding all aspects of quality, safety and efficacy.

	7.
	Relevant stability studies in accordance with the relevant guidelines have been started with at least one pilot scale or industrial scale batch and at least three months stability data are at the disposal of the applicant. Assurance is given that these studies will be finalised and that the data will be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action).

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including a direct comparison of the present process and the new process. 

	2.
	For semi-solid and liquid products in which the active substance is present in non-dissolved form: appropriate validation of the change including microscopic imaging of particles to check for visible changes in morphology; comparative size distribution data by an appropriate method.

	3.
	For solid dosage forms: dissolution profile data of one representative production batch and comparative data of the last three batches from the previous process; data on the next two full production batches should be available on request or reported if outside specification (with proposed action). For herbal medicinal products, comparative disintegration data may be acceptable.

	4.
	Justification for not submitting a new bioequivalence study according to the relevant (Human 
or Veterinary) guidance on Bioavailability.

	5.
	For changes to process parameter(s) that have been considered to have no impact on the quality of the finished product, declaration to this effect reached in the context of the previously approved risk assessment.

	6.
	Copy of approved release and end-of-shelf life specifications.

	7.
	Batch analysis data (in a comparative tabulated format) on a minimum of one batch manufactured 
to both the currently approved and the proposed process. Batch data on the next two full production batches should be made available upon request and reported by the marketing authorisation holder 
if outside specification (with proposed action).

	8.
	Declaration that relevant stability studies have been started under ICH/VICH conditions, as appropriate, (with indication of the batch numbers concerned) and relevant stability parameters have been assessed in at least one pilot scale or industrial scale batch and at least three months satisfactory stability data are at the disposal of the applicant at time of notification and that the stability profile is similar to the currently registered situation. Assurance is given that these studies will be finalised and that the data will be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action).


	 B.II.b.4 Change in the batch size (including batch size ranges) of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Up to 10-fold compared to the originally approved batch size 
	1, 2, 3, 4, 5, 7
	1, 4
	IA

	b)
	Downscaling down to 10-fold
	1, 2, 3, 4, 5, 6 
	1, 4
	IA

	c)
	The change requires assessment of the comparability of a biological/immunological medicinal product or the change in batch size requires a new bioequivalence study 
	
	
	II

	d)
	The change relates to all other pharmaceutical forms manufactured by complex manufacturing processes
	
	
	II

	e)
	More than 10-fold increase compared to the originally approved batch size for immediate release (oral) pharmaceutical forms
	
	1, 2, 3, 4, 5, 6
	IB

	f)
	The scale for a biological/immunological medicinal product is increased / decreased without process change (e.g. duplication of line)
	
	1, 2, 3, 4, 5, 6
	IB

	Conditions

	1.
	The change does not affect reproducibility and/or consistency of the product.

	2.
	The change relates to conventional immediate release oral pharmaceutical forms or to non-sterile liquid based pharmaceutical forms. 

	3.
	Any changes to the manufacturing method and/or to the in-process controls are only those necessitated by the change in batch-size, e.g. use of different sized equipment.

	4.
	Validation scheme is available or validation of the manufacture has been successfully carried out according to the current protocol with at least three batches at the proposed new batch size 
in accordance with the relevant guidelines. 

	5.
	The product concerned is not a biological/immunological medicinal product. 

	6.
	The change should not be the result of unexpected events arising during manufacture or because 
of stability concerns.

	7.
	The batch size is within the 10-fold range of the batch size foreseen when the marketing authorisation was granted or following a subsequent change not agreed as a Type IA variation. 



	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	2.
	Batch analysis data (in a comparative tabulated format) on a minimum of one production batch manufactured to both the currently approved and the proposed sizes. Batch data on the next two full production batches should be made available upon request and reported by the MAH if outside specifications (with proposed action).

	3.
	Copy of approved release and end-of-shelf life specifications.

	4.
	Where relevant the batch numbers, corresponding batch size and the manufacturing date of batches ((3) used in the validation study should be indicated or validation protocol (scheme) be submitted.

	5.
	The validation results should be provided

	6.
	The results of stability studies that have been carried out under ICH/VICH conditions, on the relevant stability parameters, on at least one pilot or industrial scale batch, covering a minimum period 
of 3 months, and an assurance is given that these studies will be finalised, and that data will 
be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action). 
For biologicals/immunologicals: a declaration that an assessment of comparability is not required.


	B.II.b.5 Change to in-process tests or limits applied during the manufacture of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Tightening of in-process limits
	1, 2, 3, 4
	1, 2
	IA

	b)
	Addition of a new test(s) and limits
	1, 2, 5, 6
	1, 2, 3, 4, 5, 7
	IA

	c)
	Deletion of a non-significant in-process test 
	1, 2, 7
	1, 2, 6
	IA

	d)
	Deletion of an in-process test which may have 
a significant effect on the overall quality of the finished product
	
	
	II

	e)
	Widening of the approved IPC limits, which may have 
a significant effect on overall quality of the finished product 
	
	
	II

	f)
	Addition or replacement of an in-process test 
as a result of a safety or quality issue
	
	1, 2, 3, 4, 5, 7 
	IB

	Conditions

	1.
	The change is not a consequence of any commitment from previous assessments to review specification limits (e.g. made during the procedure for the marketing authorisation application 
or a type II variation procedure).

	2.
	The change does not result from unexpected events arising during manufacture e.g. new unqualified impurity; change in total impurity limits. 

	3.
	Any change should be within the range of currently approved limits.

	4.
	The test procedure remains the same, or changes in the test procedure are minor.

	5.
	Any new test method does not concern a novel non-standard technique or a standard technique used in a novel way. 

	6.
	The new test method is not a biological/immunological/immunochemical method or a method using
 a biological reagent for a biological active substance (does not include standard pharmacopoeial microbiological methods).

	7.
	The in-process test does not concern the control of a critical parameter. e.g.: 

assay, 

impurities (unless a particular solvent is definitely not used in the manufacture)

any critical physical characteristics (particle size, bulk, tapped density…)

identity test (unless there is a suitable alternative control already present) 

microbiological control (unless not required for the particular dosage form)

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate). 

	2.
	Comparative table of current and proposed in-process tests and limits.

	3.
	Details of any new analytical method and validation data, where relevant.

	4.
	Batch analysis data on two production batches (3 production batches for biologicals, unless otherwise justified) of the finished product for all specification parameters.

	5.
	Where appropriate, comparative dissolution profile data for the finished product on at least one pilot batch manufactured using the current and new in-process tests. For herbal medicinal products, comparative disintegration data may be acceptable.

	6
	Justification/risk assessment showing that the in-process test is non-significant or that it is obsolete.

	7.
	Justification of the new in-process test and limits.


B.II.c) Control of excipients

	B.II.c.1 Change in the specification parameters and/or limits of an excipient 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Tightening of specification limits
	1, 2, 3, 4
	1, 2
	IA

	b)
	Addition of a new specification parameter to the specification with its corresponding test method
	1, 2, 5, 6, 7
	1, 2, 3, 4, 6, 8
	IA

	c)
	Deletion of a non-significant specification parameter (e.g. deletion of an obsolete parameter)
	1, 2, 8
	1, 2, 7
	IA

	d)
	Change outside the approved specifications limits range
	
	
	II

	e)
	Deletion of a specification parameter which may have a significant effect on the overall quality of the finished product
	
	
	II

	f)
	Addition or replacement (excluding biological 
or immunological product) of a specification parameter with its corresponding test method, as a result 
of a safety or quality issue
	
	1, 2, 3, 4, 5, 6, 8 
	IB

	g)
	Where there is no monograph in the European Pharmacopoeia or the national pharmacopoeia 
of a Member State for the excipient, a change 
in specification from in-house to a non-official Pharmacopoeia or a Pharmacopoeia of a third country
	
	1, 2, 3, 4, 5, 6, 8
	IB

	Conditions

	1.
	The change is not a consequence of any commitment from previous assessments to review specification limits (e.g. made during the procedure for the marketing authorisation application 
or a type II variation procedure).

	2.
	The change does not result from unexpected events arising during manufacture e.g. new unqualified impurity; change in total impurity limits. 

	3.
	Any change should be within the range of currently approved limits.

	4.
	The test procedure remains the same, or changes in the test procedure are minor.

	5.
	Any new test method does not concern a novel non-standard technique or a standard technique used in a novel way. 

	6.
	The test method is not a biological/immunological/immunochemical method, or a method using 
a biological reagent (does not include standard pharmacopoeial microbiological methods)

	7.
	The change does not concern a genotoxic impurity.

	8.
	The specification parameter does not concern the control of a critical parameter. e.g.: 

impurities (unless a particular solvent is definitely not used in the manufacture of the excipient)

any critical physical characteristics (particle size, bulk, tapped density…)

identity test (unless there is a suitable alternative control already present) 

microbiological control (unless not required for the particular dosage form)

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate). 

	2.
	Comparative table of current and proposed specifications. 

	3.
	Details of any new analytical method and validation data, where relevant.

	4.
	Batch analysis data on two production batches (3 production batches for biological excipients,) of the excipient for all specification parameters.

	5.
	Where appropriate, comparative dissolution profile data for the finished product on at least one pilot batch containing the excipient complying with the current and proposed specification. For herbal medicinal products comparative disintegration data may be acceptable. 

	6.
	Justification for not submitting a new bioequivalence study according to the relevant (Human, Veterinary) Guideline on Bioavailability, if appropriate.

	7.
	Justification/risk assessment showing that the parameter is non-significant or that it is obsolete.

	8.
	Justification of the new specification parameter and the limits. 


	B.II.c.2 Change in test procedure for an excipient 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Minor changes to an approved test procedure
	1, 2, 3, 4 
	1, 2
	IA

	b)
	Deletion of a test procedure if an alternative test procedure is already authorised
	5
	1 
	IA

	c)
	Substantial change to or replacement of a biological/ immunological/ immunochemical test method or a method using a biological reagent
	
	
	II

	d)
	Other changes to a test procedure (including replacement or addition) 
	
	1, 2
	IB

	Conditions

	1.
	Appropriate validation studies have been performed in accordance with the relevant guidelines and show that the updated test procedure is at least equivalent to the former test procedure. 

	2.
	There have been no changes of the total impurity limits; no new unqualified impurities are detected.

	3.
	The method of analysis should remain the same (e.g. a change in column length or temperature, 
but not a different type of column or method). 

	4.
	The test method is not a biological/immunological/immunochemical method or a method using 
a biological reagent (does not include standard pharmacopoeial microbiological methods).

	5.
	An alternative test procedure is already authorised for the specification parameter and this procedure has not been added through IA/IA(IN) notification. 

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including a description of the analytical methodology, a summary of validation data, revised specifications for impurities (if applicable).

	2.
	Comparative validation results or if justified comparative analysis results showing that the current test and the proposed one are equivalent. This requirement is not applicable in case of an addition of a new test procedure. 


	B.II.c.3 Change in source of an excipient or reagent with TSE risk 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	From TSE risk material to vegetable or synthetic origin
	
	
	

	1.
	For excipients or reagents not used in the manufacture of a biological / immunological active substance 
or in a biological / immunological medicinal product
	1
	1
	IA

	2.
	For excipients or reagents used in the manufacture 
of a biological / immunological active substance 
or in a biological / immunological medicinal product
	
	1, 2
	IB

	b)
	Change or introduction of a TSE risk material 
or replacement of a TSE risk material from a different TSE risk material, not covered by a TSE certificate 
of suitability
	
	
	II

	Conditions

	1.
	Excipient and finished product release and end of shelf life specifications remain the same.

	Documentation

	1.
	Declaration from the manufacturer or the marketing authorisation holder of the material that 
it is purely of vegetable or synthetic origin.

	2.
	Study of equivalence of the materials and the impact on production of the final material and impact 
on behaviour (e.g. Dissolution characteristics) of the finished product.


	B.II.c.4 Change in synthesis or recovery of a non-pharmacopoeial excipient (when described in the dossier) or a novel excipient
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Minor change in synthesis or recovery of a non-pharmacopoeial excipient or a novel excipient 
	1, 2
	1, 2, 3, 4
	IA

	b)
	The specifications are affected or there is a change in physico-chemical properties of the excipient which may affect the quality of the finished product.
	
	
	II

	c)
	The excipient is a biological/immunological substance 
	
	
	II

	Conditions

	1.
	The synthetic route and specifications are identical and there is no change in qualitative and quantitative impurity profile (excluding residual solvents, provided they are controlled in accordance with ICH/VICH limits), or in physico-chemical properties.

	2.
	Adjuvants are excluded.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	2.
	Batch analysis data (in a comparative tabulated format) of at least two batches (minimum pilot scale) 
of the excipient manufactured according to the old and the new process.

	3.
	Where appropriate, comparative dissolution profile data for the finished product of at least two batches (minimum pilot scale). For herbal medicinal products, comparative disintegration data may be acceptable.

	4.
	Copy of approved and new (if applicable) specifications of the excipient.


B.II.d) Control of finished product

	B.II.d.1 Change in the specification parameters and/or limits of the finished product 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Tightening of specification limits
	1, 2, 3, 4
	1, 2
	IA

	b)
	Tightening of specification limits for medicinal products subject to Official Control Authority Batch Release
	1, 2, 3, 4
	1, 2
	IAIN

	c)
	Addition of a new specification parameter to the specification with its corresponding test method
	1, 2, 5, 6, 7
	1, 2, 3, 4, 5, 7
	IA

	d)
	Deletion of a non-significant specification parameter (e.g. deletion of an obsolete parameter such as odour and taste or identification test for a colouring 
or flavouring material) 
	1, 2, 9
	1, 2, 6
	IA

	e)
	Change outside the approved specifications limits range
	
	
	II

	f)
	Deletion of a specification parameter which may have a significant effect on the overall quality of the finished product
	
	
	II

	g)
	Addition or replacement (excluding biological 
or immunological product) of a specification parameter with its corresponding test method as a result 
of a safety or quality issue
	
	1, 2, 3, 4, 5, 7
	IB

	h)
	Update of the dossier to comply with the provisions 
of an updated general monograph of the Ph. Eur for the finished product*
	1, 2, 3, 4, 7, 8
	1, 2
	IAIN

	i)
	Ph. Eur. 2.9.40 Uniformity of dosage units is introduced to replace the currently registered method, either 
Ph. Eur. 2.9.5 (Uniformity of mass). or Ph. Eur. 2.9.6 (Uniformity of content)
	1, 2,10
	1, 2, 4
	IA

	Conditions

	1.
	The change is not a consequence of any commitment from previous assessments to review specification limits (e.g. made during the procedure for the marketing authorisation application 
or a type II variation procedure), unless the supporting documentation has been already assessed and approved within another procedure.

	2.
	The change does not result from unexpected events arising during manufacture e.g. new unqualified impurity; change in total impurity limits. 

	3.
	Any change should be within the range of currently approved limits.

	4.
	The test procedure remains the same, or changes in the test procedure are minor.

	5.
	Any new test method does not concern a novel non-standard technique or a standard technique used in a novel way. 

	6.
	The test method is not a biological/immunological/immunochemical method or a method using 
a biological reagent for a biological active substance.

	7.
	The change does not concern any impurities (including genotoxic) or dissolution.

	8.
	The change concerns the updating of the microbial control limits to be in line with the current Pharmacopoeia, and the currently registered microbial control limits (present situation) are in line with the pre January 2008 (non harmonised) situation and does not include any additional specified controls over the Pharmacopoeia requirements for the particular dosage form and the proposed controls 
are in line with the harmonised monograph.

	9.
	The specification parameter or proposal for the specific dosage form does not concern a critical parameter for example: 

assay, impurities (unless a particular solvent is definitely not used in the manufacture of the finished product) any critical physical characteristics (hardness or friability for uncoated tablets, dimensions…)

a test that is required for the particular dosage form in accordance with the general notices of the Ph. Eur.; any request for skip testing.

	10.
	The proposed control is fully in line with the Table 2.9.40.-1 of Ph. Eur. 2.9.40 monograph, and does not include the alternative proposal for testing uniformity of dosage units by Mass Variation instead 
of Content Uniformity when the latter is specified in Table 2.9.40.-1.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	2.
	Comparative table of current and proposed specifications. 

	3.
	Details of any new analytical method and validation data, where relevant.

	4.
	Batch analysis data on two production batches (3 production batches for biologicals, unless otherwise justified) of the finished product for all specification parameters

	5.
	Where appropriate, comparative dissolution profile data for the finished product on at least one pilot batch complying with the current and proposed specification. For herbal medicinal products, comparative disintegration data may be acceptable. 

	6
	Justification/risk assessment showing that the parameter is non-significant or that it is obsolete. 

	7.
	Justification of the new specification parameter and the limits 

	 * Note: There is no need to notify the competent authorities of an updated monograph of the European pharmacopoeia or a national pharmacopoeia of a Member State in the case that reference is made to the ‘current edition’ in the dossier of an authorised medicinal product. This variation therefore applies to cases where no reference to the updated monograph of the pharmacopoeia was contained in the technical dossier and the variation is made to make reference to the updated version.


	B.II.d.2 Change in test procedure for the finished product 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Minor changes to an approved test procedure
	1, 2, 3, 4,
	1,2
	IA

	b)
	Deletion of a test procedure if an alternative method 
is already authorised
	4
	1 
	IA

	c)
	Substantial change to, or replacement of, a biological/ immunological/ immunochemical test method 
or a method using a biological reagent or replacement of a biological reference preparation not covered by 
an approved protocol
	
	
	II

	d)
	Other changes to a test procedure (including replacement or addition) 
	
	1, 2
	IB

	e)
	Update of the test procedure to comply with the updated general monograph in the Ph. Eur.
	2, 3, 4, 5
	1
	IA

	f)
	To reflect compliance with the Ph.Eur. and remove reference to the outdated internal test method and test method number*
	2, 3, 4, 5
	1
	IA

	Conditions

	1.
	Appropriate validation studies have been performed in accordance with the relevant guidelines 
and show that the updated test procedure is at least equivalent to the former test procedure. 

	2.
	There have been no changes of the total impurity limits; no new unqualified impurities are detected

	3.
	The method of analysis should remain the same (e.g. a change in column length or temperature, but not a different type of column or method); 

	4.
	The test method is not a biological/immunological/immunochemical method or a method using 
a biological reagent (does not include standard pharmacopoeial microbiological methods).

	5.
	The registered test procedure already refers to the general monograph of the Ph. Eur. and any changes are minor in nature and require update of the technical dossier.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including a description of the analytical methodology, a summary of validation data, revised specifications for impurities (if applicable).

	2.
	Comparative validation results or if justified comparative analysis results showing that the current test and the proposed one are equivalent.; This requirement is not applicable in case of an addition 
of a new test procedure. 

	* Note: There is no need to notify the competent authorities of an updated monograph of the European pharmacopoeia in the case that reference is made to the ‘current edition’ in the dossier of an authorised medicinal product.


	B.II.d.3 Variations related to the introduction of real-time release or parametric release in the manufacture of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II


B.II.e) Container closure system

	B.II.e.1 Change in immediate packaging of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	 Qualitative and quantitative composition
	
	
	

	1.
	Solid pharmaceutical forms
	1, 2, 3
	1, 2, 3, 4, 6 
	IA

	2.
	Semi-solid and non-sterile liquid pharmaceutical forms
	
	1, 2, 3, 5, 6
	IB

	3.
	Sterile medicinal products and biological/ immunological medicinal products.
	
	
	II

	4.
	The change relates to a less protective pack where there are associated changes in storage conditions and/or reduction in shelf life. 
	
	
	II

	b)
	Change in type of container or addition of a new container
	
	
	

	1.
	Solid, semi-solid and non-sterile liquid pharmaceutical forms
	
	1, 2, 3, 5, 6, 7
	IB

	2.
	Sterile medicinal products and biological/ immunological medicinal products
	
	
	II

	3.
	Deletion of an immediate packaging container that does not lead to the complete deletion of a strength 
or pharmaceutical form
	4
	1, 8
	IA

	Conditions

	1.
	The change only concerns the same packaging/container type (e.g. blister to blister).

	2.
	The proposed packaging material must be at least equivalent to the approved material in respect 
of its relevant properties.

	3.
	Relevant stability studies have been started under ICH/VICH conditions and relevant stability parameters have been assessed in at least two pilot scale or industrial scale batches and at least three months satisfactory stability data are at the disposal of the applicant at time of implementation. However, if the proposed packaging is more resistant than the existing packaging e.g. thicker blister packaging, the three months’ stability data do not yet have to be available. These studies must 
be finalised and the data will be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action). 

	4.
	The remaining product presentation(s) must be adequate for the dosing instructions and treatment duration as mentioned in the summary of product characteristics.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including revised product information 
as appropriate.

	2.
	Appropriate data on the new packaging (comparative data on permeability e.g. for O2, CO2 moisture).

	3.
	Where appropriate, proof must be provided that no interaction between the content and the packaging material occurs (e.g. no migration of components of the proposed material into the content and no loss of components of the product into the pack), including confirmation that the material complies with relevant pharmacopoeial requirements or legislation of the Union on plastic material and objects 
in contact with foodstuffs.

	4.
	A declaration that the required stability studies have been started under ICH/VICH conditions (with indication of the batch numbers concerned) and that, as relevant, the required minimum satisfactory stability data were at the disposal of the applicant at time of implementation and that the available data did not indicate a problem. Assurance should also be given that the studies will be finalised and that data will be provided immediately to the competent authorities if outside specifications 
or potentially outside specifications at the end of the approved shelf life (with proposed action).

	5.
	The results of stability studies that have been carried out under ICH/VICH conditions, on the relevant stability parameters, on at least two pilot or industrial scale batches, covering a minimum period
 of 3 months, and an assurance is given that these studies will be finalised, and that data will be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action). 

	6.
	Comparative table of the current and proposed immediate packaging specifications, if applicable.

	7.
	Samples of the new container/closure where applicable (see NTA, Requirements for samples in the Member States/EMA).

	8.
	Declaration that the remaining pack-size(s) is/are consistent with the dosage regimen and duration of treatment and adequate for the dosing instructions as approved in the summary of product characteristics.

	Note: For B.II.e.1.b) applicants are reminded that any change which results in a “new pharmaceutical form” requires the submission of an Extension application.


	B.II.e.2 Change in the specification parameters and/or limits of the immediate packaging of the finished product 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Tightening of specification limits
	1, 2, 3, 4
	1, 2
	IA

	b)
	Addition of a new specification parameter to the specification with its corresponding test method
	1, 2, 5 
	1, 2, 3, 4, 6
	IA

	c)
	Deletion of a non-significant specification parameter (e.g. deletion of an obsolete parameter)
	1, 2
	1, 2, 5
	IA

	d)
	Addition or replacement of a specification parameter as a result of a safety or quality issue
	
	1, 2, 3, 4, 6 
	IB

	Conditions

	1.
	The change is not a consequence of any commitment from previous assessments to review specification limits (e.g. made during the procedure for the marketing authorisation application 
or a type II variation procedure).

	2.
	The change does not result from unexpected events arising during manufacture 

	3.
	Any change should be within the range of currently approved limits.

	4.
	The test procedure remains the same, or changes in the test procedure are minor.

	5.
	Any new test method does not concern a novel non-standard technique or a standard technique used 
in a novel way 

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	2.
	Comparative table of current and proposed specifications. 

	3.
	Details of any new analytical method and validation data, where relevant.

	4.
	Batch analysis data on two batches of the immediate packaging for all specification parameters.

	5.
	Justification/risk assessment showing that the parameter is non-significant or that it is obsolete. 

	6.
	Justification of the new specification parameter and the limits. 


	B.II.e.3 Change in test procedure for the immediate packaging of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Minor changes to an approved test procedure
	1, 2, 3 
	1, 2
	IA

	b)
	Other changes to a test procedure (including replacement or addition)
	1, 3, 4
	1, 2
	IA

	c)
	Deletion of a test procedure if an alternative test procedure is already authorised
	5
	1
	IA

	Conditions

	1.
	Appropriate validation studies have been performed in accordance with the relevant guidelines 
and validation studies show that the updated test procedure is at least equivalent to the former 
test procedure. 

	2.
	The method of analysis should remain the same (e.g. a change in column length or temperature, 
but not a different type of column or method). 

	3.
	Any new test method does not concern a novel non-standard technique or a standard technique used 
in a novel way. 

	4.
	The active substance/ finished product is not biological/immunological.

	5.
	An alternative test procedure is already authorised for the specification parameter and this procedure has not been added through IA/IA(IN) notification.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including a description of the analytical methodology, a summary of validation data.

	2.
	Comparative validation results or if justified comparative analysis results showing that the current test and the proposed one are equivalent. This requirement is not applicable in case of an addition of a new test procedure. 


	B.II.e.4 Change in shape or dimensions of the container 
or closure (immediate packaging)
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Non-sterile medicinal products
	1, 2, 3
	1, 2, 4
	IA

	b)
	The change in shape or dimensions concerns 
a fundamental part of the packaging material, which may have a significant impact on the delivery, use, safety or stability of the finished product
	
	
	II

	c)
	Sterile medicinal products
	
	1, 2, 3, 4
	IB

	Conditions

	1.
	No change in the qualitative or quantitative composition of the container.

	2.
	The change does not concern a fundamental part of the packaging material, which affects the delivery, use, safety or stability of the finished product.

	3.
	In case of a change in the headspace or a change in the surface/volume ratio, stability studies in accordance with the relevant guidelines have been started and relevant stability parameters have been assessed in at least two pilot scale (three for biological/immunological medicinal products) or industrial scale batches and at least three months (six months for biological/immunological medicinal products) stability data are at the disposal of the applicant. Assurance is given that these studies will be finalised and that data will be provided immediately to the competent authorities if outside specifications 
or potentially outside specifications at the end of the approved shelf life (with proposed action).

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate) ,including description, detailed drawing and composition of the container or closure material, and including revised product information 
as appropriate.

	2.
	Samples of the new container/closure where applicable (see NTA, Requirements for samples in the Member States).

	3.
	Re-validation studies have been performed in case of sterile products terminally sterilised. The batch numbers of the batches used in the re-validation studies should be indicated, where applicable. 

	4.
	In case of a change in the headspace or a change in the surface/volume ratio, a declaration that the required stability studies have been started under ICH/VICH conditions (with indication of the batch numbers concerned) and that, as relevant, the required minimum satisfactory stability data were at the disposal of the applicant at time of implementation for a Type IA notification and time of submission of a Type IB notification, and that the available data did not indicate a problem. Assurance should also be given that the studies will be finalised and that data will be provided immediately to the competent authorities if outside specifications or potentially outside specifications at the end of the approved shelf life (with proposed action).


	B.II.e.5 Change in pack size of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Change in the number of units (e.g. tablets, ampoules, etc.) in a pack
	
	
	

	1.
	Change within the range of the currently approved pack sizes
	1, 2
	1, 3
	IAIN

	2.
	Change outside the range of the currently approved pack sizes
	
	1, 2, 3
	IB

	b)
	Deletion of pack size(s)
	3
	1, 2 
	IA

	c)
	Change in the fill weight/fill volume of sterile multidose (or single-dose, partial use) parenteral medicinal products, including biological/ immunological medicinal products.
	
	
	II

	d)
	Change in the fill weight/fill volume of non-parenteral multi-dose (or single-dose, partial use) products
	
	1, 2, 3
	IB

	Conditions 

	1.
	New pack size should be consistent with the posology and treatment duration as approved in the Summary of Product Characteristics. 

	2.
	The primary packaging material remains the same.

	3.
	The remaining product presentation(s) must be adequate for the dosing instructions and treatment duration as mentioned in the Summary of Product Characteristics. 

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate) including revised product information 
as appropriate. 

	2.
	Justification for the new/remaining pack-size, showing that the new/remaining size is/are consistent with the dosage regimen and duration of treatment as approved in the summary of product characteristics 

	3.
	Declaration that stability studies will be conducted in accordance with the relevant guidelines 
for products where stability parameters could be affected. Data to be reported only if outside specifications (with proposed action).

	Note: For B.II.e.5.c) and d), applicants are reminded that any changes to the ‘strength’ of the medicinal product require the submission of an Extension application.


	B.II.e.6 Change in any part of the (primary) packaging material not in contact with the finished product formulation (such 
as colour of flip-off caps, colour code rings on ampoules, change of needle shield (different plastic used))
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Change that affects the product information
	1 
	1
	IAIN

	b)
	Change that does not affect the product information
	1 
	1
	IA

	Conditions

	1.
	The change does not concern a part of the packaging material, which affects the delivery, use, safety 
or stability of the finished product.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including revised product information 
as appropriate.


	B.II.e.7 Change in supplier of packaging components 
or devices (when mentioned in the dossier) 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Deletion of a supplier
	1
	1
	IA

	b)
	Replacement or addition of a supplier
	1, 2, 3, 4
	1, 2, 3
	IA

	c)
	Any change to suppliers of spacer devices for metered dose inhalers 
	
	
	II

	Conditions

	1.
	No deletion of packaging component or device.

	2.
	The qualitative and quantitative composition of the packaging components/device and design specifications remain the same.

	3.
	The specifications and quality control method are at least equivalent.

	4.
	The sterilisation method and conditions remain the same, if applicable.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	2.
	For devices for medicinal products for human use, proof of CE marking.

	3.
	Comparative table of current and proposed specifications, if applicable.


B.II.f) Stability

	B.II.f.1 Change in the shelf-life or storage conditions of the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Reduction of the shelf life of the finished product
	
	
	

	1.
	As packaged for sale
	1
	1, 2, 3 
	IAIN

	2.
	After first opening
	1
	1, 2, 3 
	IAIN

	3.
	After dilution or reconstitution
	1
	1, 2, 3 
	IAIN

	b)
	Extension of the shelf life of the finished product
	
	
	

	1.
	As packaged for sale (supported by real time data)
	
	1, 2, 3 
	IB

	2.
	After first opening (supported by real time data)
	
	1, 2, 3 
	IB

	3.
	After dilution or reconstitution (supported by real time data)
	
	1, 2, 3 
	IB

	4.
	Extension of the shelf-life based on extrapolation 
of stability data not in accordance with ICH/VICH guidelines*
	
	
	II

	5.
	Extension of the shelf-life of a biological/ immunological medicinal product in accordance with an approved stability protocol.
	
	1, 2, 3
	IB

	c)
	Change in storage conditions for biological medicinal products, when the stability studies have not been performed in accordance with an approved stability protocol.
	
	
	II

	d)
	Change in storage conditions of the finished product 
or the diluted/reconstituted product.
	
	1, 2, 3 
	IB

	e)
	Change to an approved stability protocol.
	1, 2
	1, 4
	IA

	Conditions

	1.
	The change should not be the result of unexpected events arising during manufacture or because 
of stability concerns.

	2.
	The change does not concern a widening of the acceptance criteria in the parameters tested, a removal of stability indicating parameters or a reduction in the frequency of testing.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate). This must contain results of appropriate real time stability studies (covering the entire shelf life) conducted in accordance with the relevant stability guidelines on at least two pilot scale batches1 of the finished product in the authorised packaging material and/or after first opening or reconstitution, as appropriate; where applicable, results 
of appropriate microbiological testing should be included. 

1Pilot scale batches can be accepted with a commitment to verify the shelf life on production scale batches.

	2.
	Revised product information

	3.
	Copy of approved end of shelf life finished product specification and where applicable, specifications after dilution/reconstitution or first opening.

	4.
	Justification for the proposed change(s).

	*Note: extrapolation not applicable for biological/immunological medicinal product


B.II.g) Design Space and post approval change management protocol

	B.II.g.1 Introduction of a new design space or extension 
of an approved design space for the finished product, concerning:
	Conditions to be fulfilled 
	Documentation to be supplied
	Procedure type 

	a)
	One or more unit operations in the manufacturing process of the finished product including the resulting in-process controls and/or test procedures
	
	1, 2, 3
	II

	b)
	Test procedures for excipients / intermediates and/
or the finished product.
	
	1, 2, 3
	II

	Documentation

	1. 
	Results from product and process development studies (including risk assessment and multivariate studies, as appropriate) demonstrating that a systematic mechanistic understanding of material attributes and process parameters to the critical quality attributes of the finished product has been achieved.

	2.
	Description of the design space in tabular format, including the variables (material attributes and process parameters, as appropriate) and their proposed ranges.

	3.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).


	B.II.g.2 Introduction of a post approval change management protocol related to the finished product 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	1, 2, 3 
	II

	Documentation

	1.
	Detailed description for the proposed change.

	2.
	Change management protocol related to the finished product.

	3.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).


	B.II.g.3 Deletion of an approved change management protocol related to the finished product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	 
	1
	1, 2 
	IAIN

	Conditions

	1.
	The deletion of the approved change management protocol related to the finish product is not a result of unexpected events or out of specification results during the implementation of the change 
(s) described in the protocol and does not have any effect on the already approved information in the dossier.

	Documentation

	1.
	Justification for the proposed deletion.

	2.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).


	B.II.g.4 Changes to an approved change management protocol 
	Conditions to be fulfilled 
	Documentation to be supplied 
	Procedure type 

	a)
	Major changes to an approved change management protocol 
	 
	 
	II

	b)
	Minor changes to an approved change management protocol that do not change the strategy defined in the protocol
	 
	1 
	IB

	Documentation

	1.
	Declaration that any change should be within the range of currently approved limits. In addition, declaration that an assessment of comparability is not required for biological/immunological medicinal products.


	B.II.g.5 Implementation of changes foreseen in an approved change management protocol 
	Conditions to be fulfilled 
	Documentation to be supplied 
	Procedure type 

	a)
	The implementation of the change requires no further supportive data 
	1
	1, 2, 4
	IAIN

	b)
	The implementation of the change requires further supportive data 
	 
	1, 2, 3, 4 
	IB

	c)
	Implementation of a change for a biological/immunological medicinal product
	
	1, 2, 3, 4, 5 
	IB

	Conditions

	1.
	The proposed change has been performed fully in line with the approved change management protocol, which requires its immediate notification following implementation.

	Documentation

	1.
	Reference to the approved change management protocol.

	2.
	Declaration that the change is in accordance with the approved change management and that 
the study results meet the acceptance criteria specified in the protocol. In addition, declaration that 
an assessment of comparability is not required for biological/immunological medicinal products.

	3.
	Results of the studies performed in accordance with the approved change management protocol.

	4.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate). 

	5.
	Copy of approved specifications of the finished product.


B.II.h Adventitious Agents Safety

	B.II.h.1 Update to the “Adventitious Agents Safety Evaluation” information (section 3.2.A.2)
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Studies related to manufacturing steps investigated for the first time for one or more adventitious agents
	
	
	II

	b)
	Replacement of obsolete studies related 
to manufacturing steps and adventitious agents already reported in the dossier
	
	
	

	
	1) with modification of risk assessment
	
	
	II

	
	2) without modification of risk assessment
	
	1, 2, 3
	IB

	Documentation

	1.
	Amendment of the relevant section(s) of the dossiers including the introduction of the new studies 
to investigate the capability of manufacturing steps to inactivate/reduce adventitious agents.

	2.
	Justification that the studies do not modify the risk assessment.

	3.
	Amendment of product information (where applicable).


B.III
CEP/TSE/MONOGRAPHS

	B.III.1 Submission of a new or updated Ph. Eur. certificate 
of suitability or deletion of Ph. Eur. certificate of suitability: 

For an active substance 

For a starting material/reagent/intermediate used in the manufacturing process of the active substance 

For an excipient
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	European Pharmacopoeial Certificate of Suitability 
to the relevant Ph. Eur. Monograph.
	
	
	

	1.
	New certificate from an already approved manufacturer
	1, 2, 3, 4, 5, 8, 11
	1, 2, 3, 4, 5
	IAIN

	2.
	Updated certificate from an already approved manufacturer 
	1, 2, 3, 4, 8
	1, 2, 3, 4, 5
	IA

	3.
	New certificate from a new manufacturer (replacement or addition)
	1, 2, 3, 4, 5, 8, 11
	1, 2, 3, 4, 5
	IAIN

	4.
	Deletion of certificates (in case multiple certificates exist per material)
	10
	3
	IA

	5.
	New certificate for a non-sterile active substance that 
is to be used in a sterile medicinal product, where water is used in the last steps of the synthesis and the material is not claimed to be endotoxin free
	
	1, 2, 3, 4, 5, 6
	IB

	b)
	European Pharmacopoeial TSE Certificate of suitability for an active substance/starting material/reagent/ intermediate/or excipient
	
	
	

	1.
	New certificate for an active substance from a new 
or an already approved manufacturer 
	3, 5, 6, 11
	1, 2, 3, 4, 5
	IAIN

	2.
	New certificate for a starting material/reagent/ intermediate/or excipient from a new or an already approved manufacturer 
	3, 6, 9 
	1, 2, 3, 4, 5
	IA 

	3.
	Updated certificate from an already approved manufacturer
	 7, 9
	1, 2, 3, 4, 5
	IA

	4.
	Deletion of certificates (in case multiple certificates exist per material)
	10
	3
	IA

	5.
	New/updated certificate from an already-approved/new manufacturer using materials of human or animal origin for which an assessment of the risk with respect to potential contamination with adventitious agents is required
	
	
	II

	Conditions

	1.
	The finished product release and end of shelf life specifications remain the same.

	2.
	Unchanged (excluding tightening) additional (to Ph. Eur.) specifications for impurities (excluding residual solvents, provided they are in compliance with ICH/VICH) and product specific requirements (e.g. particle size profiles, polymorphic form), if applicable.

	3.
	The manufacturing process of the active substance, starting material/reagent/intermediate does not include the use of materials of human or animal origin for which an assessment of viral safety data 
is required.

	4.
	For active substance only, it will be tested immediately prior to use if no retest period is included in the Ph. Eur. Certificate of Suitability or if data to support a retest period is not already provided in the dossier. 

	5.
	The active substance/starting material/reagent/intermediate/excipient is not sterile.

	6.
	The substance is not included in a veterinary medicinal product for use in animal species susceptible 
to TSE

	7.
	For veterinary medicinal products: there has been no change in the source of material.

	8.
	For herbal active substances: the manufacturing route, physical form, extraction solvent and drug extract ratio (DER) should remain the same. 

	9.
	If Gelatine manufactured from bones is to be used in a medicinal product for parenteral use, it should only be manufactured in compliance with the relevant country requirements.

	10.
	At least one manufacturer for the same substance remains in the dossier.

	11.
	If the active substance is a not a sterile substance but is to be used in a sterile medicinal product then according to the CEP it must not use water during the last steps of the synthesis or if it does the active substance must also be claimed to be free from bacterial endotoxins.

	Documentation

	1.
	Copy of the current (updated) Ph. Eur. Certificate of Suitability. 

	2.
	In case of an addition of a manufacturing site, the variation application form should clearly outline the “present” and “proposed” manufacturers as listed in section 2.5 of the application form.

	3.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format.

	4.
	Where applicable, a document providing information of any materials falling within the scope of the Note for Guidance on Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via Human and Veterinary Medicinal Products including those which are used in the manufacture of the active substance/ excipient. The following information should be included for each such material: Name of manufacturer, species and tissues from which the material is a derivative, country of origin of the source animals and its use.  For the Centralised Procedure, this information should be included 
in an updated TSE table A (and B, if relevant).

	5.
	Where applicable, for active substance, a declaration by the Qualified Person (QP) of each of the manufacturing authorisation holders listed in the application where the active substance is used 
as a starting material and a declaration by the QP of each of the manufacturing authorisation holders listed in the application as responsible for batch release. These declarations should state that the active substance manufacturer(s) referred to in the application operate in compliance with the detailed guidelines on good manufacturing practice for starting materials. A single declaration may 
be acceptable under certain circumstances - see the note under variation no. B.II.b.1. The manufacture of intermediates also require a QP declaration, while as far as any updates to certificates for active substances and intermediates are concerned, a QP declaration is only required if, compared to the previously registered version of the certificate, there is a change to the actual listed manufacturing sites. 

	6.
	Suitable evidence to confirm compliance of the water used in the final steps of the synthesis of the active substance with the corresponding requirements on quality of water for pharmaceutical use.


	B.III.2 Change to comply with Ph. Eur. or with a national pharmacopoeia of a Member State
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Change of specification(s) of a former non EU Pharmacopoeial substance to fully comply with the Ph. Eur. or with a national pharmacopoeia of a Member State
	
	
	

	1.
	Active substance
	1, 2, 3, 4, 5
	1, 2, 3, 4 
	IAIN

	2.
	Excipient/active substance starting material
	1, 2,4
	1, 2, 3, 4 
	IA

	b)
	Change to comply with an update of the relevant monograph of the Ph. Eur. or national pharmacopoeia of a Member State
	1, 2, 4, 5
	1, 2, 3, 4 
	IA 

	c)
	Change in specifications from a national pharmacopoeia of a Member State to the Ph. Eur.
	1, 4, 5
	1, 2, 3, 4 
	IA

	Conditions

	1.
	The change is made exclusively to fully comply with the pharmacopoeia. All the tests 
in the specification need to correspond to the pharmacopoeial standard after the change, except any additional supplementary tests. 

	2.
	Additional specifications to the pharmacopoeia for product specific properties are unchanged 
(e.g. particle size profiles, polymorphic form or e.g. bioassays, aggregates).

	3.
	No significant changes in qualitative and quantitative impurities profile unless the specifications are tightened

	4.
	Additional validation of a new or changed pharmacopoeial method is not required

	5.
	For herbal active substances: the manufacturing route, physical form, extraction solvent and drug extract ratio (DER) should remain the same.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate).

	2.
	Comparative table of current and proposed specifications.

	3.
	Batch analysis data (in a comparative tabulated format) on two production batches of the relevant substance for all tests in the new specification and additionally, where appropriate, comparative dissolution profile data for the finished product on at least one pilot batch.. For herbal medicinal products, comparative disintegration data may be acceptable.

	4.
	Data to demonstrate the suitability of the monograph to control the substance, e.g. a comparison 
of the potential impurities with the transparency note of the monograph.

	Note: There is no need to notify the competent authorities of an updated monograph of the European pharmacopoeia or a national pharmacopoeia of a Member State in the case that reference is made to the ‘current edition’ in the dossier of an authorised medicinal product. 


B.IV Medical Devices

	B.IV.1 Change of a measuring or administration device 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Addition or replacement of a device which is not 
an integrated part of the primary packaging
	
	
	

	1.
	Device with CE marking 
	1, 2, 3, 6, 7
	1, 2, 4
	IAIN

	2.
	Device without CE marking for veterinary products only
	
	1, 3, 4
	IB

	3.
	Spacer device for metered dose inhalers or other device which may have a significant impact on the delivery of the active substance in the product (e.g. nebuliser)
	
	
	II

	b)
	Deletion of a device
	4, 5
	1, 5
	IAIN

	c)
	Addition or replacement of a device which 
is an integrated part of the primary packaging
	
	
	II

	Conditions

	1.
	The proposed measuring or administration device must accurately deliver the required dose for the product concerned in line with the approved posology and results of such studies should be available. 

	2.
	The new device is compatible with the medicinal product.

	3.
	The change should not lead to substantial amendments of the product information.

	4.
	The medicinal product can still be accurately delivered. 

	5.
	For veterinary medicinal products, the device is not crucial for the safety of the person administering the product. 

	6.
	The medical device is not used as a solvent of the medicinal product.

	7.
	If a measuring function is intended the CE marking should cover the measuring function.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate), including description, detailed drawing and composition of the device material and supplier where appropriate, and including revised product information as appropriate.

	2.
	Proof of CE marking and if a measuring function is intended the proof of CE marking should also include the 4 digit notified body number.

	3.
	Data to demonstrate accuracy, precision and compatibility of the device.

	4.
	Samples of the new device where applicable (see NTA, Requirements for samples in the Member States).

	5.
	Justification for the deletion of the device.

	Note: For B.IV.1.c), applicants are reminded that any change which results in a “new pharmaceutical form” requires the submission of an Extension application.


	B.IV.2 Change in specification parameters and/or limits 
of a measuring or administration device for veterinary medicinal products
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Tightening of specification limits
	1, 2, 3, 4
	1, 2
	IA

	b)
	Addition of a new specification parameter to the specification with its corresponding test method
	1, 2, 5 
	1, 2, 3, 4, 6
	IA

	c)
	Widening of the approved specifications limits, which has a significant effect on the overall quality of the device 
	
	
	II

	d)
	Deletion of a specification parameter that has 
a significant effect on the overall quality of the device
	
	
	II

	e)
	Addition of a specification parameter as a result 
of a safety or quality issue
	
	1, 2, 3, 4, 6
	IB

	f)
	Deletion of a non-significant specification parameter (e.g. deletion of an obsolete parameter)
	1, 2
	1, 2, 5
	IA

	Conditions

	1.
	The change is not a consequence of any commitment from previous assessments to review specification limits (e.g. made during the procedure for the marketing authorisation application 
or a type II variation procedure) unless the supporting documentation has been already assessed 
and approved within another procedure. 

	2.
	The change should not be the result of unexpected events arising during manufacture.

	3.
	Any change should be within the range of currently approved limits.

	4.
	The test procedure remains the same

	5.
	Any new test method does not concern a novel non-standard technique or a standard technique used in a novel way.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate). 

	2.
	Comparative table of current and proposed specifications.

	3.
	Details of any new analytical method and summary of validation data.

	4.
	Batch analysis data on two production batches for all tests in the new specification.

	5.
	Justification/risk assessment showing that the parameter is non-significant based or that it is obsolete.

	6.
	Justification for the new specification parameter and the limits


	B.IV.3 Change in test procedure of a measuring 
or administration device for veterinary medicinal products
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Minor change to an approved test procedure
	1, 2
	1, 2
	IA

	b)
	Other changes to a test procedure (including replacement or addition)
	1, 3
	1, 2
	IA

	c)
	Deletion of a test procedure if an alternative test procedure is already authorised
	4
	1
	IA

	Conditions

	1.
	Appropriate validation studies have been performed in accordance with the relevant guidelines and show that the updated test procedure is at least equivalent to the former test procedure. 

	2.
	The method of analysis should remain the same.

	3.
	Any new test method does not concern a novel non-standard technique or a standard technique used in a novel way

	4.
	An alternative test procedure is already authorised for the specification parameter and this procedure has not been added through IA/IA(IN) notification.

	Documentation

	1.
	Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate, including a description of the analytical methodology and a summary of validation data. 

	2.
	Comparative validation results or if justified comparative analysis results showing that the current test and the proposed one are equivalent. This requirement is not applicable in case of an addition of a new test procedure. 


B.V. Changes to a marketing authorisation resulting from other regulatory procedures

B.V.a) PMF/VAMF 
	B.V.a.1 Inclusion of a new, updated or amended Plasma Master File in the marketing authorisation dossier of a medicinal product. (PMF 2nd step procedure)
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	First-time inclusion of a new Plasma Master File affecting the properties of the finished product
	
	
	II

	b)
	First-time inclusion of a new Plasma Master File 
not affecting the properties of the finished product
	
	1, 2, 3, 4
	IB

	c)
	Inclusion of an updated/amended Plasma Master File when changes affect the properties of the finished product
	
	1, 2, 3, 4
	IB 

	d)
	Inclusion of an updated/amended Plasma Master File when changes do not affect the properties of the finished product
	1
	1, 2, 3, 4
	IAIN

	Conditions

	1.
	The updated or amended Plasma Master File has been granted a certificate of compliance with legislation of the Union in accordance with Annex I of Directive 2001/83/EC.

	Documentation

	1.
	Declaration that the PMF Certificate and Evaluation Report are fully applicable for the authorised product, PMF holder has provided the PMF Certificate, Evaluation report and PMF dossier to the MAH (where the MAH is different to the PMF holder), the PMF Certificate and Evaluation Report replace the previous PMF documentation for this Marketing Authorisation.

	2.
	PMF Certificate and Evaluation Report. 

	3.
	An expert statement outlining all the changes introduced with the certified PMF and evaluating their potential impact on the finished products including product specific risk assessments.

	4.
	The variation application form should clearly outline the “present” and “proposed” PMF EMA Certificate (code number) in the MA dossier. When applicable, the variation application form should clearly list also all the other PMFs to which the medicinal product refers even if they are not the subject of the application.


	B.V.a.2 Inclusion of a new, updated or amended Vaccine Antigen Master File in the marketing authorisation dossier of a medicinal product. (VAMF 2nd step procedure)
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	First-time inclusion of a new Vaccine Antigen Master File
	
	
	II

	b)
	Inclusion of an updated/amended Vaccine Antigen Master File, when changes affect the properties of the finished product
	
	1, 2, 3, 4
	IB

	c)
	Inclusion of an updated/amended Vaccine Antigen Master File, when changes do not affect the properties of the finished product
	1
	1, 2, 3, 4
	IAIN

	Conditions

	1.
	The updated or amended Vaccine Antigen Master File has been granted a certificate of compliance with legislation of the Union in accordance with Annex I to Directive 2001/83/EC.

	Documentation

	1.
	Declaration that the VAMF Certificate and Evaluation Report are fully applicable for the authorised product, VAMF holder has submitted the VAMF Certificate, Evaluation report and VAMF dossier to the MAH (where the MAH is different to the VAMF holder), the VAMF Certificate and Evaluation Report replace the previous VAMF documentation for this Marketing Authorisation.

	2.
	VAMF Certificate and Evaluation Report. 

	3.
	An expert statement outlining all the changes introduced with the certified VAMF and evaluating their potential impact on the finished products including product specific risk assessments.

	4.
	The variation application form should clearly outline the “present” and “proposed” VAMF EMA Certificate (code number) in the MA dossier. When applicable, the variation application form should clearly list also all the other VAMFs to which the medicinal product refers even if they are not the subject of the application.


B.V.b) Referral 
	B.V.b.1 Update of the quality dossier intended to implement the outcome of a Union referral procedure
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	The change implements the outcome of the referral
	1
	1, 2
	IAIN

	b)
	The harmonisation of the quality dossier was not part of the referral and the update is intended to harmonise it
	
	
	II

	Conditions

	1. The outcome does not require further assessment.

	Documentation

	1.
	Attached to the cover letter of the variation application: A reference to the Commission Decision concerned. 

	2.
	The changes introduced during the referral procedure should be clearly highlighted in the submission.


C.
SAFETY, EFFICACY, PHARMACOVIGILANCE CHANGES

C.I
HUMAN AND VETERINARY MEDICINAL PRODUCTS

	C.I.1 Change(s) in the Summary of Product Characteristics, Labelling or Package Leaflet intended to implement the outcome of a Union referral procedure 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	The medicinal product is covered by the defined scope of the procedure
	1
	1, 2, 3
	IAIN

	b)
	The medicinal product is not covered by the defined scope of the procedure but the change(s) implements the outcome of the procedure and no new additional data is required to be submitted by the MAH
	
	1, 2, 3
	IB

	c)
	The medicinal product is not covered by the defined scope of the procedure but the change(s) implements the outcome of the procedure with new additional data submitted by the MAH
	
	1, 3
	II

	Conditions

	1. The variation implements the wording requested by the authority and it does not require the submission 
of additional informaiton and/or further assessment.

	Documentation

	1.
	Attached to the cover letter of the variation application: a reference to the Commission Decision concerned or to the agreement reached by the CMDh (as applicable) with the annexed Summary 
of Product Characteristics, Labelling or Package Leaflet. 

	2. 
	A declaration that the proposed Summary of Product Characteristics, Labelling and Package Leaflet 
is identical for the concerned sections to that annexed to the Commission Decision or to the agreement reached by the CMDh (as applicable).

	3.
	Revised product information.


	C.I.2 Change(s) in the Summary of Product Characteristics, Labelling or Package Leaflet of a generic/hybrid/biosimilar medicinal products following assessment of the same change for the reference product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type



	a)
	Implementation of change(s) for which no new additional data is required to be submitted by the MAH
	
	1, 2
	IB

	b) 
	Implementation of change(s) which require to be further substantiated by new additional data to be submitted by the MAH (e.g. comparability)
	
	
	II

	Documentation

	1.
	Attached to the cover letter of the variation application: EMA/NCA request, if applicable.

	2.
	Revised product information.


	C.I.3 Change(s) in the Summary of Product Characteristics, Labelling or Package Leaflet of human medicinal products intended to implement the outcome of a procedure concerning PSUR or PASS, or the outcome of the assessment done by the competent authority under Articles 45 or 46 
of Regulation 1901/2006
	Conditions to be fulfilled
	Documentation 
to be supplied
	Procedure type

	a)
	Implementation of wording agreed by the competent authority
	1
	1, 2
	IAIN

	b)
	Implementation of change(s) which require to be further substantiated by new additional data to be submitted by the MAH
	
	2
	II

	Conditions

	1.
	The variation implements the wording requested by the competent authority and it does not require the submission of additonal information and/or further assessment.

	Documentation

	1.
	Attached to the cover letter of the variation application: reference to the agreement/assessment of the competent authority. 

	2.
	Revised product information.


	C.I.4 Change(s) in the Summary of Product Characteristics, Labelling or Package Leaflet due to new quality, preclinical, clinical or pharmacovigilance data.
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II

	Note: This variation does not apply when the new data has been submitted under variation C.I.13. In such cases, the change(s) in the SmPC, labelling and/or package leaflet is covered by the scope of variation C.I.13.


	C.I.5 Change in the legal status of a medicinal product for centrally authorised products
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	For generic/hybrid/biosimilar medicinal products following an approved legal status change of the reference medicinal product
	
	1, 2
	IB

	b)
	All other legal status changes
	
	
	II

	Documentation

	1.
	Attached to the cover letter of the variation application: proof of authorisation of the legal status change (e.g. reference to the Commission Decision concerned).

	2.
	Revised product information.

	Note: For Nationally Authorised Products approved via MRP/DCP, the change of the legal status is to be handled at national level (not via a MRP variation).


	C.I.6 Change(s) to therapeutic indication(s)
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Addition of a new therapeutic indication or modification of an approved one
	
	
	II

	b)
	Deletion of a therapeutic indication
	
	
	IB 

	Note: Where the change takes place in the context of the implementation of the outcome of a referral procedure, or -for a generic/hybrid/biosimilar product- when the same change has been done for the reference product, variations C.I.1 and C.I.2 apply, respectively.

	C.I.7 Deletion of: 


	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	a pharmaceutical form
	
	1, 2
	IB 

	b)
	a strength
	
	1, 2
	IB 

	Documentation

	1.
	Declaration that the remaining product presentation(s) are adequate for the dosing instructions 
and treatment duration as mentioned in the summary of product characteristics.

	2.
	Revised product information

	Note: In cases where a given pharmaceutical form or strength has received a marketing authorization which is separate to the marketing authorization for other pharmaceutical forms or strengths, the deletion of the former will not be a variation but the withdrawal of the marketing authorization.


	C.I.8 Introduction of, or changes to, a summary 
of pharmacovigilance system for medicinal products 
for human use*
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Introduction of a summary of pharmacovigilance system, changes in QPPV (including contact details) and/or changes in the Pharmacovigilance System Master File (PSMF) location
	 
	1, 2 
	IAIN

	Documentation

	1.
	Summary of the pharmacovigilance system, or update of the relevant elements (as applicable):

· Proof that the applicant has at his disposal a qualified person responsible for pharmacovigilance and a statement signed by the applicant to the effect that the applicant has the necessary means to fulfil the tasks and responsibilities listed in Title IX of Directive 2001/83/EC.

· Contact details of the QPPV, Member States in which the QPPV resides and carries out his/her tasks

· PSMF location

	2.
	PSMF (if available)

	Note: This variation covers the introduction of a PSMF irrespective of whether or not the technical dossier of the MA contained a DDPS.
Once the Article 57 database is functional, changes in QPPV, including contact details (telephone and fax numbers, postal address and email address) and changes to the location of the PSMF (street, city, postcode, country) may be updated through the Article 57 database only (without the need for a variation). 

Where the MAH makes use of the possibility to update the above information through the Article 57 database, the MAH must indicate in the marketing authorisation that the updated information of those particulars is included in the database.

* For introduction of a new pharmacovigilance system for veterinary medicinal products, please refer to C.II.7.


	C.I.9 Change(s) to an existing pharmacovigilance system 
as described in the detailed description of the pharmacovigilance system (DDPS).
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Change in the QPPV and/or QPPV contact details and/or back-up procedure
	1
	1
	IAIN

	b)
	Change(s) in the safety database and/or major contractual arrangements for the fulfilment of pharmacovigilance obligations, and/or change of the site undergoing pharmacovigilance activities
	1, 2, 3
	1
	IAIN

	c)
	Other change(s) to the DDPS that does not impact on the operation of the pharmacovigilance system (e.g. change of the major storage/archiving location, administrative changes)
	1
	1
	IA

	d)
	Change(s) to a DDPS following the assessment of the same DDPS in relation to another medicinal product 
of the same MAH
	4
	1, 2
	IAIN

	Conditions

	1.
	The pharmacovigilance system itself remains unchanged.

	2.
	The database system has been validated (when applicable). 

	3.
	Transfer of data from other database systems has been validated (when applicable).

	4.
	The same changes to the DDPS are introduced for all medicinal products of the same MAH (same final DDPS version)

	Documentation

	1.
	Latest version of the DDPS and, where applicable, latest version of the product specific addendum. These should include for changes to the QPPV a) summary CV of the new QPPV, b) proof of QPPV EudraVigilance registration, and c) a new statement of the MAH and the QPPV regarding their availability and the means for notification of adverse reactions signed by the new QPPV and the MAH, and reflecting any other consequential changes, e.g. to the organisation chart.

When the QPPV and /or QPPV contact details are not included in a DDPS or no DDPS exists, the submission of a revised DDPS version is not required and the application form is to be provided.

	2.
	Reference of the application/procedure and product in which the change(s) were accepted. 

	Note: C.I.9 covers changes to an existing pharmacovigilance system 1) for veterinary medicinal products and 2) for human medicinal products that have not yet introduced a PSMF. 
Note for a): Once the Article 57 database is functional, changes in QPPV, including contact details (telephone and fax numbers, postal address and email address) may be updated through the Article 57 database only (without the need for a variation). Where the MAH makes use of the possibility to update this information through the Article 57 database, the MAH must indicate in the marketing authorisation that the updated information of those particulars is included in the database.
Note for d): The assessment of a DDPS submitted as part of a new MAA/Extension/Variation may give rise 
to changes at the request of the national competent authority/EMA in this DDPS. Where this occurs, 
the same change(s) can be introduced to the DDPS in other marketing authorisations of the same MAH 
by submitting a (grouped) Type IAIN variation.


	C.I.10 Change in the frequency and/or date of submission 
of periodic safety update reports (PSUR) for human medicinal products
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1, 2
	IAIN

	Conditions

	1.
	 The change in the frequency and/or date of submission of the PSUR has been agreed by the CHMP/CMDh/NCA

	Documentation

	1.
	Attached to the cover letter of the variation application: A reference to the agreement of the competent authority (in the case of marketing authorisations granted under the centralised procedure, the CHMP). 

	2. 
	Revised frequency and/or date of submission of the PSUR. (For medicinal products authorised via 
the centralised procedure, the full set of annexes, including the revised Annex II should be provided)

	Note: This variation applies only when the PSUR cycle is specified in the marketing authorisation by other means than a reference to the list of Union reference dates and where PSUR submission is required.


	C.I.11 Introduction of, or change(s) to, the obligations and conditions of a marketing authorisation, including the risk management plan 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Implementation of wording agreed by the competent authority 
	1
	1 , 2
	IAIN

	b)
	Implementation of change(s) which require to be further substantiated by new additional data to be submitted by the MAH where significant assessment by the competent authority is required*
	
	
	II

	Conditions

	1.
	The variation implements the action requested by the authority and it does not require the submission of additional information and/or further assessment.

	Documentation

	1.
	Attached to the cover letter of the variation application: A reference to the relevant decision of the competent authority.

	2.
	 Update of the relevant section of the dossier.

	
	Note: This variation covers the situation where the only change introduced concerns the conditions and/or obligations of the marketing authorisation, including the risk management plan and the conditions and/or obligations of marketing authorisations under exceptional circumstances and conditional marketing authorisation. 

*The introduction of a risk management plan requested by the competent authority always requires significant assessment.


	C.I.12 Inclusion or deletion of black symbol and explanatory statements for medicinal products in the list of medicinal products that are subject to additional monitoring
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1, 2
	IAIN

	Conditions

	1.
	The medicinal product is included or removed from the list of medicinal products that are subject 
to additional monitoring (as applicable)

	Documentation

	1.
	Attached to the cover letter of the variation application: A reference to the list of medicinal products that are subject to additional monitoring

	2. 
	Revised product information

	Note: This variation covers the situation where the inclusion or deletion of the black symbol and explanatory statements is not done as part of another regulatory procedure (e. g. renewal or variation procedure affecting the product information).


	C.I.13 Other variations not specifically covered elsewhere 
in this Annex which involve the submission of studies to the competent authority* 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II

	Note: In cases where the assessment by the competent authority of the data submitted leads to a change 
of the Summary of Product Characteristics, Labelling or Package Leaflet, the relevant amendment to the Summary of Product Characteristics, Labelling or Package Leaflet is covered by the variation. The inclusion 
of the Compliance Statement provided for under Article 28(3) of Regulation 1901/2006 is likewise covered 
by this variation (provided that the requirements under Regulation 1901/2006 have been met).

* This variation does not apply to variations that can be considered as Type IB by default under any other section of this Annex.


C.II VETERINARY MEDICINAL PRODUCT – SPECIFIC CHANGES

	C.II.1 Variations concerning a change to or addition of a non-food producing target species. 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II


	C.II.2 Deletion of a food producing or non-food producing target species. 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Deletion as a result of a safety issue
	
	
	II

	b)
	Deletion not resulting from a safety issue
	
	1, 2
	IB

	Documentation

	1.
	Justification for the deletion of the target species

	2.
	Revised product information


	C.II.3 Changes to the withdrawal period for a veterinary medicinal product
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II


	C.II.4 Variations concerning the replacement or addition 
of a serotype, strain, antigen or combination of serotypes, strains or antigens for a veterinary vaccine against avian influenza, foot-and-mouth disease or bluetongue.
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II


	C.II.5 Variations concerning the replacement of a strain 
for a veterinary vaccine against equine influenza.
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II


	C.II.6 Changes to the labelling or the package leaflet which are not connected with the summary of product characteristics.
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Administrative information concerning the holder's representative
	
	1
	IAIN

	b) 
	Other changes
	
	1
	IB

	Documentation

	1.
	Revised product information.


	C.II.7 Introduction of a new Pharmacovigilance system 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	Which has not been assessed by the relevant national competent authority/EMA for another product of the same MAH
	
	
	II


	b)
	Which has been assessed by the relevant national competent authority/EMA for another product of the same MAH(*)
	
	1, 2
	IB


	Documentation

	1.
	The new Detailed Description of the Pharmacovigilance System (DDPS)

	2. 
	Reference to the application/procedure and product in which the DDPS was assessed previously

	(*) Note: This variation covers the situation where the applicability of an already assessed Pharmacovigilance System will have to be assessed for the new MAs concerned (e.g. at time of transfer of MA)


	C.II.8 Change in the frequency and/or date of submission 
of periodic safety update reports (PSUR) 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1
	IAIN

	Conditions

	1.
	The change in the frequency and/or date of submission of the PSUR has been agreed by the competent authority

	Documentation

	1.
	Attached to the cover letter of the variation application: The relevant decision of the competent authority 


D. PMF / VAMF

	D.1 Change in the name and/or address of the VAMF certificate holder
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1
	IAIN

	Conditions

	1.
	The VAMF certificate holder must remain the same legal entity.

	Documentation

	1.
	A formal document from a relevant official body (e.g. Chamber of Commerce) in which the new name or new address is mentioned.


	D.2 Change in the name and/or address of the PMF certificate holder
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1
	IAIN

	Conditions

	1.
	The PMF certificate holder must remain the same legal entity.

	Documentation

	1.
	A formal document from a relevant official body (e.g. Chamber of Commerce) in which the new name or new address is mentioned.


	D.3 Change or transfer of the current PMF certificate holder to a new PMF certificate holder -i.e. different legal entity-
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	1, 2, 3, 4, 5, 6
	IAIN

	Documentation

	1.
	A document including the identification (name and address) of the current PMF Holder (transferor) 
and the identification (name and address) of the person to whom the transfer is to be granted (transferee) together with the proposed implementation date – signed by both companies.

	2.
	Copy of the latest PMF Certificate page ‘EMA Plasma Master File (PMF) Certificate of compliance with Community legislation’.

	3.
	Proof of establishment of the new holder (Excerpt of the commercial register and the English translation of it) - signed by both companies.


	4.
	Confirmation of the transfer of the complete PMF documentation since the initial PMF certification 
to the transferee - signed by both companies.

	5.
	Letter of Authorisation including contact details of the person responsible for communication between the competent authority and the PMF holder - signed by the transferee.


	6.
	Letter of Undertaking to fulfil all open and remaining commitments (if any) - signed by the transferee.


	D.4 Change in the name and/or address of a blood establishment including blood/plasma collection centres
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1, 2
	1, 2, 3
	IA

	Conditions

	1.
	The blood establishment must remain the same legal entity.

	2.
	The change must be administrative (e.g. merger, take over); change in the name of the blood establishment/ collection centre provided the blood establishment must remain the same.

	Documentation

	1.
	Signed declaration that the change does not involve a change of the quality system within the blood establishment.

	2.
	Signed declaration that there is no change in the list of the collection centres.

	3.
	Updated relevant sections and annexes of the PMF dossier.


	D.5 Replacement or addition of a blood/plasma collection centre within a blood establishment already included in the PMF
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	1, 2, 3
	IB

	Documentation

	1.
	Epidemiological data for viral markers related to the blood/plasma collection centre covering the last 
3 years. For newly opened centre(s) or in case no data are yet available, a declaration that epidemiological data will be provided at the time of the next annual update(s).

	2.
	Statement that the centre is working under the same conditions as the other centres belonging to the blood establishment, as specified in the standard contract between blood establishment and PMF holder.

	3.
	Updated relevant sections and annexes of the PMF dossier.


	D.6 Deletion or change of status (operational/non-operational) of establishment(s)/centre(s) used for blood/plasma collection or in the testing of donations and plasma pools 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1, 2
	1
	IA

	Conditions

	1.
	The reason for deletion or change of status should not be related to a GMP issue.

	2.
	The establishments(s)/centre(s) should comply with the legislation in terms of inspections in case 
of change of status from non-operational to operational.

	Documentation

	1.
	Updated relevant sections and annexes of the PMF dossier.


	D.7 Addition of a new blood establishment for the collection of blood/plasma not included in the PMF
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II


	D.8 Replacement or addition of a blood centre for testing 
of donations and/or plasma pools within an establishment already included in the PMF
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	1, 2
	IB

	Documentation

	1.
	Statement that the testing is performed following the same SOPs and/or test methods as already accepted.

	2.
	Updated relevant sections and annexes of the PMF dossier.


	D.9 Addition of a new blood establishment for testing 
of donations and/or plasma pool not included in the PMF
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II


	D.10 Replacement or addition of a new blood establishment or centre(s) in which storage of plasma is carried out 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	1, 2
	IB

	Documentation

	1.
	Statement that the storage centre is working following the same SOPs as the already accepted establishment.

	2.
	Updated relevant sections and annexes of the PMF dossier.


	D.11 Deletion of a blood establishment or centre(s) in which storage of plasma is carried out
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1
	IA

	Conditions

	1.
	The reason for deletion should not be related to a GMP issues.

	Documentation

	1.
	Updated relevant sections and annexes of the PMF dossier.

	D.12 Replacement or addition of an organisation involved 
in the transport of plasma.
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	1
	IB

	Documentation

	1.
	Updated relevant sections and annexes of the PMF dossier, including a list of all the blood establishments using this transport organisation, a summary of the system in place to ensure that the transport is performed under appropriate conditions (time, temperature and GMP compliance) and confirmation that transport conditions are validated.


	D.13 Deletion of an organisation involved in the transport 
of plasma 
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1
	IA

	Conditions

	1.
	The reason for deletion should not be related to GMP issues.

	Documentation

	1.
	Updated relevant sections and annexes of the PMF dossier.


	D.14 Addition of a CE-marked test kit to test individual donations as a new test kit or as a replacement of an existing test kit
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1, 2
	IA

	Conditions

	1.
	The new test kit is CE-marked.

	Documentation

	1.
	List of testing site(s) where the kit is used.

	2.
	Updated relevant sections and annexes of the PMF dossier, including updated information on testing 
as requested in the "Guideline on the scientific data requirements for a PMF".


	D.15 Addition of a non-CE marked test kit to test individual donations as a new test kit or as a replacement 
of an existing test kit
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	The new test kit has not previously been approved 
in the PMF for any blood centre for testing of donations
	
	
	II

	b)
	The new test kit has been approved in the PMF 
for other blood centre(s) for testing of donations
	
	1, 2
	IA

	Documentation

	1.
	List of testing centre(s) where the kit is currently used and a list of testing centre(s) where the kit will 
be used.

	2.
	Updated relevant sections and annexes of the PMF dossier, including updated information on testing 
as requested in the "Guideline on the scientific data requirements for a PMF".


	D.16 Change of kit/method used to test pools (antibody 
or antigen or NAT test).
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II


	D.17 Introduction or extension of inventory hold procedure.
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	1
	1
	IA

	Conditions

	1.
	The inventory hold procedure is a more stringent procedure (e.g. release only after retesting 
of donors).

	Documentation

	1.
	Updated relevant sections of the PMF dossier, including the rationale for introduction or extension 
of inventory hold period, the sites where the inventory hold takes place and for changes to procedure, a decision tree including new conditions.

	D.18 Removal of inventory hold period or reduction 
in its length.
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	1
	IB

	Documentation

	1.
	Updated relevant sections of the PMF dossier


	D.19 Replacement or addition of blood containers (e.g. bags, bottles)
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	The new blood containers are CE-marked
	1, 2 
	1
	IA

	b)
	The new blood containers are not CE-marked
	
	
	II

	Conditions

	1.
	The container is CE-marked.

	2.
	The quality criteria of the blood in the container remain unchanged.

	Documentation

	1.
	Updated relevant sections and annexes of the PMF dossier, including the name of container, manufacturer, anticoagulant solution specification, confirmation of CE-mark and the name of the blood establishments where the container is used. 


	D.20 Change in storage / transport
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	a)
	storage and/or transport conditions
	1
	1
	IA

	b)
	maximum storage time for the plasma
	1, 2
	1
	IA

	Conditions

	1.
	The change should tighten the conditions and be in compliance with Ph. Eur. requirements for Human Plasma for Fractionation.

	2.
	The maximum storage time is shorter than previously.

	Documentation

	1.
	Updated relevant sections and annexes of the PMF dossier, including detailed description of the new conditions, confirmation of validation of storage/transport conditions and the name of the blood establishment(s) where the change takes place (if relevant).


	D.21 Introduction of test for viral markers when this introduction will have significant impact on the viral risk assessment.
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II


	D.22 Change in the plasma pool preparation 
(e.g. manufacturing method, pool size, storage of plasma pool samples)
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	1
	IB

	Documentation

	1.
	Updated relevant sections of the PMF dossier.


	D.23 Change in the steps that would be taken if it is found retrospectively that donation(s) should have been excluded from processing (“look-back” procedure).
	Conditions to be fulfilled
	Documentation to be supplied
	Procedure type

	
	
	
	II
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