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Pro¢ CCS

® Kontaminace - riziko pro kvalitu a dostupnost [éCiv

® QRM by mél zajistovat Fizeni kontaminace tak, aby byla minimalizovana
nebo detekovana

® Chybi propojeni dat a opatfeni - rlizné zdroje dat (kvalifikace, monitoringy,
provozni méfeni vs. CAPA)

® Annex 1 - holisticky pfistup k ¢asticové, mikrobiologické a pyrogenni
kontaminaci
e VSechny zdroje kontaminace posuzovany spole¢né
Technicka, organiza¢ni a personalni opatfeni na sebe logicky navazuiji
Rozhodnuti jsou risk-based (QRM) a zdokumentovana
Systém je zivy
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Co jeto CCS

® Contamination Control Strategy - Planovany soubor kontrol pro
mikroorganismy, endotoxiny/pyrogeny a ¢astice, odvozeny z porozuméni
produktim a procestm, ktery zajistuje vykonnost procesu a kvalitu
produktu. Kontroly mohou zahrnovat parametry a atributy tykajici se
Iécivé latky, pomocnych latek a materialll a sloZek Ié¢ivého pfipravku,
provoznich podminek zafizeni a vybaveni, pribéznych kontrol, specifikaci
hotového produktu a souvisejicich metod a €etnosti monitorovani a
kontroly
e Jedna se o zivy dokument stejné jako napfiklad SMF, méla by byt
prabézné aktualizovana
e Na vyvoji a revizi CCS by se mél podilet tym expertii napfi¢ celym
zavodem

® ECA Task Force on Contamination Control Strategy — guide vydany ECA
Foundation 12/2022
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Prvky zahrnuté v CCS

Design zavodu a procesu véetné prislusné dokumentace

Prostory a zafizeni

Personal

Utility

Vstupni materialy - véetné IPC meziprodukt(

Obaly a uzavéry

Schvaleni dodavatell (kli¢ové slozky, sterilizace, SUS, kritické sluzby)
Rizeni outsourcovanych aktivit véetné informaci

Procesni analyza rizik

Validace procest a sterilizacnich procesu

Preventivni udrzba

Cisténi a dezinfekce

Systémy monitorovani

Preventivni mechanismy - trénovani, vySetfovani, ur€ovani kofenovych pficin, CAPA
Kontinualni zlepSovani zalozené na informacich vyse

DDD
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Tvorba CCS

e 3-stupriovy pfistup:
e Stupen 1: vyvoj (nebo revize/vylepseni) CCS

e Stupen 2: kompilace dat
e Stupen 3: hodnoceni

Stage 1: Develop (or review and refinefimprove) the CCS

dentiy th riskof contamination and the measures
(including procedures, controls,rationale, QRM, et that
should be implementedto minimize contamination
(chapter 4.2}, osfollows:

1. Level 4: Explicit Annex 1 Requirements —

expressed n figure ond numbers

01 2. Level8: Explct Annex 1 Requirements — written
expectations

3. LevelC: Implict o not learly written

requirements for aspecific process,situation, or

condition

03 02

Stage 3: Evaluate the CCS @ as Stage 2: Compile the CCS documentation
Provide evidencethat te measures are 1363 Document il the measures(ncludingprocedures,
Working to prevent contamination by ] contros,rationale, QRM, efc) to prove that CCS s
ongoing and periodic eview,cesulting implemente(Chapter 4.3).

appropriate quality system updates
(Chapter4.4).
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Stupen 1: Vyvoj

® \/yvoj musi byt zaloZen na dokonalé znalosti procest a produktti, znalosti
sterilni vyroby, QRM a kontrole kontaminace
o Zakladnim kamenem je QRM (vychazi z ICH Q9 QRM)
Porozuméni vlivu prvkd na CCS
Identifikace CO by mohlo predstavovat riziko

Vyvoj méfeni pro eliminaci nebo redukci rizik na pfijatelnou Uroven nebo dikaz ze
rizika jsou pod kontrolou

Provést nebo implementovat opatfeni a zajistit spolehlivé provedeni opatfeni
Dokumentace provedenych opatfeni
e Vyhodnoceni efektivity méreni
® P¥iklady opatieni (mé&feni):
e Kvalifikace, validace (systémy, procesy, sterilizace, dekontaminace atd)
Monitoring
SOP
Definice a implementace kontrol (IPC, QC testovani..
Skoleni personalu
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Stupen 1: Vyvoj

® Pozadavky podle Annex 1 - kritéria
o Napfiklad pocty €astic, mikrobiologicka kontaminace..
o Gap analyza stavajicich kritérii

® Pozadavky podle Annex 1 - slovni odGvodnéni
e VétSina pozadavkl v Annex 1 je slovnich, proto je vhodné i slovni odivodnéni
e Vychazi obvykle z QRM
e Zahrnuje i alternativni pFistupy

® Nedokonale nebo vagné definované pozadavky
e Vychazi z QRM
o Napfiklad vysvétleni pro¢ néco délame jinak
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Stupen 2: Kompilace dokumentace

® Souhrn vSech dokument(, které se tykaji atributd zmifiovanych v CCS
e Analyzy rizik

VMP a validace/kvalifikace

Kalibrace, plany udrzby

Monitoringy a analyzy (IPC, release testy, propousténi..)
SOP/politiky/pracovni postupy

MBR, specifikace produktl, propoustéci specifikace
Specifikace vstupnich materialt

Obecné QA dokumenty (feSeni odchylek..) a dal$i dokumenty

Vysledky monitoringu v€etné hodnoceni trendd (CPV, PQR, historicka EM
data..)

Reklamace
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Stupen 3: Vyhodnoceni CCS

o Ugelem neni jen dokumentovani véech kontrolnich mechanismu, ale
holisticky pohled na méfeni a prevenci kontaminace

Méfeni jsou ucinna pro prevenci kontaminace
Zbyvajici riziko kontaminace je akceptovatelné na zakladé definovanych
regulatornich a procesnich limitG a parametrd
CCS ma byt pravidelné revidovana a zlepSeni maji byt implementovana
Frekvence revize CCS: zvazit v pfipadé

® zmény v procesu,
odchylky/vyjimky, které ovlivni program,
nové zarizeni nebo novy produkt, ktery by mohl vyZzadovat revizi
Vysledky trénovani a analyz ukazuji na potencialni mezeru v CCS
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Odpovédnosti a vyzvy

® Zodpovédnosti a pozadované zdroje by mély byt definované napfi¢
organizaci

e Podle EU GMP (VYR-32) kapitoly 1 a 2 je hlavni odpovédnost na vy$Sim
managementu

e Zbyvajici riziko kontaminace je akceptovatelné na zakladé definovanych
regulatornich a procesnich limitd a parametra

CCS ma byt pravidelné revidovana a zlepSeni maji byt implementovana
Frekvence revize CCS: zvazit v pfipadé
e zmény v procesu,
e odchylky/vyjimky, které ovlivni program,
e noveé zafizeni nebo novy produkt, ktery by mohl vyzadovat revizi
e Vysledky trénovani a analyz ukazuji na potencialni mezeru v CCS
® \/yzvy pfi holistickém pfistupu
e Velké mnozstvi dat
e Prediktivni a proaktivni pfistupy

ZSNTIVA :

CCS

e CastA:
o Uvod — obecny popis k &emu CCS slouZi a co zahrnuje
e Definice a zkratky

o (CastB:

o Obsahuje jednotlivé body z obsahu — rozpracované textové, pfipadné v podobé
tabulek a diagramt (napf. jednotlivé mistnosti — tfida Cistoty, flow diagram
procesu)

e Obsahuje reference na dokumentaci k jednotlivym bodim (napfiklad
specifikace, SOP, RA..)

® Ostatni ¢asti:

Souhrn a zavér — navrhy na zlepseni
Reference - pfedpisy

Prilohy

Historie dokumentu
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Priklad CCS - obsah

1. Purpose and scope of the document
2. Definitions and abbreviations
3. List of the GMP sites
4. Brief description of the plants and facilities (refer to SMF)
5. Brief description of product currently manufactured
6. CCS and site's objective
7. CCssco
8. CCS cross-functional team
9. Roles and responsibilities
10. CCS communication and decision-making process
1. QRH scope in regard to the CCS requirements
nce to gap assessment vs. the CCS requirements

12. Ekmns to consider for the CCS

Facility layout and process design
Cleanroom classification
Cleanroom Pressure, temperature, humidity, etc.

Premises and Equipment
i, Equipment
L Process equipment cleaing valideion
2. Qualdication (refe
51 Stination Vakdaion o the equipment and PPM
4. QRM and controls
Premises

Cleanroom qualfication
2. Cleaning and disinfection of cleanroom and aseptic core
3. Maintenance program
4. Mterial transfer and disinfection
i, HVAC layout
Personnel

nnel Flow
Personnel Training and qualification
4. Utilities
Water
1. QRM and controls
2. Preventive maintenance program
3. Qualification (reference) and routine monitoring

1. QRM and controls
2. Preventive maintenance prograr
51 Quathcaton (eference) o routine menitoring

1. QRM and controls
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2 mintenance program
5 Catneston rteree) o vodine monring
4. Validation of sterlization process
. Raw material including i 1
i Intermediate, product, material
f. Product containers and closures.

g iers, sterilization of
and single-use systems (S05), and critca service providers.
rty managemer
gle Use Systems
1. Patticulate monitoring
2. Integrity monitoring

critical
information ies, .9, isati
i Process risk assessment
. Aseptic manipulation and intervention risk sssessment
Product A

1. Listof the QRM
2. List of the routine sampling and controls
roduct B
5.
ke

9 equipment, uti

ties, and premises

a standard

feasibility of i d

environmental contamination.
13. €C5 Evaluation
a. Overview of the critical controls
b. Contamination residual risk threshold
c. Listof the QRM p:»t of the CCS (See Annex )
B)

d. Rowtie K1 and tay

= Periodic review of the

£ Elemnsnhnmggeru\eccs review
14. Conti decision (: )
15. Conclusion

16. References
17. Document history
18- Annexes
ist/link of QRM related to
ik ofthe procadures/ paicies rlated to CCS
<. List/Link to the rationale, strategy/position paper, etc.
d.. Link to gap analysis
e. Summary of the improvement to implement
£, Summary of the KPI to follow in routine. Including e.g., EM data, etc.
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Priklad CCS
Qntemat
ZeNTIVA SUPP000S46147,v10 (0P0002350%) A ik
dokumentu: QUE-000522707
Obsah
1 Goal of Risk ,\Mmm(cc:) 1 ¢il €cs. 4 'é"’"’” Zentiva jsou Klasifikoviny akio: Kontrolovane prostory
2 Tamand ilites / Tym a odpoved 6 - i s pravily GMP a dalSi prid. Do o lgore spdi sy pro bled svrenih
3 Used abbreviations  Pousieé o Y’vmhm prosy G s doviny vsuades sy Ca U obldemna i il
4 Methodology of risk analysis / Metodika analjz ri a
S Performance! P N Zaoblenmi rohy. vmm.mmn auzpvaci prainéty jsou splachova,
6 Documentation of the CCS / DOKUM en16e CCS s siss ) Vstavba objekau vychizi = dokondeného projektu a standandnich stavebnich metod, ndstrojii a technik.
o o Prastory jsounaveny a ybaveny tak aby tyia zjténa maxindini ochrana prot vkt hm, i
s a jinjoh vocichi, zgména hlodave, a aby by porciy materidly, keré minimalii mitzobiologioké
Sifeni a usnadini ténta decinfokci
Clean rooms:
/VW‘“ sterilni f’" hvicek Clean rooms are designed, used and maintained in such a way that microbiological, chemical and
213 iz mecancl cnaminsion s evensd frm enering,dveloing n beng maianed. T roms e
G313 Wriprdanion rota v na e designed to pr product . 1 is dircted from the Claniiness
Production equipment/ irobni za eni. )o minimum 10Ps between
2.1 jecion - List o majo cqipment i regard o contaminaion control / njlcs - the diffrnt cleanliness classs. Exceptions are places where substmces are handled that could
secnam NwwEh 2arient  bledm s hovirol b . such as fume hoods, serlztion
6222 St ointment - List of major suipment i regad 1o onaminsion conrl / ers.
Sterilni masti - seznam ohledem na In cleanliness ch: A, laminar flow chambers are located, where a speed of 0.36-0.54 m/s with uniform
6223 Listof inregard T fow is maintine
lahvicky hlavnich zafizer 23
6224 MB laboratory equipment / MBK laboratof - seznam hlavnich zafizeni 24 nd HV.
for sterile productions, mlcwbmlngul laboratory -cIasesC and D, SSDF - classes C and D, LDF
63 Penome/ Praco - ~classes C and D. AndB - 1x 6 months.
631 Geens- Teining Obecné— sholenialhy Quilcionof den rooms conar:
akage anf integrity test of installed HEPA filters
632 """"‘*“ requirements /. “”““"’V"‘ nazdravomi siav. Tem on air flow ~ volume and number of exchanges, resp. velocity of laminar flow (0,36-
633 Gowning g -
34 ClanRoom Cloting am&mmm,mm ostmy
63.5 Persomel Monitoring / Monitoring persondu est ofpressure differences
Test and visualisation of airflow pattems
64 Usiities/ Ltikiy. Microbial contamination by air and on surfaces
641 General - Water system regarding to sterile production / Obeené - Vodi systém 5 Temperatire o et bty s
ohiedem na sterilni 34 omperne
Purified Water / Ciiténd voda 3 ecovery tes
64.12  WFI/ Vodapro injekce 37 Containment leakage test
6413 Clean skann) Ciosi pls Clasifiation - paticle monitoring
6414 Watermoniioring/ omioring vod.
642 General - Other relevant utiltes, such as steam, mmma ar, mrmgen,m/l)b:cré Cist rostory
- Dal iy, jako je pira, sdadeny vzduch, dusk atd -4l Cist prosons jsou komsiruoniny, a udroviny tak, aby nedochizelo k vk, veniku a
pt
uibtovinl Eptaminace mirobbIogct, c»,mm  mechanicé. Prostoy jou loncipviny &
6422 Plyny (ve styku s produk 42 ochrané produki, &1 od koli (niZSi tFidy
Topem mista
e e manipuovin  ikami i by mohly 1t ool ek oz rocomy. npriod
digestore, navazovacizoltory nebo napiilad strilizacni Komory
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Priklad CCS - obsah
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