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1. Gap Assessment
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2. Risk Assessment .-
Risk Assessment \
« Risk management is applied in the T S |
development and maintenance of the CCS <o | Risk Analysis | e
« Risk Management is perform : | msmi'luaﬁm |
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- Assess, £ Risk Control z
- Reduce/eliminate (where applicable) " | — | £
- Control E[“” ] E
Related to Contamination Risks. 3 [ s | 5
« Justification of residual risk related to ‘ ’
contamination risk R )
Risk Review
- - ‘ Review Events I
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— Holistic Approach Governance

Defined oversight and escalation

Preventative
Control A

Monitoring of Controls

Preventative
Control B < Personnel In-process Material Environmental Utility Pest
p o Monitoring Monitoring Manitoring Monitoring Monitoring Controls
Preventative
Control C S
= Validation of Controls
9 Personnel Qual. & Process Qual. & TR Facility / Utility / Equip.
; E= Requalification Lifecycle e Qual. & Requal
:;""":’E'“" {:'b Lifecycle ‘ :
ntrol
- . .
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The Swiss Cheese Model E Facility &
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vulnerabilities, can all line up to Crici Hgg'e:% S Design ng:s:;‘:et’rl:’ SEL??n;:% N Cleaning,
accelerate a Risk into Crisis Hsas Whing ! fhzatt Sanitization

The CCS must be designed with layered/redundant control elements so Persannel Awareness / Quality Culture
that no single failure in each elements can lead to contamination Quality Risk Management
Scientific Knowledge

(PDA TR 90, 2023)
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Developing CCS

— Documentation
This CCS-Document
summarizes how a company
. approached each of the
CCS company wide elements and how company
. . maintain
CCS each line production the standard to ensure an

adequate level of
contamination control.

(How to Develop and Document a Contamination Control Strategy. A guidance
document by the ECA Foundation Version 2.0; December 2022)
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— Documentation

High level documentation

The CCS document has to
compile or mostly reference
documents providing
evidence that the CCS with its
elements are reliably
implemented

CCS — a 'living document”
that needs to be continuously
updated and improved.

il (How to Develop and Document a Contamination Control Strategy. A
M guidance document by the ECA Foundation Version 2.0; December

B.11. Validation of sterilisation processes

Following the GMP-requirements, all sterilisation processes have been wvalidated and re-validation takes
place on a regular basis | processes are under continuous verification Processes are re-validated after
Changes that require re-validation.

Validation of sterilisation processes is based on a ()RM approach and the underlying RAs menticnad in
Section B9,

Mote: The CCS does also refer to depyrogenation processes and their validation but this topic is covered in
the previous chapter B.10.

Relevant aspects for the validation of sterilisation processes:

s Sterilisation Validation SOP or VMP
*  SW-reports

Description Reference Document

The concept of 5V is described in SOP or
VMP

The concept of continuous process
verification or re-validation of sterilization
processes is described in SOP or VMP

SW-reports for sterilization processes
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— Documentation

1. PURPOSE

21

This document outlines a contamination control strateqy to safeguard product quality from microbial, particulate, pyrogen/
endotoxin, and viral contamination.

2. BACKGROUND

Step  Background

A Contamination Control Strategy (CCS) should be implemented across the facility in order to define all aritical control points
and assess the effectiveness of all the controls (design, procedural, technical and organizational) and monitoring measures

employed to manage risks associated with contamination. The (CS should be actively updated and should drive continuous
improvement of the manufacturing and control methods.

(ontamination control and steps taken to minimize the risk of contamination from microbial and particulate sources are a series
of successively linked events or measures. These are typically assessed, controlled and monitored individually but their collective
effectiveness should be considered altogether.

The development of the (CS requires thorough technical and process knowledge. Potential sources of contamination are
attributable to microbial and cellular debris (e.g., pyrogens, endotoxins) as well as foreign particulate matter (e.q., glass and
other visible and sub-visible partides).

3. SCOPE

Step

Scope

31 This document describes, at a high level, the manufacturing process and assodiated contamination controls for
<product/processes=> at the <fadlity/area.

<Product= is a <type of product, e.g., chemically derived drug substance for an injectable drug product=.

If this CCS is spedific to one portion of the product, refer to CCS for the other portions of the supply chain if intemal (or refer to QTA
if externally sourced), for example: The API for <product name=> is obtained from <extemal company, facility name=. This is

governed by a formal Quality Agreement [Reference(s): [XXX]. Detailed guidance on contamination controls for the <API name>
production processes is captured in a separate document owned by the <extenal company=>.

PDA TR 90, 2023)

4. RESPONSIBILITY

Step
41

Role

Quality

10

Responsibility

Ensure this policy remains current

42

Site Employees involved in GMP activities

Ensure adherence to the principles and policies outlined in
this document

32 The strategy is multifaceted and includes controls associated with the following:
Manufacturing process design, risk assessment, validation, monitoring

Facility design and environmental controls

5. CONTAMINTION CONTROL STRATEGY ELEMENTS: Sections may be rearranged as

deemed appropriate by the site. Add other important site-specific controls where appropriate.

Step  Contamination Control Elements

All elements of the (CS are summarized or referenced in the following sections to illustrate how these individual controls work together to
effect holistic control.

51

Manufacturing Process Design, Risk Assessment, Validation, and Monitoring (TR90 Sections 7.0, 8.0, and 9.0)

In this section, indude a short desciption of the process. Add a process map that identifies important process contamination
controls indluding antimicrobial agents, impurity removal steps, process hold times, and microbiological/particulate testing points.

Add overview of how process design controls the potential for microbial ingress, survival and growth/proliferation, microbial remaoval
steps, aseptic process simulation (APS), and risk assessments and validations related to these process contamination controls.

Add rationale for process testing scheme and limits for microbial (bio and endotoxin), viral, and particulates.

5.2

Facilities Design and Environmental Controls (TR0 Section 5.0)
Refer to current version of GMP drawings of facility maps with area dassification outlined.

Add overview of faility layout showing area dassifications, areas of segregation, direction of flows (e.g., upstream,
downstream, warehouse, raw material sampling). Indude overview of areas of enhanced biosafety levels.

Add overview for major environmental controls: design, temperature and humidity, air pressure cascade, cleaning and
disinfection, access control and fadlity flows, and pest control.

Add overview of barrier technologies, if applicable (e.g., isolators, RABS).
NOTE: Environmental monitoring is in Section 5.3.

53

Environmental Monitoring (TR90 Section 7.0)
Add overview of environmental monitoring, limits, and status of environmental qualification and periodicity of requalification.

54

Equipment Handling, Cleaning, and Sanitization/Sterilization (TR90 Section 9.2)
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¥ CCS Documentation Example

o D ocumen tat i on DI FASILITAS PRODUKSI FPV1 GD 43 LT GF UNTUK PROSES FORMULASI DAN PENGISIAN

PRODUK VAKSIN COVID-19 SERTA VAKSIN JERAP DAN KOMBINASI

No. Lap. : 267-CCS-G43GF-2023-VAKSIN Revisi: 2 Halaman 247 dari 298
STRATEGI PENGENDALIAN KONTAMINASI DAN MANAJEMEN RISIKO MUTU
STRATEGI PENGENDALIAN KONTAMINASI DAN MANAJEMEN RISIKO MUT DI FASILITAS PRODUKSI FPV1 GD 43 LT GF UNTUK PROSES FORMULASI DAN PENGI! 6.15.3 Pemantauan Kualitas Utilitas
DI FASILITAS PRODUKSI FPV1 GD 43 LT GF UNTUK PROSES FORMULASI DAN PER PRODUK VAKSIN COVID-19 SERTA VAKSIN JERAP DAN KOMBINASI
PRODUK VAKSIN COVID-19 SERTA VAKSIN JERAP DAN KOMBINASI No. Lap. 1 267 CC5 G43GF 2023 VAKSIN o2 Halaman 137 daril * Terdapat prosedur menitoring rutin terhadap kualitas WFI dan PW yang digunakan
No. Lap. : 267-CCS-G43GF-2023-VAKSIN Revisi: 2 Halaman 57 6.5 Material sesuai 100K-MON-AIR. Parameter untuk WFI yakni TOC, konduktivitas,
MAL waste out 43.GF.22 untuk selanjutnya ditangani sesuai |
. e Tatacara penanganan material mulai dari penerimaan, permohonan uji, peng endotoksin, bioburden, pathogen spesifik, dan pH. Untuk PW parameter yang
pengolahan limbah.
sesuai prosedur dan spesifikasi yang berlaku, penetapan status n dipantau yakni TOC, konduktivitas, bioburden, patogen spesifik, dan pH.

* Transportasi material antar ruangan dilakukan menggunakar

penyimpanan di Gudang Persedaian hingga distribusi ke masing-masing fas

(roda dorong), dimana terdapat kereta dorong khusus untuk Sedangkan untuk pre-treatment water yakni parameter pemerian, klorida, sulfat,

berkelas dan general area. Roda dorong untuk general area tid, telah diatur pada SOP 100K-SIS-RMM. kesadahan, mangan, besi, zat organik, zat padat terlarut, bioburden dan
masuk ke dalam ruang berkelas, begitu pula sebaliknya e Dokumen rujukan strategi pengendalian kontaminasi terkait pengend keberadaan patogen spesifik. Masing-masing parameter merujuk ke spesifikasi air

* Untuk transfer material bersih dari kelas D menuju kelas C d material di Fasilitas FPV1 Gd 43 Lt GF dapat dilihat pada table berikut . . ) I ey .
masing-masing (sesuai spesifikasi 100S-BL-AIR). Untuk justifikasi penetapan
mitigasi dengan menggunakan trolley tertutup atau wi

) L periode dan titik pementauan dilakukan sesuai dengan kajian Analisa risiko.
tambahan plastik, untuk mencegah adanya kontaminasi silan

] ] . Tabel 6.29 Dokumen CCS terkait Penanganan Material — Dokumen Referensi
perpindahan material dari ruang berkelas-CNC(general)-ruang | S— T = ‘ p Judul Dokumen No.
ol D Spesifikasi Spesifikasi Pretreatment Water (PTW), Purified 1005-BL-AIR
Penznganan Mzterizl Material dan Media sM-s3.1
Dokumen rujukan strategi pengendalian kontaminasi terkait alur material di fasili Raw Material 100K-SIS-RMM Water (PW), Water For Injection (WFI), Pure
Sampling Bahan Baku Sampling Bahan Baku 204K-5AM-RM Steam (P5)
Gd 43 Lt GF dapat dilihat pada Tabel berikut: Material Karantina Barang Persediaan 103K-KRT-BRG
Rilis Bahan Baku Raw Material 100K-5I5-RMM Pemantauan Pemantauan Kualitas Air 100K-MON-AIR
. P Risk Analisis Pemantauan Titik Sampling Pure Steam 100-RA-PS
Tabel 6.8 Dokumen CCS terkait Alur Material di Fasilitas FPV1 Gd 43 Lt € ) Plng
terkait Frekuensi sampling Water For injection (WFI) 100-RA-WFI
Dokumen Referenst 1 - T " n
Parameter Jodul ) * Pemantauan kualitas udara tekan yang dihasilkan dilakukan merujuk pada 100K-
Fenanganan Material dari Luar
Penanganan Material dari dan ke Ruang Berkelas 100K-515-32 .
ke dalam Ruang Produksi — _ MON-CA dengan persyaratan sesuai 1005-BL-CA.
Alur Material Deskripsi Sarana Formulasi dan Pengisian Vaksin & Pelarut 267K-Desk-01
Denah Fasilitas Formulasi dan Pengisian Vaksin 1 - Gedungt43 I -
Alur Material Bersin Lantai GF (Alur Material Bersin) 267-XLIII-GF-FL-04B Deskripsi Dokumen Referensi
Alur Material Ketor LD:n"[:"‘ ;5{':"3: :ﬁ'{'::;‘;:g"rr’"g“'a" Vaksin 1~ Gedung#43 267-XLIII-GF-FL-05B Judul Dokumen No.
Pencucian Vial Pengoperasi DS::RVBM Tunnel 267K VWash-01 Spesifikasi Spesifikasi L{dara Tekan — F:umpressed Air 1008-BL-CA
:im;:i“\;an Material yang broku Pembungiusan Materil untu Distenlsost [ Pemantauan Pengoperasian dan Pemeliharaan Kompresor 100K-MON-CA
an Dsterises Udara Atlas Copco
— E— - Risk Analisis Klasifikasi Titik UjiCompressed Air 100-RA-CAD2
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N e . _:l'/ Based on existing contamination control
Developing CCS

—a step by step process

* Continual

NG ' | Improvement

Cross functional team

Identify the risk of contamination

w s o

CCS company wide

CCS each line production
- i " Monitoring &

Holistic approach Evaluation
K <)

»y e\ U < Imple-

) ¢ ] .
Contamination Control Life Cycle (Adapted from Sandle, T (2017) ™ mentation pda org
Establishing a Contamination Control Strategy for Aseptic Pro i i -
Pharmaceutical Review 20(3), pp22-28)
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Challenges
—discovering the difficulties

Numerous facilities and a variety of products.
v
Various understanding

Multiproduct Facility design

Cross Contamination Avoidance Str

hn TIRE
ER¥EN@ COPYRIGHT © PDA 2024
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Key Takeaways
—the essentials to remember

Bio Farma as DS & DP Manufacturer

* Critical point should be for DP
* Gradually implement and comply for DS process

Robust Strategy in Improving The CCS

* Short Term Plan
* Long Term Plan

* Increase Monitoring and Detectability of Contamination

Collaborative Approach

Form a Task Force involving all cross-functional teams

hn TIRE
ER¥EN@ COPYRIGHT © PDA 2024
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N =

Thank you!

mira.mutia@biofarma.co.id
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Disclaimer

Presentation is for informational purposes only and is given in summary form and does not purport to be complete. Information provided in this
presentation should not be considered as advice or a recommendation or legal opinion on any specific circumstances or fact. All reasonable
precautions have been taken to verify the information contained in this presentation. However, the training and/or related presentation material is
being distributed without warranty of any kind, either expressed or implied. The responsibility for the interpretation and use of the material lies with

the participant and/or reader.

pda.org
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