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[ 21. Quality control

1. Principle

[ 20. Finishing of sterlie products

Filtration of medicinal products which cannot sterlized in their
" final container

| 3. Clean room and clean air device classification J

[ 18. Sterilization with ETO

4, Clean room and clean air device monitoring ]

[ 17. Sterlization by radiation

5. Isolator technology ]

| EMA GMP Annex 1-2008

6. Terminally sterlized products ]
15. Moist heat
7. Aseptic preparation ]
[ 14. Sterlization by heat
8. Personnel
[ 13. Sterilization

10. Equipment

12. Processing

11. Sanitation




11. Glossary

9.1.General

9.2.Envirenmental monitoring 2. Principle

9.3.Non-viable menitoring 9. Viable and non-viable environmental and process monitoring

9.4.Viable monitoring

8.1.Terminally sterlized products 4, Personnel

8.2.Aseptic preparation

8.3.Finishing of sterile products EMA GMP Annex 1-201712 5.1.Barrier Technologies

8.4.Sterilization 5. Premises 5.2.Clean room and clean air device qualification

8.5.5terllization by heat 5.3.Disinfection

8.6.Moist heat sterilization

S Tl eEtpRaT B

8.8.5terilization by radiation

{ 8. Production and specific technologies

8. 5terilization with ETO
8.9.5terilization wi 7..\Water systems

Filtration of medicinal products which cannotbe sterilized in their final
container 1. Utilities
8.11.FFS

7.2.Steam used for sterilization

7.3.Compressed gases and vacuum systems

8.12.BFS technology 74.Cooling systems

8.13.Lyophflization

8.14.Closed systems

8.15.5ingle use systems




1.General

2.Environmental monitoring

1.No title 11. Glossary

1.No title

Viable particles

5.APS (MF)

1.Terminally sterlized products

2.Aseptic preparation

Non-viable particles «{ 9, Viable and non-viable environmental and process monitoring \

1.Scope

1 2.0RM to the entirety of Annex1, not specific paragraphs il

{

1 3. Some principles in this annex also apply to other non-sterile products Bl

1.Key areas for contamination minimizing

2.QRM used in processes, equipment, facilities and manufacturing activities

3.QA &CCS are particularly important

2. Principle

Altogether to consider controls and steps to minimize the risk of
“contamination

5.CCS elements

Sloe reliance for sterility or other quality aspects should not be placed on any B
“terminal process or finished produt test

m 1.QRM should updated reqularly |

3.Finishing of sterile products

4.Sterilization

5. Sterilization by heat

6.Moistheat sterilization

7.Dry heat sterilization

EMA GMP Annex 1-202002

8.Sterllization by radfation

9.Sterilization with ETO

10.Filtration of products which cannot be sterilized in their final container

{ 8. Production and specific technologies /

11.FFS

12.BFS

13.Lyophilization

14.Closed systems

15.5ingle use systems

e )

1. General (no title)
2.Barrier Technologies

3.Clean room and dean air qualification

1.General(no title)

4.Disinfefion

1.No fitle

2.Water systems

6. Utilities ‘

3.Steam used as

and vacuum systems

1.No title




14. Glossary

13.1.1 Aseptic processing isolators

13.2.2 BFS technology 13. Appendix

13.3.Processing prior to filing and sealing operations

12, Batch record review: process control documentation

11.1.Microbiological laboratery controls

11.2.Sampling and incubation 11, Sterility testing

11.3.investigaion of sterility positives J

10.1.Environmental manitoring

10.2.Microbiological media and identificaiton

1. Introduction

2. Background

4.1.Critical area- class 100 (1SO5)

4.2.Supporting Clean Areas

. . 4.3.Clean area Separation
4, Buildings and Facilities
44.1.Membrane
44 Alr Filtration

44.2.HEPA
FDA Sterile Drug Products 45.Design

10.3.Prefiltraton bioburden { 10. Laboratory controls

104.Alternate microbiological test methods

10.5.Particle monitoring

9.1.Process Simulations

9.2.Filtration efficacy 9. Validation of aseptic processing and sterilization

9.3.Sterilization of equipment, containers, and closures

5.1.Personnel
5. Personnel Training, qualification, & monitoring 5.2.Laboratory Personnel

5.3.Monftering Program

6.1.Components

6. Components and container / closures
6.2.Containers/Closures

1. Endotoxin control

8. Time limitations
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POS Exc T H
Score build from PQS Effectiveness & PQS Efficiency

PQS Effectiveness: Nr. of Ations PQS Efficiency:
ce Level Delivery (OTIF) - From internal audit Maintenance Cost/Total Cost
omer Complaint Rate - Quality Cost/Total Cos
: R I East fi;;r ) \I-emi\ ¢ Maintenance/Total Cost
FTE QC/ Total FTE
FTE QA/Total FTE
B — RO Inventory

* Rejected batches i%%ﬁﬁ

Sr00S
SEIG E
HE S R W

. . . I HICAPA

fnsgagug;:;l;;shl_emm : _?:k tea;f Eﬁﬁ = PR * Invalidated 008
IKF- N 5

= Suggestions (Quality) * Level of safetygﬁﬁu RS =

* Employee turnover {Incidents)  ErEH= A P R [R) J

Cultural E:fcd]en.ce: Quality Behavior FiHATA i b4 2

s  Preventive maintenance [4] TR g [ =

* Housekeeping 1 (T A 7

= Process management [1] TZEH

= Cross functional product development [1]




Authority Notifications - J5i & &5 ) i & &

10 Recall (YtD 5, last year 11)

Market Actions (Target : 10 Recalls or less)
Market

Market Withdrawal (YtD O, last

June, One (1) Recall: s year 3)

Actions * 0OOS potency results at 12 Fie)ld Correction (YtD 3, last year
i i 14
months in XX City Customer Notification Letter (YtD|
0 2, last year 8)

Stop Sale/Stop Distribution (YtD 3]
last year 15)

Jul-19 Aug-19 Sep-19 Oct-19 Nov-19 Dec-19 Jan-20 Feb-20 Mar-20 Apr-20 May-20 Jun-20

3
Agency Notifications (Target : 8 Infraction Letters or Iess
5 FDA Warning Letters (YtD 0, last
Agency year 1)
e . . USDA Infraction Letters (YtD O,
Notifications June, No Letter was received 1 last year 4)
e S USDA Advice Letter (YtD O, last
% [=] Z] year 5)
0 Regulatory Letters (YtD O, last
Jul-19 Aug-19 Sep-19 Oct-19 Nov-19 Dec-19 Jan-20 Feb-20 Mar-20 Apr-20 May-20 Jun-20 year 0)
20

Notification to Authorities
NOtiﬁcation to M # Of Notifications (YtD 47, last

Authorities June, 9 issues elevated to RNR |14 year 107)
and 8 notifications. [ Of RNR (YtD 54, last year
n
0

Jul-19 Aug-19 Sep-19 Oct-19 Nov-19 Dec-19 Jan-20 Feb-20 Mar-20 Apr-20 May-20 Jun-20

60

Regulatory Inspections (Target : No cessation or shutdown of
| 50
Regu a'fory June, Three (3) agency 40 mahufacturing operations) B Critical Obs (YtD 5, last year 29)
Inspections insp;(e;;c(ions occurred. ig : Maijor Obs (YtD 22, last year 97)
. 10 E Minor Obs (YtD 23, last year 104)
XXX 0 | - | - .I I:I | - | —

M # of audits (YtD 13, last year 52)

Jul-19 Aug-19 Sep-19 Oct-19 Nov-19 Dec-19 Jan-20 Feb-20 Mar-20 Apr-20 May-20 Jun-20




KPI's - QAR i = = i

Deviations

Deviations
% closed by
Original Due

Date
w22 B2 B 2% P %

CAPA
% closed by
Original Due
Date

Complaints

Open >30 Days

As sites implement
proper CAPA, %L1
deviations should

increase.

Information is from
original due date

Sites extending about
50% of deviations from
original due dates.

CAPA need to be

actively managed
Platforms to take
action within sites
driving this metric

Very big improvement.
in 2020

Further changes to the
process underway

0%

% Deviations

B %L1 vs. All

XXX oo oo oo . . ° o oo oo oo XXX
l I ' . I I I I . I l g

cooee LB (%L1 vs.
Jul-19 Aug-19 Sep-19 Oct-19 Nov-19 Dec-19 Jan-20 Feb-20 Mar-20 Apr-20 May-20 Jun-20

All Deviations)

100%

0%

% Deviations Closed by Original Due Date

ceccceos .o .o . . L 00 ce ° % Deviations
Closed by Original
Due Date

Jul-19 Aug-19 Sep-19 Oct-19 Nov-19 Dec-19 Jan-20 Feb-20 Mar-20 Apr-20 May-20 Jun-20

100%

0%

% CAPA Closed by Original Due Date

.
cosscceessccssccssee . o oo oo : % CAPA Closed by
l l . Original Due Date

Jul-19 Aug-19 Sep-19 Oct-19 Nov-19 Dec-19 Jan-20 Feb-20 Mar-20 Apr-20 May-20 Jun-20

IR . . Complaints Pending >30 Days
® o .....,... I nvestigations
...--.,...‘. Open >30 Days
EEEeNE-:
- (Investigations

Open >30 Days)
Jul-19 Aug-19 Sep-19 Oct-19 Nov-19 Dec-19 Jan-20 Feb-20 Mar-20 Apr-20 May-20 Jun-20
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WHERE ARE WE GOING?

2018 - 2020

Quality Governance « Clear quality accountability

* Product Quality « Aligned objectives

« Regulatory Compliance System Reliability - Simplified Efficient Processes

« Customer Satisfaction » Quality Talent Developed

Centre of Excellence » Enhanced Decision Making

& ACCOUNTABILITIES & STRATEGIC FOCUS & EXPECTED OUTCOMES
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