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Percentage of Drugs Newly in Shortage by Reason. Calendar Years 2013-2017
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Quality Issues
Unknown
Increase in Demand

Natural Disaster

Production Discontinuation
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CDER is developing a prototype assessment protocol covering five practice areas
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QUALITY MATURITY
MANAGEMENT

& ,

IS NOT 2\UD|T GMP7} 41 %3} Cta2

= Risked Based approach, Critical Thinking

to confi r m com pl ian ce = Statistical tools should be used

= Established scientific evidence

With CG M P and ICH = Regularly reviewed & monitored

= Prevent the possibility of occurrence in advance

| | i
G u Idel I ne reg u Iatlon S » = Responsible for quality culture and task

= Constantly engaged in knowledge activities
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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Request for Quality

Metrics
Guidance for Industry

Food and Drug Administration

[Docket No. FDA-2018-N-1886]

Quality Metrics Site Visit Program for
Center for Drug Evaluation and
Research and Center for Biologics
Evaluation and Research Staff;
Information Available to Industry

DRAFT GUIDANCE

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
[Docket No. FDA-2018-N-1903]

e Modernizing Pharmaceutical Quality

o : Systems; Studying Quality Metrics and

777 Quality Culture; Quality Metrics
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2022 FDA Metrics Update - Choose your own Adventure

Mfg. Process Laboratory Supply Chain
Performance PQS Effectiveness Performance Robustness

Lot Acceptant ; * Adherence to * Fill Rate

Rate (LAR) * Change Control Lead Time P

Effectiveness Disposition On-
- glght First Time o OverallEquioment | ?ght First Time Time
gte Effectiveness ale * Days of Inventory

* Lot Release Cycle | « Unplanned * Calibration On Hand

Time Maintenance Timeliness
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Reference Document : 1.E Essentials of a PQS
Author: Lothar Hartmann Ph. D. / Update 09

€ Key Performance Indicators (KPls)
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Reference Document : 1.E Essentials of a PQS
Author: Lothar Hartmann Ph. D. / Update 09

€ Key Performance Indicators (KPls)

KPI Type Content KPI Type Content
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« ISPEQ| PQLI(Product Quality Lifecycle Implementation) O|L|ME|E= Q8,
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Change Management
System

APQ Guide: Change ; . APQ Guide: Cultural APQ Guide: Management APQ Guide: Process
APQ Guide: Corrective o .
Management (CM) System . . . Excellence Responsibilities & Review Performance & Product
Action & Preventive Action . o
I (MRR) Quality Monitoring System

(PPPQMS)
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Maturity Area Maturity Factors Maturity Level Characterization

Governance and Organization (continued)

Procedures Established No established | Ad hoc Some procedures | Procedures for | Procedures
procedures defining | procedures for | procedures for | and standards | all key areas reqularly
key activities and key data integrity | data integrityin | exist but not fully integrated | reviewed and

processes related activities | some cases covering all data | into the QMS improved based
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Employee Ownership: Understanding Quality Goals

1 2 3 4 5
Impact on Product Quality |  Associates can clearly e Associates can clearly e Associates can clearly e Associates at all levels can
e Associates can't clearly explain what they have to explain what they have to explain the specific critical explain process capabilities
explain their role and get done, not necessarily get done and what the quality attributes, their and their impact on
impact on quality goal what’s important to critical process parameters |  importance and linkagesto |  specific product critical
eneral gu-i are the opergPsns / processes quality atp#butes
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Culture
of Quality

- RSl Quality Culture is Driven by RIS g
Top Management

D

& Manufacturing Consistency

Strong Corporate Quality Culture

aily Decisions...

Quality/Compliance Path...

Compliant 4

Unreliable Systems &
Manufacturing Problems

uence your direction

Defects, Regulatory Actions,
Business Failures

The legal standard “minimum” or “floor”
minimum GMP requires good practices.
¢ not be confused with “minimal”

TIME




Governance Capabllities

Leadership

Mindset

Integrity

Minimum

B Average
B maximum
Survey Question Average and Ranges
Patlent focus: | know which parameters of our products are particularly ' | | | ' | ‘
|mportant for pati ; 4 t I t
Tralning: The trarnrng I ha\re recewed clearly helps me to ensure quahty in | | | | ‘
the end product i * | I |
Problem solvlng AII Irhe workers are regularty |thIved in problem | | |
solwng trdubleshoohng and |nvest|gat|ohs : 1 | | I }
Ftecognltlon We recognize and celebrate both individual and group | |
ach|evements in qual |t1.r ! ' | i I I }
Metrlcs Upto date quahty methcs {e g detel:t:s reret:ts complarnts) are
posted and easrly wsrble near each productron ||ne } n + } i I }
Knowledge: Each line worker can explain what I|ne qualrty mtormahon is | |
tracked and why ; + } | I :
Cnntlnual Imprmrement We are regularly traekrng vanahons in process ‘ | | | |
Coachlng: Supervisors provide regular and sufficient support and | | | |
eoachlhg to I|ne workers to heIp them |mprove qualrty,r | ;
- _— assansanimsrnninsen e o on s e ) ...............1...............1........ .....I........ o e s s s o ......I....... wanssnfuaniania
Dlalogue: We have dally quality metrics reviews and quelrhr issues ‘ |
discussions on the shop floor ! t I I I ;
Gemba- Management is on the noor se\reral tlmee a da)r both ror planned | |
meet]ng Iso lo obsenre and contrrb | ! : : I I :
Awareness. Every line worker is aware of the hrggest qualrtg.r issues on | | |
their line and ‘what is being done about them
Responsibliity, All employees see quality and cdmplranee as therr | | | |
personal reeponerttrlrh.r
Openness: | am not afra|d to ohng quahty issues to the mahagement 5
attentron ‘ | | | | | ‘
Ethles: People Iwork wrth do not explort to therr advahtage |ncoh5|stencres
or “grey areas” in procedures | | | |
Motlvation: All employees care about dorng a good ]ob and go the exira | | | |
mile to ensure quality | | l | l | L
30




Ot

Xl
=

e<L:

A=k

CAPA Metrics
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Examples of Leading CAPA Metrics

Step

Quantitative Metrics (Target or Trend)

Investigate :
...to find root cause

% of CAPAs with Root Cause

Implement :

...actions to eliminate root cause

% CAPA Overdue

Evaluation :
...to prevent recurren

ce

Preventive Action to Corrective Action Ratio
% Effective CAPAs
% Recurring Issues
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Do you measure CAPA effectiveness and identify CAPAs

LNV that are not effective?

7457
(ﬂ——, aaddh
XHE,42)
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Level 4 (@) (@) (@) (@)
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16 Appendix 7 - APQ Benchmarking Tool

AZIP file containing this tool is provided with this Guide at the time of purchase.

Institute of Techaology Management

;E University of St.Gallen

Switzerland

Introduction
St.Gallen APQ Benchmarking Tool

mm

ISPE's Advancing Pharmaceutical Quaity (APQ) Program 1s intented 1o provide practical guidance to advance the state of qualty withn pharmaceutcal manufacturng organgatons
principles defined in ICH Q10. The program provides an “Assess, Aspire, Act and Advance” framework by which an organization can evaluate s cuent maturty in each element and improve subsequently. The
M«amwnmunm designed especiall for use as a pre- and post assessment wilh ISPE's APQ Program. Used in conjuncion wh the ISPE Program, the benchmarking

mmmmhm, Journey The scienific basis of this work is an Operasonal Excellence
sy more and around 100 QC Labs.
Your commitment
Filing out the Ste Level, ICH Q10 and Enablers sheets and around 30 minutes sheet. The tm (eg dicators) d
difters from company 1o company. e
Your benefits.
Your your g ased on the St model, which allows
you y your quaity, service 25 wel as your A gen your
7 nst
The confidentlality of the data
Thank you very much for your participation!
APQ Deep Dives
CAPA
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How to the form:
du
[ | Ploase enter text
Please click the appropriate box(es):
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Bio-Support

APQ

ISPE Quality Management. Matutity Program

Advancing
Pharmaceutical
Quality

’ Institute of Technology Management
A
(7N University of St.Gallen e ls P E p Your i
St. Gallen APQ Benchmarking - ICH Q10 Maturit,
Management
Resg‘onsibilities
100 KEY
Management Knowledge .
nagement Tomse
re— Avme
Change High Performer (HP)
Managementé CAPA System
System
Quality Risk
Management
Environment,
Health & Safety
Change Management
System Avg.  OHP Avg. OHP

I To what degree do you utilize quality risk management to evaluate
proposed changes?

s O] 20 32

You:

Do you have a SOP for proposing, evaluating, approving, reviewing
and managing change control and are your employees trained in this

To what degree does Management evaluate whether the change
objectives were achieved?

3O 20 s

| To what degree are proposed changes evaluated by expert teams from

relevant areas (e.g., Pharmaceutical

Quality, Regulatory Affairs and Medical), to ensure the change is
technically justified?

s ] 28 3

To what degree do you evaluate that there was no deleterious impact
wqudllyumﬁomhpmﬁmlll;cyehmmmmdond

3 ] 29 33

You:

You:

You:

How often is quality department actively involved in the change
management process?

s ] 29 3

You:

To what degree have you implemented tools and methods to deploy a
continuous improvement process?

3O (29 a3

You:

Slide 27
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Change Management Risk Management Requirement Management
— 9 Review
Initiate S
Quality Risk Management Process )
Step 1 - Propose Risk A nent Inspection / :
] Agreement to Develop : F,JAudit Supplier
Risk Identification | i Changes
T Findings
/" g l Risk Analysis |
v

l Risk Evaluation |

2
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c v Risk Control
> Step 2 - Evaluate -l I % Z99l TIAIM)
s Approval to Implement g [ Risk Reduction | @
g &
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%’, / ﬁ l Risk Acceptance | + fg
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Step 3 — Implement I
Implementation Complete OQutput / Result of the 2022. 9. 30.
Quality Risk Management Process

}

N,

Step 4 - Review _4____, isk Review | O AlZE O EOHMA

Evaluate Effectiveness of .. ) [
Change Implementation ‘ Review Events [ S| EQFM =z
O EFE I

Relationship between Change Management System Model and ICH Q9 Quality Risk Management Model
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Wisdom

Knowledge

Information

Data

Expeience  Insights

>

Knowledge

Information

Data

Understanding
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(Quality Management and Maturity Assessment)
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Questions? Bio-Support
More Information?

THANK YOU

Tel: 031-446-7200
M.P: 010-6290-6080
E-mail: gmpkbs@biosupport.co.kr
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