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describe the procedure for initiating, approving, implementing,

g out and monitoring effectiveness of Corrective and Preventi\

CAPA) which are generated through quality managemen
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ICH Q7: Good Manufacturing Practice for Active Pharmaceutical

Q9: Quality Risk Management

)10: Pharmaceutical Quality System.

nes for Good Manufacturing Practice for Mec

nan and Veterinary Use
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3.2.2 Corrective Action and Preventive Action (CAPA) System

The pharmaceutical company should have a system for implementing corrective
actlons and preventive actions resulting from the investigation of complaints, product
rejections, non-conformances, recalls, deviations, audits, regulatory inspections and
findings, and trends from process performance and product quality monitoring. A

structured approach to the mvestigation process should be used with the objective of
determining the root cause. The level of effort, formality, and documentation of the
investigation should be commensurate with the level of risk, in line with ICH Q9.
CAPA methodology should result in product and process improvements and enhanced
product and process understanding.
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Corrective Action:

Action to eliminate the cause of a detected non-conformity or other undesirable
situation. NOTE: Corrective action 1s taken to prevent recurrence whereas preventive
action 1s taken to prevent occurrence. (ISO 9000:2005)

Preventive Action:
Action to eliminate the cause of a potential non-conformity or other undesirable

potential situation. NOTE: Preventive action 1s taken to prevent occurrence whereas
corrective action is taken to prevent recurrence. (ISO 9000:2005)
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Table II: Application of Corrective Action and Preventive Action System
throughout the Product Lifecycle

Pharmaceutical Technology Commercial Product
Development Transfer Manufacturing Discontinuation

Product or process CAPA can be used as | CAPA should be used | CAPA should
variability 1s explored. | an effective system for | and the effectiveness | continue after the
CAPA methodology 1s feedback, feedforward | of the actions should | product is

useful where corrective | and continual be evaluated. discontinued. The
actlons and preventive | improvement. 1mpact on product
actlons are remaining on the
incorporated into the market should be
1terative design and considered as well as

development process. other products which
might be impacted.
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2. SCOPE

This guideline provides principles and examples of tools for quality risk management
that can be applied to different aspects of pharmaceutical quality. These aspects
include development, manufacturing, distribution, and the 1nspection and
submission/review processes throughout the lifecycle of drug substances, drug
(medicinal) products, biological and biotechnological products (including the use of
raw materials, solvents, exciplents, packaging and labeling materials in drug
(medicinal) products, biological and biotechnological products).

3. PRINCIPLES OF QUALITY RISK MANAGEMENT
Two primary principles of quality risk management are:

¢ The evaluation of the risk to quality should be based on scientific knowledge
and ultimately link to the protection of the patient; and

e The level of effort, formality and documentation of the quality risk
management process should be commensurate with the level of risk.
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Figure 1: Overview of a typical quality risk management process
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Risk identification 1s a systematic use of information to identify hazards referring
to the risk question or problem description. Information can include historical data,
theoretical analysis, informed opinions, and the concerns of stakeholders. Risk
1dentification addresses the “What might go wrong?” question, including identifying
the possible consequences. This provides the basis for further steps in the quality risk
management process.

Risk analysis 1s the estimation of the risk associated with the 1dentified hazards. It
1s the qualitative or quantitative process of linking the likelithood of occurrence and
severity of harms. In some risk management tools, the ability to detect the harm
(detectability) also factors in the estimation of risk.

Risk evaluation compares the 1dentified and analyzed risk against given risk
criteria. Risk evaluations consider the strength of evidence for all three of the
fundamental questions.
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Risk reduction focuses on processes for mitigation or avoidance of quality risk when
1t exceeds a specified (acceptable) level (see Fig. 1). Risk reduction might include
actions taken to mitigate the severity and probability of harm. Processes that improve
the detectability of hazards and quality risks might also be used as part of a risk
control strategy. The implementation of risk reduction measures can introduce new
risks into the system or increase the significance of other existing risks. Hence, 1t
might be appropriate to revisit the risk assessment to 1dentify and evaluate any
possible change 1n risk after implementing a risk reduction process.

Risk acceptance 1s a decision to accept risk. Risk acceptance can be a formal
decision to accept the residual risk or it can be a passive decision in which residual
risks are not specified. For some tyvpes of harms, even the best quality risk
management practices might not entirely eliminate risk. In these circumstances, 1t
might be agreed that an appropriate quality risk management strategy has been
applied and that quality risk 1s reduced to a specified (acceptable) level. This
(specified) acceptable level will depend on many parameters and should be decided on

a1 g v o)
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Additionally, the pharmaceutical industry and regulators can assess and manage risk
using recognized risk management tools and/ or internal procedures (e.g., standard
operating procedures). Below 1s a non-exhaustive list of some of these tools (further
details in Annex 1 and chapter 8):

e Basic risk management facilitation methods
(flowcharts, check sheets etc.);

Failure Mode Effects Analysis (FMEA);

Failure Mode, Effects and Criticality Analysis (FMECA);
Fault Tree Analysis (FTA);

Hazard Analysis and Critical Control Points (HACCP);
Hazard Operability Analysis (HAZOP);

Preliminary Hazard Analysis (PHA);

Risk ranking and filtering;

Supporting statistical tools.
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S procedure is applicable to corrective and preventive actions

2mented at all manufacturing facilities and supporting functions
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Request and get the CAPA form issued by QA.
Document the CAPA plan and submit to CAPA owner.
Execute CAPA as directed by Head of the Department

ne CAPA plan & propose additional ing
\PA to Head-QA / designee fo
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Review and Approve the CAPA plan

Provide technical or regulatory input to the CAPA plan, as
icable

onsult Site Quality Head for final decision and appro
an is not satisfactory

Quality Assure

)er and log the CAPA. Issue

12/06/2017 Right First Time and Every time 15



phares Gantra

Quality Advisory Consultancy

1pliance in respective

Site Head Quality
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2 Head-Quality is accountable for implementation of the SOP.
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orrection refers to immediate action taken to repair, rework or
justment and relates to the disposition of an existing non-conformi

1 taken to eliminate the cause of an existing non conformity,
)r other undesirable situation in order to prevent recurre

Deviation

er an unexpected event or result associate

procedures, processe
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Preventive Action
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2presentative from the department where from the root cause/ mos
)bable cause is to be eliminated. This person shall be identified by

d of the department.

2 department where from the root cause/ most p
eliminated.

Corrective and Preventive
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Review and Refer to the event such as Incident, deviation, OOS,
oduct Complaint, Product Failure, Product Recall etc. and
sponding root cause / probable cause identified through

lon of the event.

ons / corrections taken before propc
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] Corrective Actions as well as Preventive Actions are the ways to
itigate risk to the product, process, equipment or facilities. In ord
) develop the proper Corrective Actions and Preventive Actions
\PA) system it is desirable that risk associated to the proces

, equipment or facilities are understood and Appropri

2 initiated.

APA shall be documented in a
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of CAPA Plan by Originator
plan by CAPA owner (Head of
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ymmunication of CAPA plan

lon Request for CAPA

of CAPA by QA

A by Head QA and Site Head Que
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’\ﬁ_ THE TRUX STORY

CA
FLIG

THE TAKEOFF
IN A BLINDING SSNOWSTORM.

THE CRASH
ON A BRIDGE STALILED WITH TRAFFIC.
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ida Flight 90 was a scheduled U.S. domestic passenge
py on January 13, 1982, the Boeing 737-200 crashe
et Bridge over the Potomac River just two mile
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National Transportation Safety Board (NTSB) determined that tl
of the accident was pilot error.

failed to switch on the engines' internal ice prote

St in a snowstorm prior to takeoff,
of a plane in fron
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e investigation of the crash concluded that the combination of the

's use of thrust reverse on the ground, and their failure to active
engine anti-ice system, caused the crash.

iling to activate the engine anti-ice, the large amounts of
hat were sucked into the engines during reverse thrust
ed to remain there, unchallenged.

D on the compressor inlet pressure probe, t
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/hile running through the takeoff checklist, the following conversation took

AM-2: Air conditioning and pressurization?
AM-1: Set.

2: Engine anti-ice?
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) few seconds later by ATC. Pettit advanced the throttle
ponded "real cold, real cold," implying that the engir
akeoff EPR of 2.04 before the throttles had b
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oughout the entire takeoff roll, the First Officer tried to infor
aptain that something wasn't right, but it was in vain.
aton was sure everything was in order:

1 CAM-1 It's spooled. Real cold, real cold.
CAM-2 God, look at that thing. That don't seem right

Yes it is, there's eighty.
w, | don't think that's right. Ah, r
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rolling 3,500 feet, the point where the twin-engine jet should
irborne, Petit expressed concern about the plane's lack of

e cockpit voice recorder, he said, "God,
an engine power gauge. "The
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atory and procedure changes

estigation following the crash, especially regarding the failure of the j
d to crew concerns about the deicing procedure, it became a
tudy for both air crews and rescue workers.!

per of reforms in pilot training regulations.
placed on the young, inexperienced flig

e accident was the development of
pter recoveries.
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ntribution to demise of Air Florida

Air Florida accident led to the carrier's eventual demise. Though it was 0
airline, flying to 30 cities through Florida, the Northeast and the Caribhk
pany filed for bankruptcy and grounded its fleet in July 1984

Potomac is a true story based on the crash of Air Flc
32 in Washington D.C. This movie follows the

More details at....
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A real life case study in root cause analysis:

The © Whys

PROBLEAM: THE LWASKHINGTON AIONVAMENT
WAS FALLING APART.

Why? Because harsh chemicals were used to clean it.

Why¥ Because of all the bird droppings.

Why? Because birds feasted on all the spiders there.
Why? Because spiders feasted on all the gnats there.
Why? Because gnats were attracted to the lights at dusk.

Why? Because the monument was 1st to turn its lights on.

SOLUVTION: TURAN THE LIGKHTS N SO
AVNNVTES LATER!

Problem solved « « « Oor was 31t*%?

Discover the true story behind this
monumental mystery only at:

THEKAISONE.COMM

Immproving the business of life.
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nonuments in Washington D.C. is de
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2 how the monument is illuminated in the evening to preve
of swarming insects.
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Whys is a method of root cause analysis in which the learn
2dly asks, “why?” in order to drill down from higher-level
5 to the underlying root cause(s) of a problem. So cri
)gic to lean thinking that Taiichi Ohno once des
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— Why is the monument deteriorating?
8 onument.
hy are harsh chemicals needed?

ere a large number of bird dropping

Because the large pc around the monument
are a food source to the loca

Because vast swarms of insects, on which the spiders feed, are drawn
to the monument at dusk.

Because the lighting of the monument in the evening attracts the local
insects.

Right First Time and Every time 41



phares Gantra

Quality Advisory Consultancy

alled in an article from the Associated Press in 1989, a grouy

onsultants were hired by the National Park Service (to the
to perform a year-long study of the deterioration ¢

and the Jefferson Memorial.
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h #1 — Whose Monument is it, Anyway?

ark Service representative responded to the findings by assurin:
oth memorials are in excellent shape overall” and that there
ly no danger to the public”. Less than one month later ir
50 Ib. block of marble fell from the volute on the top
e Jefferson memorial.

N0 one was injured, and major repair an
ently initiated to address the c

12/06/2017 Right First Time and Every time 44


http://pubs.er.usgs.gov/publication/ofr96518

pharea &antra

Quality Advisory Consultancy

mage observed o
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th #2 — Cleaning Chemicals as the Culprit

ough very little could be done to reduce the volume of exteri

ater to which the memorials were exposed, measures focuse
ing the volume of water used internally within the monumen
ne cleaning process.

lated Press Article from 1990 stated that the Park S
lly reduced the volume of water used to wa
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th #3 — Cleaning was for the Birds

Messermith is an esteemed professor emeritus at the Universit
land. His accomplishments in the field of entomology — the
study of insects — are many, as evidenced by the extensi
ished titles, prestigious awards, and publications tha
But among his comprehensive catalog of contrib

ar stands out above the rest.

12/06/2017 Right First Time and Every time 47



phares Gantra

Quality Advisory Consultancy

yth #3 — Cleaning was for the Birds
vever, the bulk of the mess was not cause by a bird byproduct. A

ory goes, Midgets (not Gnats) swarmed to the river-side
ents because the lights replicated their preferred, dusky mat

doing the deed over the water, the lights drew themnr
ns where they splattered against the monumen
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#3 — Cleaning was for the Birds

ow the monument is illuminated In the ever
action of swarming insects.
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2 all good stories, there is much to be learned from the tale of the
oln and Jefferson memorials. But without knowing the whole story.

t to say exactly what the most important lesson is.

it’s the value that a thorough understanding of cause a
on the efficiency and effectiveness of solutions.

e difficulty of solving complex problems under rea
naps, however, it's the importance of hope. Y
nese recent images of the Lincoln M
nset are any indication

More details at....
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verified and found that the anal

ast procedure.
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During investigative testing, Instrument error, Sample preparation

ror (dilution error, extraction error and filtration error) had been

atographic pattern was reviewed with respect to histori
nd found that a placebo peak was always closely €
ontent peak in sample chromatograms.

pe of chromatographic pattern wa
is and investigative ana
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Further pH of mobile phase was verified .It was suspected that

analyst might have missed to mix the mobile phase after
ddition of buffers.

an investigation mobile phase has been freshly prepared
mixing after addition of the buffers) and pH of final s
1pared with respect to original mobile phase and f
tion in pH within these two mobile phase
ere was a mobile phase preparz
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SOP on Good chromatographic practice has been revised to
troduce Second check for the critical check parameters.

Is OOS was discussed with the analysts and importance of mi
1e solution after addition of the buffers phase was specifica

Impact assessme
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OS observed for preservative content test in one of the Injection

e | (Preliminary Lab investigation)
oratory error was identified during Preliminary laboratory
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Is OOS was discussed with staff members and training has bee
parted to address importance of selection of weighing balance
ensing of material.

ing range for each balance has been displayed pro

Impact assess
ent data of all the batche
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esting procedure sample solution to be injected in d

een identified by the analyst during calculatia
been logged & new sequence has bee
plicate Injection of samg
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ed on the above investigation it is concluded that the above erra

peen occurred due to oversight of procedural requirement by
ed analyst.

ess training imparted to the group of analyst.
on check has been introduced for the critic
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opy and uncontrolled copy was p

CAPA Plan:
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SERVICES WEOFFER

Delivering strategic and transformational Quality leadership drive for imparting Culture of Pharmaceutical Quality to provide successful international
growth initiative in Pharmaceutical & healthcare industry

Provide effective leadership for Quality Assurance of Pharmaceutical (API & DF), Biosililars, Drug- Device combination products in Manufacturing and
R&D operations

Steering organization through complex Quality & Regulatory challenges, remediation, transitions & building an empowered Quality Operations Team
which is capable and empowered to deliver results within highly competitive products and regulatory environment.

/ey
QUALITY

= Training - GxP compliance

* Audits - GxP

* Pre-approval inspection (PAI)
readiness

* Operational readiness and
sustainability programs
(mentoring)

* Formulation of CAP - corrective
action plan

* Assistance during regulatory
inspections & post-inspection
correspondence and meetings

* Assistance to legal counsel in FDA
enforcement matters

* Due diligence of product and
facility acquisitions
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CONSULTANCY

* Quality Management

* Regulatory submission and site
readiness

* Resource Management for SOC
(state of control)

* Remediation Program

* GxP Compliance Strategies

LR

ADVISORY

* New Project Management

* Quality & Compliance Strategy

* QMS Initiation, Implementation,
Review

* Imbibe the Culture of Quality
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Home Juality Advisor

CONTACT US

Udaykumar Rakibe

Mobile: +917756848484

KRANTI NAGAR

Email: pharmantra.expert@gmail.com

® NEHRU

KURLA E:
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Udaykum Rakibe

Founder

M.Pharmacy & MBA from Pune University - was mandated and given the task to
execute and spearhead the proactive remediation in 2006 by Ranbaxy Lab. Ltd. In
late 2011 he was recruited by Intas Pharma. to create a self-sustaining quality
management system and enhance inspection readiness. Further, in 2013 he was
hand-picked & recruited by Wockhardt Ltd., as Senior Vice President - Quality, to
turn around the Quality Management, lead and manage the remediation of Quality
initiatives.

Udaykumar is a quality professional with a dynamic career steering organizations

through complex Quality & Regulatory challenges, transitions, building an
empowered and talented workforce in the cross-cultural environment within highly
competitive products and regulatory environment.

He began his career in Quality function in the Executive in-process QA with
Glenmark Pharma Ltd. and then moved to different levels and organization
spanning 26 plus years of hands-on and hardcore experience in the pharmaceutical
regulatory environment. He has gained the domain experience in Quality by
working 20 years' in Quality operations- out of twenty years last 11 years focusing
and leading the Quality & Regulatory remediation. He has 7 years experience in
Corporate Quality functions, overseeing the Developmental & filing of - Clinical,
Analytical, Formulation, Devices. Has setup the Global Quality organization for the
Contact Manufacturing in regulated and semi-regulated markets He has worked as
a senior member of the Quality Team with Ranbaxy Labs Ltd., Dabur Pharma Ltd.,
Gland Pharma Ltd., IntasPharma Ltd., and Wockhardt Ltd.
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