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Purpose

eferences

0ject scale-up challenges/process validation/failure miti
anufacturing scale.

manufacturing to meet commercial require
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applicable to Development & Scaling manufacturing & analytical

0 meet Bio-batch and commercial requirements including all the pos

estigations conducted at —

Research & Development - FnD, AD,

Manufacturing facilities — QA/ QC/ TT,

Regulatory Filing — ANDA/ MA

Supporting functions like Information Technology...
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scribe the Challenges in Pharmaceutical Project Management, Project s

ges/process validation/failure mitigation at manufacturing scale.

pproval &

mercialization

Pre-formulation &
Lab Trials

Review of Prior
Knowledge

Development
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Guidance for Industry and FDA Staff , Early Development Considerations for
Innovative Combination Products, 2006

Process Validation FDA Guidance, 2011

WHO TRS970 2012, Pharmaceutical development of multisource (generic) finishec
pharmaceutical products Q8(R2) Pharmaceutical Development

H Q8 (2) - Pharmaceutical Development
Q9 - Quality Risk Management.
0 — Quality System, Management Review
elines to GMP, Chapter 1, Quality Management

dustry-Quality systems approach to Pharmaceutical cC
tember 2006.

agement for the Pharmaceutical Indus
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~

New Product
development

Post Approval &
Commercialization

J

3/7/2018 Right First Time and Every time 6



pharesa cantra

Quality Advisory Consultancy

Post Approval -
Commercialisation

* Prior Knowledge

* Regulatory
expectation

» Guidance

* Process
Technology

» Method of
Analysis

* Q8(2)QbD

» Design Space

* PAT

» eDocumentation

 Data Integrity

3/7/2018

Technology Transfer
- & Manufacturing
scale-up

» Scale-up
* Clinical/ exhibit
batches

* Change in the
mfg/ analytical
method

» Change control

* Q9 Risk
Assessment

* Q10 Quality
System

* Management
Review

* eDocumentation

 Data Integrity

Right First Time and Every time

* Process for

investigation and
analysis of any
failure,

* Incident or

discrepancy in
order to identify
the root
cause/probable
cause.

* To provide a brief

description of
investigation
methods and
documentation to
assist the
investigation
team.
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STAGES OF PRODUCT DEVELOPMENT

Role of Marketing

» Provide
background
on market
and product
potential

« Input on
product
labeling

* Recommend
development

» Define product
profile needs * Recommend

filing strategy

* Define )
competitors « Define

launch plan
* Develop market
» Develop
» Develop strategy positioning

and branding

* Monitor
performance

» Finalize
strategy

» Finalize pricing « Adjust strategy

aa s and tactics
» Finalize

promotion
and branding

« Sequence
promotion

* Implement
launch
campaign

* Manage
product
life cycle

« Finalize field
sales plans

Right First Time and Every time
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00 months

00 months oval &
lalization

00 months

Pre-formulation &
Lab Trials

Review of Prior
Knowledge
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New Prod

Development

Addtond Resowce S & 2 it b < 2
% Actual Curent Plan 5 s} 5 5 S S 5
w Base Plan
lnéﬁdNewProdtnSaeenStage% |
Plot Sizge e —
Commercial Stzge E====1

Post Commercial Stage M oo | —
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Stress, anxiety,
and depression
are caused when
we are living to

please others.

@iHearts143QuotesWINSTAGRAM
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tad viddhi pranipatena pariprashnena sevaya
upadekshyanti te jiianam jiianinas tattva-darshinah

BG 4.34: Learn the Truth by approaching a spiritual master. Inquire from him
with reverence and render service unto him. Such an enlightened Saint can
Impart knowledge unto you because he has seen the Truth.

On hearing that sacrifice should be performed in knowledge, the natural question
that follows is, how can we obtain spiritual knowledge?

Shree Krishna gives the answer in this verse.

He says: 1) Approach a spiritual master. 2) Inquire from him submissively. 3)
Render service to him.
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Guidance for Industry and FDA Staff

arly Development Considerations for Innovative Combination Products

and Human Services Food and Dru
mbination Products (OCP
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Guidance for Industry and FDA Staff

OF CONTENTS

TITUENT PART ..o
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Guidance for Industry and FDA Staff
3LE OF CONTENTS

g and biological product constituent considerations
DITIONAL PERSPECTIVES
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Guidance for Industry and FDA Staff

ckground

ecognizes that innovative technologies may raise a spectrum of sci

nical development issues. Combination products are in
g cutting edge, novel technologies that hold great promise fo
novative drug, biological product, device combinations have
1ts safer, more effective, or more convenient or accepte

elopmental challenges may not be
mbination product may be compris

FDA believes it is iImportant to address the scientific and technical issues
raised by innovative combination products
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Guidance for Industry and FDA Staff
ENERAL DEVELOPMENT CONSIDERATIONS

other medical products, combination product development typically focu
tific and technical issues raised by the particular product being developec
on  product, these scientific/technical issues will ordinarily re
product itself as well as its constituent parts. When combini
or biologics and devices that are customarily developec
ms, certain critical developmental issues, such as th

ice constituents, may not be readily app
and complexity of com

3/7/2018 Right First Time and Every time

17



pharea &antra

Quality Advisory Consultancy

1=

Ask yourself if
what you're doing
today is getting
you closer to
where you want to

be tomorrow.

UNKNOWN

kimberly jiménez
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Guidance for Industry and FDA Staff

. CURRENTLY MARKETED PRODUCT CONSIDERATIONS

FDA approval and/or clearance of a particular constituent part of a combi
t iIs often an excellent starting point for considering the appropriate ©
safety and effectiveness for its use in a combination product.

ommends that developers fully consider what i
about a constituent part; i.e., what existing info
able, to avoid duplication and ensure a
ent process.
is often very helpful,
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Guidance for Industry and FDA Staff

CURRENTLY MARKETED PRODUCT CONSIDERATIONS

ample, developers should consider:
e constituent parts already approved for an indication? f

indication for a given constituent part similar to that propose
product? f

mbination product broaden the indication or intended

3/7/2018 Right First Time and Every time 20
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Guidance for Industry and FDA Staff

CURRENTLY MARKETED PRODUCT CONSIDERATIONS

example, developers should consider:

> the device and drug constituents chemically, physically, or ot
pbined into a single entity?

in the stability or activity of a drug constituent when u
ergy emitting device.
ice function as a delivery system, a method to prepa
it provide active therapeutic benefit? f

nge in design or for
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Guidance for Industry and FDA Staff
. PERSPECTIVES BY CONSTITUENT PART
. Device constituent considerations

new device constituent parts, some safety and/or effectiveness testing of the device
1e may be necessary before or along with the studies to establish the safety a
lveness of the combination product as a whole.

deration should also be given to the potential interaction (desired or undes
the device and the drug/biological constituents. For example, it
2 to conduct studies to evaluate the potential for the following:

extractables of the device materials into the drug/biologic subste

of the drug constituent when delivered by the de

) device materials tha
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Guidance for Industry and FDA Staff

PERSPECTIVES BY CONSTITUENT PART

anufacturing considerations

acturing, scale-up, and quality management are important considerations duri
elopment of a combination product. Manufacturing methodologies affect bc
development and postmarket regulation. FDA encourages considerati
turing issues posed by the scientific and technical aspects of the d
Juct, and device constituent parts, and of the combination proc
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Guidance for Industry and FDA Staff
. PERSPECTIVES BY CONSTITUENT PART
Reliance on information not developed by the applicant

estigational or marketing applications often contain trade secret or confidential
mercial information. In some instances, developers may wish to provide all
sary information in one marketing application. However, for combination prod
eveloped by more than one manufacturer, there may be a desire to provide
information to FDA while maintaining the confidentiality of each man
roperty. This can be accomplished by the application holder subnr
authorized cross reference from the owner of the referenced
ant FDA permission to consider the referenced mate
In general, the referenced information ma

3/7/2018 Right First Time and Every time 24
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Guidance for Industry and FDA Staff

PERSPECTIVES BY CONSTITUENT PART

Reliance on information not developed by the applicant

er file: Master files provide an administrative method to submit confidentia
to FDA when an appropriate investigational or marketing application
IS not available. A master file is not a substitute for an investigation
ication. FDA neither approves nor disapproves master files;
1aster file is considered in the context of a particular i
n. It should be recognized that the information i
1arketing application for one prod
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Guidance for Industry and FDA Staff
ARLY INTERACTION AND COMMUNICATION WITH FDA

ongly encourages early communication and discussion between developers
ponents and, as appropriate, OCP. Early dialogue allows developers
feedback on the kinds of preclinical and clinical testing that may be

lon may identify critical issues for product developme
avelopment and approval process.

ommunication provides the oppo
aVvVelop hea ODrie
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The biggest

shortage of all is
the shortage of
common sense

theviennablog.com
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Table 1: Drug GMP Warning Letters

| FY2013 FY2014 FY2015 FY2016 FY2017

Compounding : 6 45
pharmacies (7%) (55%) (57%) (55%) (39%)
uUs 2C

. 13 4 3 11 0
(non- (32%) (8%) (7%) (11%) (17.5%)
compounders)

= i iz o >
(61%) (37% (38% 34%) (43%)
by Facili ing C i

) (
Type (U.S. & OUS), Exclud pound

[APIsites | 85 | 8 @ |
Drug product
(non-
compounders)
s N
oroduct
*Inciludes one repackager not counted as either APl or drug product

**Inciudes one warning letter regarding combination products, considered drug product
***Includes one warming letter to a contract iaboratory, not counted as either APl or drug product

Right First Time and Every time
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Challenges —

Table 2: Drug GMP Warning Letters Issued Regarding Sites Outside the U.S.

Country / FY2016 | FY2017 | TOTAL
Bl
[India | |14 | 46 |
17 | 40 |
 Europe | | 8 | 26 |
3 | 9 |
1 3
[Japan |

I

(Brazil
New Zealand

| Mexico |
Thalland
South Korea

3/7/2018 Right First Time and Every time 29



\ L
pharc.a coanlra

Quality Advisory Consultancy

h Warning Letters

sued regarding sites outside

Table 3: Import Alerts Associated With FY2017 Warning Letters

Country FY2017 Warning Number of Warning Letters
Letters Subject to Import Alerts

|  Chma [ 17 I 0000010 @000

| SouthKorea | 2 | 01 @0

3/7/2018 Right First Time and Every time 30
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ata Integrity Deficiencies In Warning Letters

Analysis Of FDA FY2017 Drug GMP Warning Letters. Table 4 shows the number of warning lette
ed both inside and outside the U.S. that included references to data management and c
ity. Data integrity deficiencies in warning letters continue to identify the predicate rule(s) to w

did not adhere. Figure 4 provides a graphic representation of the data. The percente
letters that cite data integrity deficiencies issued to sites in the U.S. is very simila
to warning letters issued outside the U.S., though the absolute numbers differ. The

ages have decreased between FY2016 and FY2017.
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Challenge

arning Letters

Table 4: Data Integrity Deficiencies in Warning Letters, Excluding Compounding Pharmacies

FY2013 FY2014 FY2015 FY2016 FY2017

38 22 19 46 69

u.s. sites
with data 00of13 Oof4 10f3 8of11

integrity (0%) (0%) (33%) (73%)

QUS sites 100f 25 120f18 13 of 16 29 of 35
with data (40%) (67%) (81%) (81%)
integrity
Total number
of warning 10 12 14 37 of 46
letters citing (26%) (55%) (74%) (79%)
data integrity

% DRUG GMP WARNING LETTERS CITING DATA INTEGRITY

o Il

FY2013 FY2014 FY2015 FY2016 FY2017

% US WLs citing Data Integrity 8 % OUS WLs citing Data Integrity 8 % TOTAL WLs citing Data Integrity

3/7/2018 Right First Time and Every time
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Months Between Inspection and
Warning Letter

FY2013 FY2014 FY2015 FY2016 FY2017
mALL WLs =Compounding Pharmacies =US ous

Figure 5

Months BetweenInspection And
EnforcementAction

FY2016 FY2017

M Inspection to Warning Letter ¥ Inspection to Import Alert

Right First Time and Every time
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onclusion - Data Integrity Deficiencies In Warning Letters
erall, in FY2018, look for the following trends in enforcement actions:

ontinued focus on compounding pharmacies
ntinued focus on data integrity and data governance
inued focus on sites outside the U.S., including China, India, and South Korea.
ight see some decline in inspections in some EU countries based on the MRA.

manufacturers and laboratories and those that contract for their servi
tention by the FDA.

il be increased attention in process validation, particularl
ired in both the FDA and EMA validation guidance.

anufacturers and stem cell product man
eir overall potential impac
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Trust |
1s like glass.
Once broken,

it will never
be the same

Right First Time and Every time
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yadrichchha-labha-santushto dvandvatito vimatsarah
samah siddhavasiddhau cha kritvapi na nibadhyate

BG 4.22: Content with whatever gain comes of its own accord, and free from
envy, they are beyond the dualities of life. Being equipoised in success and
failure, they are not bound by their actions, even while performing all kinds of
activities.

While living in this world, nobody can hope to neutralize the to have
. Then how can we successfully deal with the dualities

that come our way in life? The solution is to take these dualities in stride, by
learning to rise above them in equipoise in all situations. This happens when we

develop detachment to the , concerning ourselves merely
with doing our duty in life without yearning for the results.

3/7/2018 Right First Time and Every time 36
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Guidance for Industry

Q8(R2) Pharmaceutical Development

{ealth and Human Services Food and Drug Ad
Research (CDER) Center for Biologics Eve
(CBER)
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Late

Organizational Goal

Seek truth

Seek success

Organirational Strength

Establish novel products”
promise or lack thereof

Take products to market

Organizational Approach

Reduce risk

Maximize value

Maintain loyalty to the
experimant

Maintain loyalty to the
product

Focus on scientific method

Focus on
com mercialization

Operate with low fixed
costs, low capital
requiremeant

Operate with high fixed
costs, high capital
reguirament

VWork in small, experiment-
based teams

WWork in large, product-
based teams

3/7/2018

Emphasize testing

Emphasize refining

Right First Time and Every time




Stages — Prc

Events & key items

regulation & guidelines

Related JPMA guideline Related

disclosing items
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1. Basic research
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Basic research

« Search and
screening of
candidates

» Research on
physical &
scientific
properties

Non-clinical studies |
« Pharmacodynamics!
« Pharmacokinetics |
« Toxicity
Ciinical studies
* Phase |
« Phase ll
« Phase lll

cMmC
* Manufacturing
procedures,
specifications
- Stability

« PAL

«ICH

* GLP

« GCP

* Investigational
drug GMP

application (NDA)

CMC

« Manufacturing
business and
other licenses

Regulatory approval

« Production

« Product quality
management

* Pursuing safe &
appropriate drug use

« Product information
« Disease education
« CME

« PAL

« GMP, GVP

« JPMA guidelines

- GQP, JGSP

« Fair Trade
Committee

» Company guideline

|« PMS
| «Post-Marketing

clinical trial

| » Partial change

Lo Investigators

Initiated Trial (IiT)

= Joint research
expenses

* Research
caommissioning
expenses

= Clinical study
expense

« Expenses for
experts advices

« Academic research
support expenses

« Manuscript/writing
fees. etc.

* Information
provision-related
expenses

Right First Time and Every time

- PMS expenses
| » Post-marketing

clinical study
expenses

|« Adverse drug

reaction / infection
case reporting
expenses
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Q8(R2) Pharmaceutical Development
ARMACEUTICAL DEVELOPMENT — PARENT GUIDANCE
ARMACEUTICAL DEVELOPMENT — ANNEX

» . MEAPY L v | At ;"u‘
s, QIO T
: MR P
. .
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Q8(R2) Pharmaceutical Development
ARMACEUTICAL DEVELOPMENT — PARENT GUIDANCE
INTRODUCTION

PHARMACEUTICAL DEVELOPMENT
omponents of the Drug Product
Drug Substance

3/7/2018 Right First Time and Every time 41
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Q8(R2) Pharmaceutical Development
ARMACEUTICAL DEVELOPMENT — ANNEX
INTRODUCTION
EMENTS OF PHARMACEUTICAL DEVELOPMENT
A. Quality Target Product Profile
. Critical Quality Attributes
Risk Assessment: Linking Material Attributes and Process Paran

n of Variables
Design Space in a Submi

3/7/2018 Right First Time and Every time 42
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Q8(R2) Pharmaceutical Development
ARMACEUTICAL DEVELOPMENT — ANNEX

BMISSION OF PHARMACEUTICAL DEVELOPMENT AND RELATED
MATION IN COMMON TECHNICAL DOCUMENT (CTD)

Related Information

3/7/2018 Right First Time and Every time 43
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They Are you'single?
Me Nol'mina relationship
= WIth my goals.

¢ \ NZ mmo weheartlt
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D principles, when implemented, lead to a successful product developme

equent prompt regulatory approval, reduce exhaustive validation burden
cantly reduce post-approval changes.

elements of QbD viz., target product quality profile, critical
risk assessments, design space, control strategy

agement, and continual improvement are used to
dosage forms within design space. Design of
d process analytical technology are also vital fo

importance of QbD in inculcating s

3/7/2018 Right First Time and Every time 45
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e concepts of QbD in the new ICH guidance, ICH Q8 (R2), will help industry fo

>essful product development and expedite regulatory approval. A successful proc
opment strategy requires thorough understanding of QbD principles and the
ablishing the QbD strategy.

and risk-based product development strategy are carried out with the
of experiments, risk assessment tools, and PAT are the major
of QbD principles.

of a design space by QbD provides an c

ing a more meaningful design space. The c
er with QbD.

3/7/2018 Right First Time and Every time 46
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You can do anything,
utnot everything.

""ruj \ Anonymous

f 'l ?‘\ / E

DY LIVING

Right First Time and Every time
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Example QbD Approach Q8 (R2)
P;:gf;? Quality target product profile (QTPP)

Determine critical quality attributes (CQAs)

Bick Link raw material attributes and process parameters to CQAs and perform
Assessment risk assessment

1

Design
Space

l

Control
Strategy

!

Continual
Improvement

Develop a design space

Design and implement a control strategy

Manage product lifecycle, including continual improvement

Define desired
product performance ___
upfront; identify
product CQAs

Design formulation and
process to meet
product CQAs

!

Define desired Identify and control Understand impact of
product performance ., sources of variability «—— material attributes and
upfront; identify in material and process parameters
product CQAs I process on product CQAs

3/7/2018 Right First Time and Every time




Stages
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Quality by Design - A 4 Stage Process

Design
Intent

§!

NS

Design
Selection

T

Control
Definition

!

Control
Verification

3/7/2018

The Active Pharmaceutical Ingredient chemical and physical
characteristics and Drug Product performance targets are
identified for the commercial product.

The APl manufacturing process and the DP formulation and
manufacturing process are selected to achieve the Design
Intent for the commercial product.

The largest contributors to Critical Quality Attributes
variability are established and controls defined to ensure
process performance expectations are met.

The performance of the APl and DP processes in
manufacturing are measured to verify that the controls are
effective and the product performance acceptable.

Right First Time and Every time
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ICH Q9 QUALITY RISK MANAGEMENT

H Harmonised Tripartite Guideline Having reached Step 4 of the ICH Process at the ICH Steering
ommittee meeting on 9 November 2005, this guideline is recommended for adoption to the thre
regulatory parties to ICH

OF CONTENTS

ISk Management ProCess........cccoovveeeiiiiiiieeeeeiiiiiiiinnnns .
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ICH Q9 QUALITY RISK MANAGEMENT

H Harmonised Tripartite Guideline Having reached Step 4 of the ICH Process at the ICH Steeri
ommittee meeting on 9 November 2005, this guideline is recommended for adoption to the thre
regulatory parties to ICH

OF CONTENTS
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ICH Q9 QUALITY RISK MANAGEMENT

H Harmonised Tripartite Guideline Having reached Step 4 of the ICH Process at the ICH Steeri
ommittee meeting on 9 November 2005, this guideline is recommended for adoption to the thre
regulatory parties to ICH

OF CONTENTS
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H Q9 QUALITY RISK MANAGEMENT
INTRODUCTION

sk management principles are effectively utilized in many areas of business and governme
uding finance, insurance, occupational safety, public health, pharmacovigilance, and
cies regulating these industries. Although there are some examples of the use of qu
management in the pharmaceutical industry today, they are limited and do not reprt
contributions that risk management has to offer. In addition, the importance of ¢
S has been recognized in the pharmaceutical industry and it is becoming

ity risk management is a valuable component of an effective quality s!
pguality risk
management JeciIsions, both

by regulators™al , regarding the quality of drug substances and

provides principles and examples

0 different aspects of pha
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ICH Q9 QUALITY RISK MANAGEMENT

. PRINCIPLES OF QUALITY RISK MANAGEMENT Two primary principles of qualit
sk management are:

The evaluation of the risk to quality should be based on scientific knowledge a

nately link to the protection of the patient; and

level of effort, formality and documentation of the quality risk management pr
be commensurate with the level of risk.

RAL QUALITY RISK MANAGEMENT PROCESS Quality risk manage
ocess for the assessment, control, communication and review G
g (medicinal) product across the product lifecycle.

les Quality risk management activitie

3/7/2018 Right First Time and Every time 54
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Guidance-

Figure 1: Overview of a typical quality risk management process

Initiate
Quality Risk Management Process

Risk Assessment
L 4

Risk Identification

v

Risk Analysis

v

Risk Evaluation

Risk Control

¥

Risk Reduction

Y

Risk Acceptance

Risk Communication
sjco} Juswabeuep ¥siy

y
Output / Result of the
Quality Risk Management Process

Risk Review

k4

Review Events
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ICH Q9 QUALITY RISK MANAGEMENT
I.3 Quality Risk Management as Part of development

To design a quality product and its manufacturing process to consistently deli
the intended performance of the product (see ICH Q8);

) enhance knowledge of product performance over a wide range of m:
ilbutes (e.g., particle size distribution, moisture content, flow prop
sing options and process parameters;

ss the critical attributes of raw materials, solvents, Active Phe
API) starting materials, APIs, excipients, or packaging mate
appropriate specifications, identify critical proce
ring controls (e.g., using informatio
arding the clinical significan
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ICH Q9 QUALITY RISK MANAGEMENT
Quality Risk Management for Facilities, Equipment and Utilities Design of facility /
ipment
0 determine appropriate zones when designing buildings and facilities,
e.g., * flow of material and personnel;
* minimize contamination;
pest control measures;
2vention of mix-ups;
ersus closed equipment;
1S versus isolator technologies;
egated facilities / equipmen
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ICH Q9 QUALITY RISK MANAGEMENT
6 Quality Risk Management as Part of Production Validation
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ICH Q9 QUALITY RISK MANAGEMENT

Quality Risk Management as Part of Laboratory Control and Stability Studies Out 0
ecification results

0 identify potential root causes and corrective actions during the investigatic
out of specification results. Retest period / expiration date

avaluate adequacy of storage and testing of intermediates, excipient
1g materials.

anagement as Part of Packaging and Labelling
ges - To design the secondary package for the prc
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WHO TRS Annex3 970

armaceutical development of multisource (generic) finished pharmaceutical products
ts to consider
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WHO TRS Annex3 970

armaceutical development of multisource (generic) finished pharmaceutical product
nts to consider

Ished pharmaceutical product 100
mulation development 100

emical and biological properties 103
process development 103
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Hit this exam hardé"f"than

you have ever done before.
khangal_weheartit
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NO
won t glve up
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Industry Perspective:

In recent years the pharmaceutical industry has faced declining R&D productivity
apidly changing healthcare landscape and fierce competition from generics
sulting in lower growth and profit margins. Historically, drug development fo
linical trials management and outcomes.

eaningful and holistic approach to today’s current challenges withi
eutical industry is to focus on Product Lifecycle Managemer
iness transformation approach to manage products ar
the enterprise. In recent years PLM has pra
anizations with the ability to increase thei
reater regulatory compliar
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Industry Perspective:
One meaningful and holistic approach to today’s current challenges within the

narmaceutical industry is to focus on Product Lifecycle Management (PLM),
business transformation approach to manage products and related inforr
the enterprise.

1t years PLM has provided many pharmaceutical organizations wi
1Icrease their ability to get products to market quicker, ens
mpliance and efficiencies while reducing developmen
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Challenge: 2t
commercial

Complex Drug Development Process

The drug development process is complex, consisting of many interrelated business activities
and functional constituents participating in the “Lab to Launch” of any given product (Figure
1).

rd (DDR)  Tech Transfer Mgmt.

uality by Design (QbD)

Figure 1 “Lab to Launch” Continuum

3/7/2018 Right First Time and Every time




pharea &antra

Quality Advisory Consultancy

Industry Perspective:

e Gap Between R&D Operational Performance and Stra

3/7/2018 Right First Time and Every time 67



pharea &antra

Quality Advisory Consultancy

YOUNG WILD FREE

IFVOU GANT |
SICONVINCE THEM.
GONFUSE THEM

oungW|Id4f
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Challenges — eet
commercial reqg

R&D Performance Gaps B Importance
Percent B Performance

Converting research ideas into products

Tailoring products to a more diverse
market

Knowledge management and best
practice information sharing

Complex data management and
analysis

Portfolic and Program Management
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Challenges — eet

commercial reqg

key clinical supplies metrics routinely result in less than 25% of their targeted performance
objectives (Figure 3).

Clinical Supply Issues B Importance

RPercent s Performance

36%

Clear definition of roles
& chain of custody

36%

Manage demand and
SuUpEly

Sourcing and
procurement of cost
effective supplies

O rganiz ational
challenges w ith
anticipatory
coallaborativ e

Getting the right kit at
the right time and at the
right site
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Challenges
commercial reg

New Product Launch Success Rates™*
Percent

Branded
Pharma

Generic
Pharma

Medical
Devices

BioTech
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APOLOGIES

DON'T MEAN
ANYTHING

IF YOU KEEP
DOING WHAT
YOU'RE
SORRY

FOR.

My Dear Nalentine®
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Challenges — eet

commercial requ

R&D Early Development Late Development . Commercialization

Quality Quality Management

Production Lab Scale Pilot Plant Scale-up Commercial Production

Clinical Trial Phase Il Phase Il NDA - Phase IV
. ; : Global Pack/
Packaging Pack & Label Design Pack Production Label Management

Subsequent Global
Registrations

RA Initial Regulatory Submission Preparation Dossier Maintenance

Marketing Marketing Collateral Development
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Industry Perspective:
ally, some of the key influencers that have commonly impacted profitability, risk @

vth can be traced back to three fundamental issues within the industry itself:

easing internal and external complexity in managing the entire product
yroduct inception to phase out due to the simple fact that many pharm
ions suffer from silos of information across the different functior
R&D organizations this is typically based on therapeutic &
1al information flow is either lacking or non-existent.

e for products and related information due
f collaboration across the organiz
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"If you are not willing to learn,
no one can help you. If you are
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Industry Perspective:

‘to Transform Business - Several companies are actively pursuing transfc
address these challenges. Benchmarking of these initiatives he

1ess processes required to enable this transformation. Based

ceutical companies; seven common enabling

ansformation.
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Scaling mant al
requirements

Drug Development Portfolio Management :
¥ - |ntegrated project schedule & resources management with evidence creation i

Structured Electronic Drug Development Record (eDDR) :
w - Automated lab development archive & design dossier management

Integrated Clinical Supply Development & Management
- CMD collaberatlen & meterlel eham—ef—el.leterd'g,r management

Technology Transfer & Collaboratlon i
= Secure eelleberailen {lntfe:-:t} Wlth ewdenee erehwe & knowledge re-use

Integrated QUﬂllt}" & RISK Management

W+ Compliance & quality from development through commercialization enables QbD

Comprehensive Packaging & Collateral Management :
. F‘ackaglng Iabellng & -::-::-Il:ater:al -::-::-ntent synchronlzed Wrth reglstratlon

oGIDbal PrOdUCt Reg|5trat|0n

F’reduct reglstratlon strategy submltlal creailon eCTD management & dossuer malntenanee

Figure 7 Key transformation Elements

An operational review of each of these elements can be used to determine what functional
requirements need to be deployed to support the transtormation roadmap.
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Drug Development Portfolio Management
+ Integrated project schedule & resources management with evidence cr

Structured Electronic Drug Development Record (eDDR)
+ Automated lab development archive & design dossier management
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Challe
Scaling
requireme

o Drug Develnpmeint Portfolio Management

+ Integrated project schedule & resources management with evidence creatio

.....................................................................................................................................................................................................................

m Structured Electronic Drug Development Record (eDDR)

+ Automated lab development archive & design dossier management
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Integrated Clinical Supply Development & Management
* CMO collaboration & material “chain-of-custody” management
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Challe
Scaling

= Technology Transfer & Collaboration :
W« Secure collaboration (int/ext) with evidence archive & knowledge re-use

|ntegratedQua||ty&R|skManagement

w « Compliance & quality from development through commercialization enables QbD
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Challe
Scaling
requireme

m Comprehensive Packaging & Collateral Management
+ Packaging/labeling & collateral content synchronized with registration

oG|0ba|productReglstratlon

Product registration, strategy, submittal creation, eCTD management, & dossier maintenance
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Challe
Scaling
requireme

m Comprehensive Packaging & Collateral Management
» Packaging/labeling & collateral content synchronized with registration

oG|0ba|productReglstratlon

Product registration, strategy, submittal creation, eCTD management, & dossier maintenance

3/7/2018 Right First Time and Every time 84



pharess Gantra

Quality Advisory Consultancy

. .
WS
\
.
.

A - L
TN W09°DvI6 VA

1
B A

“J.': A
v'. 3 y .{ " ! : : I . ‘
(¥7 : "y
B Wl IR \ -
] '
ITSALL CLEAR TO MENOW ™
a . L WP WENERULCO

¢
=
>

3/7/2018 Right First Time and Every time 85



3/7/2018

\ L
pharc.a coanlra

Quality Advisory Consultancy

E© % 2 4 . 87% M 9:34 am
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How to Survive an Ambush After the
Meeting

by Dan Rockwell, 4 hours ago . Save . Twitter
Facebook

Your team just made an important decision. You
think everyone left the meeting ready to go. But
Barney sticks his head in the door and asks, “Got a
minute?” Ba.. Read More —

7 Responses that Win With Evil
Manipulators

by Dan Rockwell, 10 hours ago . Save . Twitter
Facebook

Manipulators create and exploit vulnerabilities for
personal advantage. One manipulator bragged how
she could cut people without them knowing it. 3
marks of ma.. Read More —

Three Ways to Ildentify Manipulative

Listening Tactics

by Dan Rockwell, 1 day ago . Save . Twitter
Facebook

Manipulative listening undermines leadership.
Three ways to spot manipulative listeners
Manipulators listen... #1. To protect status. If they
speak, they may rev.. Read More —

Leadership Freak Reading List for

March

by Dan Rockwell, 3 days ago . Save . Twitter .
Facebook

“Not all readers are leaders, but all leaders are

» »

Right First Time and Every time
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e team shall review the event to arrive at a detailed, precise, and  unambiguous
3scription of the event.

The team shall develop a plan that defines tasks, responsibiliti
resources, sequence and milestones.

The investigation team shall take the following steps ( this is not
inclusive list) as applicable to understand the process that failed and
for investigation:

Interview involved people
eview procedures
training
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e Team shall have a to analyze the collected data and based c
tcome plan the Root Cause Analysis.

IS no single prescribed method of conducting Root Cause Analysis, following
may be recommended :

The “5 Whys” — used for simple investigations
Fishbone Diagrams— used for more complex investigations
team shall select the appropriate method based on the €

nent shall approve the investigation ple
ision of the plan wi
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DO IT OVER
AND OVER
AGAIN UNTIL
IT BECOMES

PART OF WHO

YOU ARE

FCUK-MY~-ACTUAL-LIFE.TUMBLR.COM
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Investigation team under the guidance of team lead shall execute

Investigation as per investigation plan.

investigation team shall identify the Root Cause of the event. In cases whe

annot be identified, the most Probable Cause shall be identified.

astigation team shall propose corrective actions to

d preventive actions to prevent it from recurring.
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The key factor is that the investigation and any actions identified are documented ir
anner that is clear and unambiguous to anyone reading the document.

e report shall include documentation of all steps of investigation including
nigues and methods used to identify the root cause/probable cause.

pporting documents shall be attached to the Investigation Report.

ad shall verify the completeness of the Investigation Report and
e affected department for review.

ed department shall submit this report to Head-QA for
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Head-QA shall review the investigation for its adequacy, analysis and
identification of root cause/probable cause.

ead-QA shall approve the investigation if satisfactory. Otherwise shall recom
e-investigation with comments to explain justification.

igation shall be closed within 30 days from the reporting date of the ev

d, with the approval of Head of affected department and Head -Q
d based on justification.
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Based on root cause/probable cause CAPA shall be proposed and taken

APA reference shall be documented in Investigation Report.
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Ithough the cGMPs articulate a number of the expectations for data quality, the GLF
gulations, , are the first FDA regulations which bring the ALCOA elements of data
ality together in a comprehensive fashion.

is reason, the GLP requirements pertaining to data quality elements,
larly 21 CFR 58.130(e) which articulates virtually all the elements of

m stands for :
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simply put, FDA expects data to be linked to its . It should be attributable to the
' who observed and recorded the data, as well as to the source

data itself. (e.g. study, test system, analytical run, etc.) The applicable GLP
irements pertaining to attribution of data are found in 21 CFR 58.130 (c) and (e

2quirement for attribution of data to the individual who collected it is found in
According to the regulation,

entries shall be dated on the date of entry and signed or initia
ing the data”. The same is true for automated data. The reg
2d data collection systems, the individual responsi
identified at the time of data input. . .” Not or
ollection of original data but also to &
e signed and ©
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Quality data must also be if it is to be considered fit for use. The concept of
egibility means that data . This of course implies that data must be
in a durable medium (e.g. pen and ink on paper). 21 CFR
130(e) addresses this directly by requiring that, “data shall be recorded
tly, promptly, and legibly in ink”. The concept of legibility of data also
to changes made to data. For example, 58.130(e) requires that change
as not to obscure the original entry, thereby maintaining its
1ents for legibility of electronic data may present technical cha
ing, with respect to recording data permanently on a ¢
ing concept of legibility/readability is the same
onic Record; Electronic Signat

3/7/2018 Right First Time and Every time
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IS element of data quality refers to the with respect to
2 time the observation is made. In short, the more promptly an observation is

rded, the better the quality. Data should be recorded the observatic
(i.e. contemporaneously). The GLPs address this at 21 CFR 58.130(e) as
ed above. Specifically the regulation at 21 CFR 130(e) states, “. . . data
ded directly, promptly, and legibly. . .”
ment that data be contemporaneous is also implied in the regule
2 of data entry to be recorded. For example, 21 CFR 58.
entries shall be dated on the date of entr

3/7/2018 Right First Time and Every time 98



pharess Gantra

Quality Advisory Consultancy

Jriginal data is generally considered to be and therefore

of data. The terms embody thi
1cept of the first recording of data, and are sometimes used interchangeably. Sourc
Is the term generally used in the context of Good Clinical Practices (GCP), whi
enthusiast use the term raw data as it is officially defined in the GLP regulatic
8.3 (k). The term source data, although defined in guidance, is nowhere
DA regulations. On the other hand, the GLPs were the first and onl
w or source data is actually put explicitly into FDA regulations.

means any laboratory works
opies thereo f

“. .. data shall be recorded directly. . .”
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uracy is an implied element of data quality under the GLP regulations. The Merri
ter Dictionary- defines accurate as 1. especially as the res

or to a standard: EXACT 3: able to give ¢
> result

IS probably the most intuitive element of data quality. The most direc
to the expectation of accuracy is found in 58.35 (b) which requi
Inal report accurately describes the study conc

Its accurately reflect the raw data.
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nalytical Method —

ring AMT of the assay for Injectable product ,unknown impurity at the taili
rincipal peak has been observed , which is not separated properly (i.e.
e separation is not there ).

analytical method validation/ development , same pattern
as this impurity might have merged in the principal peak.

high assay result or false positive assay re
or test like assay, Dissolution, CU e
ity at the retention time
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anufacturing Process —

er taking exhibit batch of the one of the Injectable product ,the assay res

1d out of specification i.e. very high ,in the range of 125% against lir
0 105% for all the validation samples.

estigation it was concluded that the standard weighing ne
balance kept in glove box as material was highly
absorbs moisture during weighing resulting inta
ea during HPLC run & proving high resu
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Su
2 Si

Post Approval &
Commercializati
on

New Product
development

J
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MONITOR

SIMPLIFY

ﬁst Approval &
Commercialization

Analytical &
Process
Technology

Pre-formulation & Development

Lab Trials

Review of Prior
Knowledge
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Unlearnir

|dentification of Candidate — Business Case

Develop — Dosage, Prototype Process, Method (innovator)
NET =Gty © Bio-batches, Clinical, BA/ BE studies
G0 ejan=aie © Investigations of Failure - Learning

Scale-up of Batch Process, Method of Analysis, Specifications,
Validation, Reproducibility, Process Capability
Investigations of Failure — Process Optimisation

Change Control - Batch Process, Method of Analysis, Specifications,
Post Investigations of Failure - Trend
CPV, Monitoring the Process Capability
Approval & _
oL errd © PLM (lifecycle management)
ation

3/7/2018 Right First Time and Every time




pharea Gantra

Quality Advisory Consultancy

3/7/2018 Right First Time and Every time




83 N
pharca cantra

Quality Advisory Consultancy

—) )
phareca cantira R e ¥

Home Quality Advisory

(]
tancy

DEVELOPING INNOVATIVE STRATEGIES

RIGHT FIRST TIME & EVERY TIME
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Home

SERVICESWE OFFER

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 (APl & 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.

u’(,‘- \ L |||| H

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

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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Udaykumar K. 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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