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Where we started

An AnnuaProducRevieWAPR) is an annuatompilati@amd reviewof the dataand
documentatielatedo the manufacturea drugproduatr activgpharmaceutiicgtedients
(API), intended assestheneedorchanges produspecificationsnanufactuangontrol
procedures

A needvasidentifie¢d defin@ robugbrocesshiclsupports accurandcompletePR1o

defin® R FoltlieAPRsvrt© V oof Ccues t todefen€ PQ$o be ableto reductheerrors
defined



Abbreviations used

- RFT: RIGHT FIRST TIME

- VOC: VOICE OF THE CUSTOMER

® The "voice of the customer"” is a process used to capture the requirements/feedback from the cus
external) to provide the customers with the best in class service/product quality. This process is a
and constantly innovative to capture the changing requirements of the customers with time.

- CTQ: CRITICAL TO QUALITY

® CTQs (Critical to Quality) are the key measurable characteristics of a product or process whose p
specification limits must be met in order to satisfy the customer. They align improvement or desig
requirements.

® A CTQ usually must be interpreted from a qualitative customer statement to an actionable, guanti
specification.



Abbreviations used (Contd)

- QFD: QUALITY FUNCTION DEPLOYMENT
® Quality Function Deployment (QFD) is a structured approach to defining customer needs or requi
them into specific plans to produce products to meet those needs. It is used to translate higher le
into lower level "hewstoduct requirements or technical characteristics to satisfy these needs. (CT(
- CMO: Contract Manufacturers
® Roche?@as contracted manufacturers that make
team
- CQA: Critical Quality Attributes

® Here, Critical Quality Attributes for the CMO RFT metrics are defined as the CTQs identified by tl
and the APR Team.



Project Scope and Objective

Scope

Contractor and Nutley Annual Product Reviews. The focus will be on
approval process.

Note: Root/driving causes of the RFT issue may lie in the earlier proc
development. (i.e. who supplies/reviews what, RFT definition, roles al



Objective & Projeegeal

- Develop project activity plans and assign resources
-Def i ne ©Cust omer 2 -Teuattpdarametets VOC and
-Define ©Error?2 and ©RiIight First Ti me

- Determine and prioritize the factors that affect the RFT metric



Objective & Projeegeal

- Define roles and responsibilities at all levels (e.g.. Technical Review Members an
Executive Review Members, APR Reviewer, Data Collector, Data Analyst)

Design and develop a tool to capture all customer roles RFT levels.
- Establish an internal change control system
- Standardize APR format and Review and approve APR templates

- Update affected SOPs.



Project Benefits

- Business Impact
® Avoidance of delay in release of product to market
® Elimination of retrospective trending of CMO data
® Opportunity for continuous process improvement
® Strengthened relationship with CMOs
® Allows proactive, preventive, and corrective actions for potential failures/issue

- Regulatory Impact
® Enhance regulatory compliance posture
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Key Assumptions

APR Team has no control over data going in the System or data provided by the &
Errors occurring in any supplied or retrieved data is allocated to its source.

Contract Manufacturers (CMO)s are responsible for the accuracy, completeness ¢
their APRSs.

Any error within the CMO report affe:q

APR team is responsible for the accuracy of the conclusions and any evident erro|
APR report.
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APR Customer Feedback Analysis

- Top 3 metrics for APR evaluation:

® Cycle Time for report generation,
® Cycle Time for Report Review, and
® RFT
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Voice of Customer Analysis
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Ishikawa Principle: Next Process is the Customer
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ORFT? 16



Design System

Supph€¥ust omer relationship was defined

©Voi ce of CustomerdZVnat@ae st Pudscescls| &x &
(Prodégs tox be abl e to meet | t S custo

Combining the principle of ©Design f
was designed to capture all the CTQs specified by each customer at each level.

Thus, defining customers and suppliers at each level; strategy was to define RFT
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Design System

- The ©Voice of Customer?@ captured at
Quality Function deplo®@emth ver t i ng t he ©What 2 | ntoc
deliverables for each step.

- A measurement system and acceptable levels for each CTQ was established and
(e]0]}

- CMO APR2s responsibilities were clar
CMO based on team expectation from CMO APR.
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Design System

- Chall enge: The goal was to capture a
the System as the ©O©OCritical Quality .
to design to give a plaee stop for the team to effectively collect the data was a cha

- Solution: The final version is trusgap@mep for the whole RFT process, run by a sing
the month which automatically populates all the products for the month with all the
tabs including CMGhdasd.

- Statistical: Real me t rending for all CQA2s i de
(e]0]}
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Design Requirements for APR RFT System

Data collected by each team member based on RFT definition and entered in the
Real time trending of RFT

Application/tools
® RFT tool
® Basic trending methods and tools

Incorporate the Western Electric trending rules
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Business Requirements for APR RFT CMO

- APR RFT Main Critical Quality Attributes (CQA) for the CMOs
- Clarity of Report
- Correct Attachments
- No Missing Attachments
- No missing information
- Cycle Time
- Signature
- Less than 1 call for clarification



Statisticdihsed Trending System Selection

- Selection
- Chart for Individual Measurements with Control Liomgsthased on c
- Application
- One number is available to represent a given condition
- When only one reported result is being plotted or analyzed
- For example, mean of replicate
- Applications include, charting each RFT by source or APR
*In rtheccharts a type of used to monitor "cdaypé' data, typically tot

number of nonconformities per unit
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http://en.wikipedia.org/wiki/Statistical_process_control
http://en.wikipedia.org/wiki/Control_chart

Statisticddgsed RFT Trending System Design

- Calculation of the Process Avéiaage (X

- Xbar= (X;+X + £ +)/nX n=total number of measurements=aindiXdual
measurements (for 1 = 1 to n)

- Xbar is the centerline of the X chart

- Calculation of the Upper Control L)nar (ddizidual Measurements (X):
- UCL= Xxbar + SQRT( ar)

- Calculation of the Lower Control ) ifortlidblidual Measurements (X ):
- LCL=0.0
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Statisticdlpsed Trending System Design
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Statistical APR RFT Data Trending System

-  APR RFT designed System Rollout
- Presentation of concepts, application and expectations

- «Expectations- for Contract Manuf act

- Preliminary Statistical Trending limits Determination
- Historical Data/ Simulated data

- Working procedure for APR and CMO

- Roles and responsibilities
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TOOL DESIGNED

- Truly a ors&op shop for the whole RFT process,

® run by a single key: the month which automatically populates all the products
all their details in respective tabs includingdaO dash
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Microsoft Excel - FINAL MONTHLY TOOL- APR-CTQ-RET.xls
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Final Outcomes:

- DFSS project completed and closed
- APR Format Standardized and Templates completed.
- CTQs for Contract Manufacturer?&s add

- Current RFT rate deemed good.
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