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Congratulations!Congratulations!

•• You have developed a great productYou have developed a great product

•• Now youNow you’’re ready for manufacturingre ready for manufacturing

•• What should you be thinking about?What should you be thinking about?
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You have to manage the riskYou have to manage the risk

•• Even a greatEven a great
product canproduct can
result in injury,result in injury,
death, recallsdeath, recalls ……
and perhapsand perhaps
shutting downshutting down
your company.your company.
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ExamplesExamples

•• PeanutsPeanuts –– Company went bankruptCompany went bankrupt
•• B&LB&L RenueRenue Lens SolutionLens Solution –– Stock Price declineStock Price decline

•• HydroxycutHydroxycut –– Liver damageLiver damage
•• Original Swine Flu vaccineOriginal Swine Flu vaccine –– 1978 nerve effects1978 nerve effects
•• DDTDDT –– Killed birdsKilled birds
•• VioxxVioxx –– Killed patientsKilled patients

News at 5:00News at 5:00
Law suits at 11:00Law suits at 11:00
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The FDA holds YOU responsibleThe FDA holds YOU responsible

•• In your manufacturing facilityIn your manufacturing facility –– OROR ––

•• Outsource to a contract manufacturerOutsource to a contract manufacturer

•• Large chains requiring proactiveLarge chains requiring proactive
33rdrd party audits of suppliers of theirparty audits of suppliers of their
private label productsprivate label products

•• CVSCVS

•• TargetTarget

•• WalMartWalMart
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The FDA can inspect youThe FDA can inspect you

•• Issue 483 Reports for violationsIssue 483 Reports for violations

–– Public recordPublic record

•• Can force recalls &/or shut you downCan force recalls &/or shut you down

•• But they are understaffedBut they are understaffed

–– Random auditsRandom audits

–– AuditorAuditor’’s focus variess focus varies

–– Complaints are always followed upComplaints are always followed up

•• You are STILL responsibleYou are STILL responsible
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GMPs (Good Mfg Practices)GMPs (Good Mfg Practices)

•• Defined to ensure product safetyDefined to ensure product safety

•• Controls based on product riskControls based on product risk

•• BiomedicalBiomedical
•• 21 CFR Part 210/21121 CFR Part 210/211 DrugsDrugs

•• 21 CFR Part 82021 CFR Part 820 Medical DevicesMedical Devices

•• Computer systems (all products)Computer systems (all products)
•• 21 CFR Part 1121 CFR Part 11
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DrugsDrugs -- requirementsrequirements
•• A Quality SystemA Quality System -- documenteddocumented

•• Quality System ManualQuality System Manual

•• Independence, Authority & TrainingIndependence, Authority & Training

•• Annual Product ReviewsAnnual Product Reviews

•• Internal AuditsInternal Audits

•• CAPA SystemCAPA System

•• Complaint Handling (FDA reporting, retains required)Complaint Handling (FDA reporting, retains required)

•• Failure/Deviation InvestigationsFailure/Deviation Investigations

•• Change control (SOPs, production)Change control (SOPs, production)

•• Rework/reprocessingRework/reprocessing

•• Recalls/returns/salvagesRecalls/returns/salvages

•• Stability testing (container orientation, environment)Stability testing (container orientation, environment)

•• Validation (cleaning, processes)Validation (cleaning, processes)
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DrugsDrugs –– requirements (contrequirements (cont’’d)d)

•• Facilities & EquipmentFacilities & Equipment
•• Flow, waste, chemicals, pest control, etc.Flow, waste, chemicals, pest control, etc.

•• Plant and equipment designPlant and equipment design

•• IQ/OQ/PQ for equipmentIQ/OQ/PQ for equipment

•• Sanitation & maintenanceSanitation & maintenance

•• Material controlMaterial control
•• Receipt & inspection (or vendor qualification)Receipt & inspection (or vendor qualification)

•• Identification & traceabilityIdentification & traceability

•• Control & releaseControl & release

•• Nonconforming materialNonconforming material
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DrugsDrugs –– requirements (contrequirements (cont’’d)d)

•• Production SystemProduction System
•• Process change control systemProcess change control system

•• Batch production recordsBatch production records

•• Equipment qualification & maintenanceEquipment qualification & maintenance

•• Retains/Reserve samplesRetains/Reserve samples

•• Stability testingStability testing –– container orientationscontainer orientations

•• Packaging systemPackaging system
•• Validation, cleaning, contaminationValidation, cleaning, contamination

•• Label controlLabel control
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DrugsDrugs –– requirements (contrequirements (cont’’d)d)

•• LaboratoryLaboratory
•• Personnel qualificationPersonnel qualification

•• Methods & proceduresMethods & procedures

•• Chemicals, standards & solutions handlingChemicals, standards & solutions handling

•• LogbooksLogbooks –– control & retentioncontrol & retention

•• Equipment calibration & qualificationEquipment calibration & qualification

•• Out of specification investigations (OOS)Out of specification investigations (OOS)
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Medical Devices requirementsMedical Devices requirements

•• Management ControlsManagement Controls
•• Quality Policy, Quality ManualQuality Policy, Quality Manual

•• Management RepresentativeManagement Representative

•• Internal AuditsInternal Audits

•• Management ReviewManagement Review

•• Product Master RecordsProduct Master Records –– DMR, DHRDMR, DHR

•• Organization ResponsibilitiesOrganization Responsibilities

•• QA IndependenceQA Independence

•• Annual Review of Quality SystemAnnual Review of Quality System
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Medical DevicesMedical Devices reqmtsreqmts (cont(cont’’d)d)

•• Building & FacilityBuilding & Facility
•• Maintenance & ChemicalsMaintenance & Chemicals

•• Waste & Environmental ControlsWaste & Environmental Controls

•• Pest Control, Lighting, Water, WashroomsPest Control, Lighting, Water, Washrooms

•• PurchasingPurchasing
•• Specifications (w/ microbiological criteria)Specifications (w/ microbiological criteria)

•• Supplier audits & notification of changesSupplier audits & notification of changes

•• Qualification of consultants, subcontractorsQualification of consultants, subcontractors

•• Nonconforming materialNonconforming material –– ID, segregationID, segregation

•• Identification, packaging & storageIdentification, packaging & storage
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Medical DevicesMedical Devices reqmtsreqmts (cont(cont’’d)d)

•• Design ControlDesign Control
•• Verification & ValidationVerification & Validation

•• Risk AnalysisRisk Analysis

•• Design Reviews & documentationDesign Reviews & documentation

•• Recalls/Corrections/RemovalsRecalls/Corrections/Removals
•• ProcedureProcedure

•• Mock RecallMock Recall

•• Reporting to FDAReporting to FDA
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Medical DevicesMedical Devices reqmtsreqmts (cont(cont’’d)d)

•• Document ControlDocument Control
•• Creation & Change ControlCreation & Change Control

•• SOPs & Production ProcessesSOPs & Production Processes

•• Batch RecordsBatch Records

•• Personnel & TrainingPersonnel & Training
•• Sanitation & HygieneSanitation & Hygiene

•• Job DescriptionsJob Descriptions

•• GMP & JobGMP & Job--specific Trainingspecific Training

•• Training RecordsTraining Records
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Medical DevicesMedical Devices reqmtsreqmts (cont(cont’’d)d)

•• Device Identification/TraceabilityDevice Identification/Traceability
•• At all stages through installationAt all stages through installation -- status, toostatus, too

•• Device identificationDevice identification

•• Tracking fileTracking file

•• Corrective/Preventive ActionsCorrective/Preventive Actions
•• SOPs,SOPs, CARsCARs && PARsPARs

•• Nonconforming materials controlsNonconforming materials controls

•• Failure investigationFailure investigation

•• Root cause analysisRoot cause analysis
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Medical DevicesMedical Devices reqmtsreqmts (cont(cont’’d)d)

•• Device Master Record (DMR)Device Master Record (DMR)
•• Specifications, formulations, drawings, etc.Specifications, formulations, drawings, etc.

•• Equipment installation & maintenanceEquipment installation & maintenance

•• Calibration of QA devices usedCalibration of QA devices used

•• Device History Record (DHR)Device History Record (DHR)
•• For each production lotFor each production lot

•• Date, # units, labelingDate, # units, labeling

•• Acceptance testingAcceptance testing

•• Product Release approvalProduct Release approval
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Medical DevicesMedical Devices reqmtsreqmts (cont(cont’’d)d)

•• Deaths, Adverse Events, Malfunctions &Deaths, Adverse Events, Malfunctions &
ComplaintsComplaints

•• Written procedure for management of eventWritten procedure for management of event

•• Investigation & resolutionInvestigation & resolution

•• Determine need to reportDetermine need to report

•• Medical Device ReportingMedical Device Reporting
•• Written procedure for reporting (FDA)Written procedure for reporting (FDA)

•• Root cause analysisRoot cause analysis

•• Corrective actionsCorrective actions
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Medical DevicesMedical Devices reqmtsreqmts (cont(cont’’d)d)

•• Production & Process ControlsProduction & Process Controls
•• Including sterilizationIncluding sterilization

•• Validation protocolValidation protocol –– equipment, process softwareequipment, process software

•• Equipment calibration & maintenanceEquipment calibration & maintenance

•• Nonconformance adjustmentsNonconformance adjustments

•• AcceptanceAcceptance
•• Receipt of devicesReceipt of devices

•• InIn--process testingprocess testing

•• Release authorization (in DHR)Release authorization (in DHR)

•• When is itWhen is it ““delivered??delivered??””
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Medical DevicesMedical Devices reqmtsreqmts (cont(cont’’d)d)

•• LaboratoryLaboratory
•• CleanlinessCleanliness

•• Waste processingWaste processing

•• Methods & standardsMethods & standards

•• Notebooks, signNotebooks, sign--offs, tracking, preservationoffs, tracking, preservation

•• Equipment calibration & verificationEquipment calibration & verification

•• Reagents tested, expiry datesReagents tested, expiry dates
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Part 11 RequirementsPart 11 Requirements

•• Validation of computer systemsValidation of computer systems

•• Spreadsheet validationSpreadsheet validation

•• Electronic signatures procedure/trainingElectronic signatures procedure/training

–– FDA notificationFDA notification

•• Record retentionRecord retention

•• User access & change controlUser access & change control

•• Terminal lockingTerminal locking
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Contact us at:Contact us at:

Enterprise Solutions, Inc.

Carol Wright & Jim BenzCarol Wright & Jim Benz

Suite 300Suite 300

706 East Avenue706 East Avenue

Rochester, NY 14607Rochester, NY 14607

585 241 2090585 241 2090 (fax 585 241 2099)(fax 585 241 2099)

www.esiresults.comwww.esiresults.com


