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Dear mith 7
I amwriting to you in relationto ReportNo. 404 oftheJointCommitteeofPublicAccounts
andAudit (JCPAA).

TheJCPAAreportmadesix recommendations(Recommendations37 to 42 inclusive)to the
TherapeuticGoodsAdministration(TGA), apartofmyDepartment,relatingto theregulation
ofnon-prescriptionmedicinalproducts.

Youmayrecall thatI wroteto you on 9 March 2006providing areportin relationto
Recommendation42, on theestablishmentandoperationoftheAustraliaNew Zealand
TherapeuticProductsAuthority— ANZTPA.

Theresponsesto theremainingRecommendations37 to 41, in theExecutiveMinuteformat
requiredbytheJCPAAandsignedbytheSecretaryofmy Department,areattached.

Includedwith theExecutiveMinutearethreeattachmentsrelatingto aspectsoftheTGA’s
regulatorypracticesandprocedures.TheseattachmentscontainCommercial-in-Confidence
informationaboutspecifictherapeuticgoodsmanufacturers,andsensitiveinformation
relatingto‘the investigationandprosecutionactivitiesoftheTGA SurveillanceUnit.

Accordingly,in orderto preservetheconfidentialityandsensitivityoftheinformation,
I requestthat theattachmentsto theExecutiveMinutenotbeplacedon thepublic record.

Yourssincerely

TONY ABBOTT

End (3)
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JOINT COMMITTEE OF PUBLIC ACCOUNTS AND AUDIT
REPORT NO. 404

ReviewofAuditor-General’sReports:ReportNo.18of2004-2005- Regulationof
Non-prescriptionMedicinalProducts- DepartmentofHealth andAgeingandTherapeutic

GoodsAdministration

General Comments

TheJCPAA’s Reportmadesix recommendationsto theTherapeuticGoodsAdministration
(TGA), apartoftheDepartmentofHealthandAgeing. Oneoftherecommendations
(Recommendation42)requiredresponsesin FebruaryandJune2006. The Februaryresponse
wasprovidedto theJCPAAon 13 March2006. Theresponsesto theremainingfive
recommendationsaresetoutbelow.

By wayof overarchingcomment,theTGA hasmadesignificantchangesto themanagement
andgeneralgovernancerelatedto theGoodManufacturingPractice(GMP) auditprogramby
establishinganewbranch,theManufacturersAssessmentBranch(MAB), andrecruitingan
AssistantSecretaryto manageandreformthebranch’sfunctions.

.1

A newstructurehasbeenimplementedwithin MAB, with four auditteammanagersin place
to improveauditorperformance,consistencyanddocumentation.In additionanAudit
GovernanceCommitteehasbeenestablishedto review andmonitortheauditprogramand
processes,andto review, monitorandmanageauditconsistencyacrosstheauditteams.

The TGA’s RegulatoryRiskManagement& ComplianceMonitoringCommitteemeets
quarterlyto discussawide rangeofrisk issuesincludingenforcementactions.In addition,a
Post-MarketMonitoring andComplianceCoordinationGroup,which meetsmonthly,has
beenestablishedto:

• enhancetheoperationalinterfacebetweenkeypost-marketactivities;.
• provideaforum for informationsharingandreviewoftherelevantpost-market

monitoringandcomplianceactivities;
• provideguidancein orderto improvetheeffectivenessandefficiencyofpost-market

operationalactivities;and
• developoptimalstrategiesfor improvingpost-marketoperations.

FivespecialistManufacturingTechnicalExpertReferenceGroups(TERGs)arebeing
establishedby MAB in partnershipwith industryto achievethefollowing outcomes:

• improvetheregulatoryinterfacewith industry;
• enhanceGMPauditandindustrypracticeconsistency;and
• collaborativelyandproactivelyaddressGMP issues.

TheTERGswill alsoincluderepresentationfrom industryassociationsfrom bothAustralia
andNewZealandin amoveto ensurecontinuityfrom theinceptionoftheAustraliaNew
ZealandTherapeuticProductsAuthority.
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RESPONSESTO RECOMMENDATIONS 37 TO 41 OF JCPAA REPORT NO. 404

Recommendation37

TheCommitteerecommendsthattheTGA providethis Committeewith a copyoftheaudit frequency
matrix,andanyotherdocumentationlinked to determinationofaudits(suchasprocedures.for
undertakingan unannouncedaudit),when it is completed.

DepartmentofHealthandAgeingResponse

TheStandardOperatingProcedure(SOP)Number303 for Audit Frequencyand
Programming,incorporatingthe auditfrequencymatrix, is thesubjectofongoingreview.
TheSOPwasrevisedin January2005to reflecttheimprovementsrecommendedby the
ANAO. CopiesoftheSOPasat September2004andJanuary2005,the latterreflectingthe
mattersraisedby theANAG, areat Attachment1.

In thecontextofthegovernanceandmanagementreformsassociatedwith theGMPfunction
outlinedabove,SOPNumber303 is beingfurtherreviewedandenhancedto alignwith, and
give effect to, thereformsthat areunderway.

A copyof therevisedSOPwill beprovidedto theJCPAAwhenit is completedand
authorisedfor implementation.

DepartmentofHealthandAgeingResponse

TheTGA hasarangeofenforcementactionscoveredby documentedproceduresthat canbe
takenagainstmanufacturers.Theseinvolve anumberofdifferentareasoftheTGA. At
Attachment2 is atablesummarisingtherangeofenforcementactions.This tableincludes
informationaboutmanagementauthorisation,manufacturers’rightsofsubmissionorappeal,
andthereferencesto thedocumentationrelevantto eachenforcementaction.

Shorttermreportingis referredto as‘progressreporting’in theMAB SOPNumber401 — a
copyofthis SOPis atAttachment3. In general,manufacturersarerequiredto respondto
deficiencieswithin 28 daysofthe issueofthefinal auditreport,indicatingthecorrective
actionthathasbeenimplementedoroutlining aplanto addressthedeficiencies.

In mostinstancesobjectiveevidencewill beprovidedwith theresponseto theAudit Report
andwill beevaluatedaspartoftheaudit closeout. Eachresponseis thoroughlyand
objectivelyassessedby theLeadAuditor.

Recommendation38
The Committeerecommendsthat the Therapeutic GoodsAdministration document its proceduresfor
implementation of enforcementaction againstmanufacturers. This should include:
• a cleardefinition of different enforcementactions,the circumstancesin which they are applied,and

- manufacturers’ rights of submissionor appeal;•
• stipulation of managementauthorisation for enforcementactions;
• a definition oftimelines for short-term reporting and TGA assessmentof manufacturer reports; and
• a requirement that all manufacturerssubject to an enforcementaction will undergo a follow-up audit

within three to six months of the initial action.
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In somecircumstances,implementationofcorrectiveactionfor non-criticaldeficiencies,may
for manypracticalreasonsinvolve atime framebeyond28 days. Providedthattheaudit
responsedetailsthecorrectiveandpreventiveactionthatwill betaken,andareasonabletime
framefor completion,suchdeficiencieswill beclosedout. Progressreportsmaybeprovided
by themanufactureronamonthlyorquarterlybasis,however,thespecifictimeframeis
determinedon a caseby casebasis.All progressreportingandtimelinesmustbeagreedby
theAudit TeamManager.

All manufacturerauditreportsmustbepreparedandreviewedby theAudit TeamManager
andsignedby theLeadAuditorwithin thefollowing targettimes-2weeksfrom thedateof
theLeadAuditor’s returnto theoffice for adomesticmanufacturerandwithin 3 weeksfrom
thedateoftheLeadAuditor’s returnto theoffice for anoverseasmanufacturer.If it is
necessaryto refertheauditreportto aReviewPanel,thesetimesmayneedto be extended.

SOP401 requiresthatamanufacturer’sresponseto theAudit Reportmustbecritically
reviewedwithin 4 weeksfrom thedateofreceiptoftheresponse.Eachresponseis assessed
by theLeadAuditor.

As identifiedin thesummarytableat Attachment2, manufacturersaresubjectto arangeof
enforcementactionsincludingrequirementsto undertakecorrectiveandpreventativeaction,
conditionsbeingplacedon thelicence,throughto suspensionor revocationofa
manufacturinglicence. Wheretherearesignificantmanufacturingdeficienciesthatmaypose
imminentpublichealthrisksthereisprovisionto instructthemanufacturerto immediately
ceaseproductionandquarantinetherelevantproducts.

The intervalfor afollow-up audit isdependentuponthespecificenforcementaction. The
auditfrequencymatrixis usedto determinetheauditintervalbasedon therisk oftheproduct
andthelevelof compliance. WhenaGIvIP complianceratingisunacceptable,orthe
enforcementactionis significant,theaudit intervalmaybe significantlyreducedandis
determinedon acaseby casebasis. In extremecircumstancesadedicatedGMP Auditor
and/orTGAtechnicalspecialistmaybe assignedto undertakefrequentauditson asingle
manufacturer.For example,monthlyorquarterlysurveillanceauditscouldbe implemented.

DepartmentofHealthandAgeingResponse

Post-marketlaboratorytestingfor non-prescriptionmedicinalproductsis undertakenby the
TGA Laboratoriesin closecollaborationwith theTGA’s Non-PrescriptionProduct
Regulator.ServiceLevelAgreementsarein placebetweentheTGA Laboratoriesandthe
Non-PrescriptionMedicinesProduct.Regulator.

An appropriatelyrisk andintelligencebasedsamplingandtestingprogramis determinedin
advancebetweentheTGA LaboratoriestheDrug SafetyandEvaluationBranchandtheNon-
PrescriptionMedicinesBranch.

Recommendation39

The Committeerecommendsthat the Therapeutic GoodsAdministration increaseits post-market
laboratory testing for non-prescription medicinal products from overseasmanufacturers, particularly
with an emphasison products from manufacturers who have not beensubject to certification or audit in
the past18 months.
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Thereis anumberof factorsthataretakeninto accountin thesamplingprogram,including:

• intelligenceandscientificreports;
• productsrecalls;
• adversedrugreactionreports;
• surveillancereportsandanyrelevantinternationalliteraturethatmayhaveidentified

potentialqualityproblemsrelatedto aproduct;
• GMP complianceinformationfrom theManufacturerAssessmentBranchoroverseas

regulators;and
• GMPaudit risk assessment,if anoverdueauditoccurs.

The TGA Laboratoriesadjuststheir samplingprogramaccordinglyto addressanyacute
issuesthatareidentifiedby anyofthefactorsoutlinedabove.

Intheinstancewhereanaudit intervalexceedstherecommendedperioddeterminedby the
auditfrequencymatrix, theChiefAuditor completesa GMPrisk assessment.This risk
assessmentisoneinputinto areview by theTGA’s RegulatoryRiskManagement&
ComplianceMonitoring Committeethat is intendedto ensurethatall regulatoryandpublic
healthrisksareadequatelyaddressed.A possibleoutcomeis anincreasedandtargeted
sampletestingactivity to mitigateaparticularconcern.

As indicatedtheTGA Laboratoriesactivelymanagetheirtestingprioritiesbasedon risk
factors;audit frequencyisonefactor. Anadditionaltestingprogramhasresourceandcost
recoveryimplications,whichwill resultin anadditionalfiscal imposton industry; therefore
consultationwith industrywill be necessarybeforeanysignificantincreasesin thetesting
programareimplemented.

Department ofHealth andAgeingResponse

The TGA hasthoroughlyreviewedits managementsystems,includingdocumentation
practicesandprocedures,andis implementinganewTGA-wide RecordsManagement
System.Thesystemwill enabletheidentificationandprovisionofinformationrelevantto all
productandmanufacturingregulators.

Recordsmanagementeducationandawarenesssessionsareprovidedto all staff in an
ongoingcycleto promotetheimportanceofmaintainingaccurateandup to daterecords.

H

Recommendation40

The Committeerecommendsthat theTherapeutic GoodsAdministration urgently review its information
managementsystems,inc!uding documentationof key decisionsand correct electronic and hard copy
filing of relevantdocuments.The importance of maintaining accurateand up-to-date recordsshould also
be communicatedto all TGA staff.
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Recommendation41

Department ofHealth andAgeingResponse

Within theTGA, theMAB is revisingandenbncingits internalqualitysystemin
preparationfor re-certificationto 1S09001:2000.A newQuality SystemsManagerwas
appointedin February2006.

In addition,MAB haveestablisheda Quality SystemImplementationCommitteeto:

• revisethecurrentMAB quality systems;
• reviewandmonitorcompliancewith quality systemrequirements;and
• providereportsandrecommendationsto theMAB ExecutiveandBranchheadas

necessary.

In midto late2006,MAB’s quality systemwill beindependentlyassessedby Health
Canada’squality systemexpertsin thecontextof aqualitysystemequivalenceagreement.

TheTGA LaboratoriesareaccreditedbyNATA to ISO 17025.

Secretary

DepartmentofHealthandAgeing

‘~May 2006

The Committeerecommendsthat the Therapeutic GoodsAdministration continue with its re-
accreditationprocessfor ISO 9000and National Associationof TestingAuthorities (NATA) standards.
When the TGA achievesthesestandards this information should be promulgated to manufacturers and
other industry bodies.
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