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““Money won is twice asMoney won is twice as 
sweet as money earnedsweet as money earned””

From the movieFrom the movie The Color of MoneyThe Color of Money



Topics to be coveredTopics to be covered

�� Review of HCT/P DeviationReview of HCT/P Deviation 
reporting requirementsreporting requirements
––What, who, how, when?What, who, how, when?

�� Reports received to dateReports received to date



Subpart ESubpart E ­-
Additional Requirements forAdditional Requirements for 
Establishments Described in 21Establishments Described in 21 
CFR 1271.10CFR 1271.10

�� 1271.330 Applicability1271.330 Applicability
�� 1271.350 Reporting1271.350 Reporting



21 CFR 1271.33021 CFR 1271.330 ­-
ApplicabilityApplicability
�� Nonreproductive HCT/Ps, andNonreproductive HCT/Ps, and
�� Regulated solely under PHS SectionRegulated solely under PHS Section 

361361
–– Reproductive HCT/Ps (semen,Reproductive HCT/Ps (semen, 

oocyte, embryo)oocyte, embryo) ––reporting notreporting not 
required at this timerequired at this time



21 CFR 1271.35021 CFR 1271.350 ­-
ReportingReporting

(a) Adverse reaction reports(a) Adverse reaction reports
(b) Reports of HCT/P deviations(b) Reports of HCT/P deviations

–– What, when, and how?What, when, and how?



HCT/P DeviationHCT/P Deviation 
ReportingReporting
�� Required for 361 HCT/Ps as ofRequired for 361 HCT/Ps as of 

May 25, 2005May 25, 2005
�� Biological Product Deviation reporting forBiological Product Deviation reporting for 

licensed products already required by 21licensed products already required by 21 
CFR 600.14CFR 600.14

�� Investigational new drugs used in a clinicalInvestigational new drugs used in a clinical 
investigationinvestigation –– neither HCT/P deviationneither HCT/P deviation 
reporting nor biological product deviationreporting nor biological product deviation 
reporting is requiredreporting is required



HCT/P Deviation means anHCT/P Deviation means an 
eventevent::
(21 CFR 1271.3(dd))(21 CFR 1271.3(dd))

•• That represents a deviation fromThat represents a deviation from 
applicable regulations in this part or fromapplicable regulations in this part or from 
applicable standards or establishedapplicable standards or established 
specifications that relate to thespecifications that relate to the 
prevention of communicable diseaseprevention of communicable disease 
transmission or HCT/P contamination; ortransmission or HCT/P contamination; or

•• That is an unexpected or unforeseeableThat is an unexpected or unforeseeable 
event that may related to theevent that may related to the 
transmission or potential transmission oftransmission or potential transmission of 
a communicable disease or may lead toa communicable disease or may lead to 
HCT/P contaminationHCT/P contamination



HCT/P Deviation ReportingHCT/P Deviation Reporting
(21 CFR 1271.350(b))(21 CFR 1271.350(b))

All HCT/P deviations related to aAll HCT/P deviations related to a distributeddistributed
HCT/PHCT/P 
�� Must be investigated by the manufacturerMust be investigated by the manufacturer
�� Must report any such HCT/P deviationMust report any such HCT/P deviation

––That occurred in that facility or in aThat occurred in that facility or in a 
facility that performed a afacility that performed a a 
manufacturing step for the facilitymanufacturing step for the facility 
under contract, agreement, or otherunder contract, agreement, or other 
arrangementarrangement

––Only those related toOnly those related to ““Core CGTPsCore CGTPs””



DistributionDistribution
21 CFR 1271.3(bb)21 CFR 1271.3(bb)

�� DistributionDistribution means any conveyance ormeans any conveyance or 
shipment of an HCT/P that has beenshipment of an HCT/P that has been 
determined to meet all release criteria.determined to meet all release criteria.



Core CGTPsCore CGTPs
21 CFR 1271.150(b)21 CFR 1271.150(b)

�� Requirements directly related toRequirements directly related to 
preventing the introduction,preventing the introduction, 
transmission, or spread oftransmission, or spread of 
communicable diseasescommunicable diseases

�� Other requirements support theOther requirements support the 
core CGTPscore CGTPs



Core CGTPs (10)Core CGTPs (10)
21 CFR 1271.15021 CFR 1271.150

�� FacilitiesFacilities
�� EnvironmentalEnvironmental 

controlcontrol
�� EquipmentEquipment
�� Supplies & reagentsSupplies & reagents
�� RecoveryRecovery
�� Processing andProcessing and 

process controlsprocess controls

�� Labeling controlsLabeling controls
�� StorageStorage
�� Receipt, preReceipt, pre--

distributiondistribution 
shipment, andshipment, and 
distributiondistribution

�� Donor eligibilityDonor eligibility 
determinationdetermination 
(donor screening(donor screening 
and donor testing)and donor testing)



When must I report HCT/PWhen must I report HCT/P 
deviations?deviations?
21 CFR 1271.350(b)(3)21 CFR 1271.350(b)(3)

You must report each such HCT/PYou must report each such HCT/P 
deviationdeviation that relates to a corethat relates to a core 
CGTPCGTP……within 45 days of the discoverywithin 45 days of the discovery 
of the event.of the event.



Who must report HCT/PWho must report HCT/P 
deviations?deviations?

�� ““YouYou””
�� Establishments that manufactureEstablishments that manufacture 

HCT/PsHCT/Ps
�� If the HCT/P deviation occurred inIf the HCT/P deviation occurred in 

your facility or in a facility thatyour facility or in a facility that 
performed a mfr step for you underperformed a mfr step for you under 
contract, agreement, or othercontract, agreement, or other 
arrangementarrangement



How do I report HCT/PHow do I report HCT/P 
Deviations?Deviations?

Report on Form FDA 3486, electronically orReport on Form FDA 3486, electronically or 
byby
mail to:mail to:
Director, Office of Compliance & Biologics Quality,Director, Office of Compliance & Biologics Quality, 
CBER (HFMCBER (HFM--600)600)
1401 Rockville Pike, Suite 200N1401 Rockville Pike, Suite 200N
Rockville, MD 20852Rockville, MD 20852--14481448

�� http://www.fda.gov/cber/biodev/biodev.htmhttp://www.fda.gov/cber/biodev/biodev.htm
–– Product codesProduct codes
–– Deviation codesDeviation codes













What should I do if I haveWhat should I do if I have 
questions about HCT/Pquestions about HCT/P 
deviation reporting?deviation reporting?

�� Email account for questions aboutEmail account for questions about 
HCT/P deviations:HCT/P deviations: 
HCTP_Deviations@fda.hhs.govHCTP_Deviations@fda.hhs.gov

�� Contact CBERContact CBER’’s Division of Inspectionss Division of Inspections 
and Surveillance, Sharon Oand Surveillance, Sharon O’’CallaghanCallaghan 
at (301) 827at (301) 827-- 62206220



HCT/P DeviationHCT/P Deviation 
ReportingReporting

�� Encourage end users to forward reports onEncourage end users to forward reports on 
possible deviations to the manufacturerpossible deviations to the manufacturer 

�� Guidance will be developedGuidance will be developed
�� Reports are reviewed, tracked, and trendedReports are reviewed, tracked, and trended



HCT/P DeviationHCT/P Deviation 
Reporting to dateReporting to date

�� 77 reports received to date (some77 reports received to date (some 
multiple products)multiple products)
–– Reportable = 29Reportable = 29
–– NonNon--Reportable = 48Reportable = 48



HCT/P Deviation ReportsHCT/P Deviation Reports
Products InvolvedProducts Involved

27 peripheral stem27 peripheral stem 
cellscells

25 cornea25 cornea
11 bone11 bone
3 tendon3 tendon
3 skin3 skin
3 oocyte3 oocyte

2 leukocytes2 leukocytes
2 bone marrow2 bone marrow 

stem cellsstem cells
1 ligament1 ligament
1 vascular graft1 vascular graft
1 limbal graft1 limbal graft
1 heart valve1 heart valve



HCT/P Deviation ReportsHCT/P Deviation Reports
Reports to date include:Reports to date include:

1. Donor screening or testing not performed1. Donor screening or testing not performed 
or documentedor documented

2. Ineligible donor accepted2. Ineligible donor accepted
�� Risk factor, clinical evidence or physical evidenceRisk factor, clinical evidence or physical evidence 

of communicable disease identifiedof communicable disease identified
�� Donor tested reactive for communicable diseaseDonor tested reactive for communicable disease
�� Donor incorrectly evaluated for plasma dilutionDonor incorrectly evaluated for plasma dilution



HCT/P Deviation ReportsHCT/P Deviation Reports
Reports to date include:Reports to date include:

3. Donor testing3. Donor testing--testing not performed, nottesting not performed, not 
documented or incorrectly performeddocumented or incorrectly performed ––
HIVHIV

4. Donor testing4. Donor testing--unlicensed test usedunlicensed test used
5. Processing5. Processing--HCT/P contaminated,HCT/P contaminated, 

potentially contaminated or crosspotentially contaminated or cross--
contaminated during processingcontaminated during processing



HCT/P Deviation ReportsHCT/P Deviation Reports
Reports to date include:Reports to date include:

6. Processing6. Processing--inin--process testing sample notprocess testing sample not 
representative of material to be evaluatedrepresentative of material to be evaluated

7. Inappropriate distribution7. Inappropriate distribution
�� No review of required recordsNo review of required records
�� No signNo sign--off by responsible personoff by responsible person
�� Contaminated or potentially contaminatedContaminated or potentially contaminated



HCT/P Deviation ReportsHCT/P Deviation Reports
Reports to date include:Reports to date include:

8. Incoming HCT/P not evaluated and8. Incoming HCT/P not evaluated and 
inspected for damage and contaminationinspected for damage and contamination

9. Supplies9. Supplies not verified to meet specificationsnot verified to meet specifications 
for usefor use



HCT/P Deviation ReportsHCT/P Deviation Reports 
Not ReportableNot Reportable

�� No products were distributedNo products were distributed
�� Not associated with disease transmissionNot associated with disease transmission 

or contaminationor contamination
�� Not related to core GTPNot related to core GTP



HCT/P Deviation ReportsHCT/P Deviation Reports 
Not ReportableNot Reportable

�� Problem corrected prior to distributionProblem corrected prior to distribution 
of productof product

�� Product released under urgent medicalProduct released under urgent medical 
needneed



HCT/P Deviation ReportsHCT/P Deviation Reports 
Not ReportableNot Reportable

�� Positive prePositive pre--implant culture is in generalimplant culture is in general 
not reportable as a deviationnot reportable as a deviation
–– Unless a complaint results in an investigationUnless a complaint results in an investigation 

that reveals a departure from GTPs orthat reveals a departure from GTPs or
–– If the recipient had an adverse event, thenIf the recipient had an adverse event, then 

report as an adverse reaction not HCT/Preport as an adverse reaction not HCT/P 
deviationdeviation



HCT/P Deviation ReportsHCT/P Deviation Reports 
Not ReportableNot Reportable

�� Reporting establishment was notReporting establishment was not 
manufacturermanufacturer

�� Reproductive HCT/Ps not required toReproductive HCT/Ps not required to 
reportreport

�� Product not regulated by FDAProduct not regulated by FDA



““The safest way to doubleThe safest way to double 
your money is to fold ityour money is to fold it 
over once and put it inover once and put it in 
your pocketyour pocket””
Kin HubbardKin Hubbard


