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Subject:May31,2006RequestForCorrectionof National ProgramToxicology
TechnicalReport Number - that TR494 494,NIHPublication 05-3953 Request

be withdrawn becauseof factualerrors - Additionalinformation
 

DearMadamor Sir: 

A RequestForcorrectionwassubmittedbychemicalproducts 

Corporation(CPC),a Georgiacorporationlocated GeorgiainCartersville, on 
May31,2006undertheauspices Quality CPCof NIH'slnformation Guidelines. 
requestedat that timethat National ToxicologyProgramTechnicalReport494 
(TR494),NIHPublication be withdrawn becausetheconclusionsNo.05-3953, 
presentedinthistechnicalreportwereacceptedby NTP's Boardof Scientific 
Counselors'TechnicalReportsReviewSubcommittee g, za04on December 

baseduponundocumented datapresentedforthe first timeongenetictoxicology 


December9, 2004, and subsequently into TR4g4.
 incorporated 

As a resultof a Freedomof Information anadditionalActrequest pageof 
informationwasprovidedto CPCon July 11,2AOO to thatprovidedinaddition as 
anattachmentto our May 31,2006RequestforCorrection;thissinglepageof 
additionalinformationisattachedheretoalong with the NIH letter which 
accompanied information thatit. Thisadditional does not provideany indication 
SampleA07496in Appendix E, Tabte E3of TR494 is an aliquot of theTR494 
test article, LotNo. 5893, as stated in TR494.Theoriginof Sample A07496 
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cannotbe verified throughNationalToxicologyProgramdocumentsand records, 
thusCPC reiterates its request that TR4g4 bewithdrawn. 

Thecopyof a single pageBulkChemicalShipmentReportattachedto this 
letterdemonstrates designatedthat 4 samplesof Anthraquinone, as Chemical 
Lot No.'s Gsru 2517770,64005, and5893,wereshippedfromBattelle,2Y011, 

NTP'scontractor,to BioReliance CorporationonJune 22,2004. The TR494 test 
article,Lot5893, is included in thisshipment;the reported lastanalyzedpurity 
(BCR,11119- of this sample asg9.4%relativepurityconflictswiththe11120198) 

reported99.8%purityof the test article in TR494. 

lf onepresumesthatthese four samplesarethefoursamplesinTables 
3,4,5,and 6 of rR494 AppendixE - GeneticToxicology,thenoneof these four 
sampleswasfoundto be mutagenic to Salmonella typhimurium TA98andstrains 
TA100withand without 59 metabolic activation.WhenCPC submitted an 
aliquotof the TR494 test article, labeledLot5893 when received by CpC, to 
BioReliance forpreincubationCorporation genetictoxicologytesting4112years 
priorto Battelle's submission,Lot 5893 wasfoundto be mutagenicto Salmonella 
typhimurium TA98and TA 100without59 metabolicactivationandstrains 

mutagenicto strain TA98 with59 metabolicactivation. 

NTPhasbeen unable to produceany records relatingthegenetic 

toxicology forthe four samples onthe attached testingresults identified Shipment 
Reportas Lot No.'s GSTU 2517770,64005, , and 5893, to thesamples2Y011 
reportedfor the first timeon December g, 2004 in TR494 AppendixE as4074g6, 
465343,454984,and A40147. 

Thisadditionalinformationhas raised two additional concernsregarding 
the veracity of TR494. First,the Lot 5893 testarticle is shownon the attached 
shipmentreportas being "99.4o/orelativepurity"as opposed to the99.8%purity 

of the TR494 testarticlestated in TR494. Secondly,theattachedshipment 
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'Recommendedreportstates, StorageConditions:RoomTemperature(-2SoC)". 
Therecommendedstorageconditionsstatedby Battelle conflict with information 
providedto the December 9,2004peerreviewpanelto answer their concerns 
aboutdecomposition inthe Ae during many yearsof storage. of impurities 

TR494at page20,secondcolumn,describesdiscussionof this issue duringthe 
thirdpeerreviewon December9, 2004asfollows,"Dr.Klaunigaskedif the 
samplesassayedweretheoriginaltest material and if anydegradationmight 
haveoccurredduringtheinterval.Dr.Smith replied thatthis was thesame 
materialused in theanimalstudies,and it wasstored frozen underargon,so 
degradation " wasunlikely. 

Mutagenicityassaydata, first introducedby NTP in the third peerreviewof 
TR494on December9, 2004,purportsto demonstratethatthe TR494 testarticle 
is notcontaminated impurities,eventhough NTP hadbeen notified by mutagenic 

4 and3 yearsearlierof positivemutagenicity on2 independenly assay results 
obtainedandtestedaliquotsof theTR494testarticle,Lot 5893 TheTR4g4test 
compound,Anthraquinone,cAS # 84-6s-1,is not a mutagen, sothepresenceof 
a directactingmutagenicimpurityintheTR494testarticleconfoundsthe 
conclusionspresentedinTR4g4. 

on February 18, 2004, concernoverthe confounding effects of 
contamination withat leastonedirect-actingof theTR494testarticle mutagen 
promptedNTP'sBoardofScientific Technical ReviewCounselors' Reports 
Subcommitteeto restrictthescopeof the conclusionsinTR494by adding 
languagestatingthat these conclusionsappliedonlyto "Anthracene-derived 

Anthraquinone".Contaminationof the TR494 test article withmutagenswas 
believedto be the result of itsmethod -of manufacture oxidationof Anthracene. 
Anexplanationof the two more commonalternativemanufacturingprocesses, 
the Friedel-Crafts processandthe Diels-Alder processwasalsopresentedin 
TR494.Anthracene-derived is very rarely, inAnthraquinone ifever,encountered 
commerceintheUnitedStates. 
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