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{foil rat lens artifact was incorrectly interpreted as a teratogenic changeinoTiker Experiment Nos. 080TRO00B and 06a0TRORTG. © Toss memo will summarizefneieyents roa the first tina the change vas sepertes oy present,including underlying factors contributing to the sacecrice interpretation.Experiachange was first formally reported on Decemver 18, 1980, (Rikeraoprinent No. 0GG0TR0008). On Janary 23, 1981. a inciar change was reported{Riker Experinent No. 0GBUTRO0I0). The change was Lubmiiirs teratogenic effectononen SE Che two studies. The change was described es developmental eyeSinornelity which appeared to be an arrest in develemannt or the primary lensfotze forming the embryonal lens nucleus, folieved by secondary aberrations ofToeajisondary lens fibers of the fetal nucleus. ail rye abnormalities wereaocalized to the area of the embryonal lens muclens although a variety ofmorbnological appearances were present within shat tomers? The range ofmorphological appearances as observed under the dissecting microscope variedsion 3 oLisht discoloration running through the veer cid discoloration ofFintotsgine lens and the presence of a cleft beneath the ter. epithelium,vasiotosically, the discolorations were attribered ro te presence of lensooo remnants forming clefts or lens vesicle ceassnt surrounding the lensIucieus. Also contributing to the discolorations meer primary lens fibersuhich appeared to have not elongated and the presen of degeneratedepitrichial cells.
Dis dohpratery continued to seport the clatta at che antaptleantrat soreion angn° atark colored areas at the embryonal nucleus pereinr oF the fetal rat lensesitersker Experiment Nos. 0680TRO0Z0, 06817R00% Lay 0631TRO110. A notedSaraerence between these three studies and the tu mecerr in the previousDredabugjas the appeazince of the lens change in the sonceor groups of thesethree studies and not in the first two studies: © ©
Tomshoct set of freehand sactions containing lens from each Of the five studiesCpecibons tped: sectioned, and stained for Ristopathorony Generally, themaa fo" Chosen ere from fotuses with the lens shanecs an effort was notaces Process for histopathology a comparable ness er unatfected lenses ofcontrol and compound exposed fetuses. In addition to th selective ana
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Iiteraeuz "discipline approach taken to evaluate the change, the scientificrigerature neither discusses the chasrved change ner acne Se describe theor apiorphology Of the near term fatal rat lems. me Literature which wasIhislabte actually contributed to the incorrect interpeerirert an example ofTriseiy he reference quoted in the first tue stagie ers ¥, Kuwabaraavers) Sytalogic changes of Fraser cataract. an aisceion microscopic study.deveioisative Ophthalmology 14 (7):pp 517-527, 1978) erin described adevelopmental lens abnomality appearing in the weanling mouse lens as afocaract, The degeneration seen histologically ro teratology study lensesAnke sinilar to that portrayed in the Fraser cerarer reference. However, in
farthigEeriment No. 0630TR00, it was found that inclines change in the fetalhae in,not continue on to becons an opacity in tne weanling. Upon findingsod the change seen in the fetal len aid sot pemcene to a change in theOehoraogostnSy At was obvious that labeling the meses ir Riker Experiment Nos.(S8UTRO00S and 0680TRO010 as a teratogenic responen rs in error.becnss Laboratory became interested in Riker Laboratories: teratology studiesPiStyse of their association with a major censesse ar member of the chemicalpenis being studied. Tuo of thelr laboratory seste. or Fobert E. Staples andSedommoesy SEs, Updated on the findings of Riker segermen Nos. 0680TR0008 andJ$00TRO010 (3/27/81). Haskell Laboratory sierera iL conduct a teratology study
Stina paralleling Riker Experiment to. OcotrRe:ioe ere preliminary resultsSiachese parallel studies were exchanged (10/9yar). Differences in both thesons Sorphology findings and their interpretations wer acknowledged and aJuhsaquent meeting of the scientists was arranses {10/19-20/81) to clarify eachsoboratories! findings. At that mesting the mee fuser were found, in part,
ebacoount for the differences in findings between tng pu teratologyfapopacories. Riker Laboratory was nore successent he bisecting the lens on{reshand sections than was Haskell Laboratory: em tit equipment used by RikerChangemarae the freshand lens sections enabled supemis visualization of theSI4032,ComPazed £0 that achieved with Haskell Euborberiyt! equipment. Thesediiferences in technique and equipment resaires by mots describing a lensClofe and dark streak in fatal rat lenses of sil mor 97oups, while HaskellFeporced a mich lover incidence of only a lens air pechi
Istopathology on fetal lenses was done in each laboratory ana again themaciaes, laffered. Riker reported a degenerative shes the embryonalDeTious, While Dr. Willian Kerns at Haskerl reperer oo artifact of fixation orovalisonand sectioning. Both results were cepceces wimneis the benefit offuaiiable Literature references describing tay noses morphology of the termSosal Fat lens. On 10/20/81, two individust sororpinen (Dr. Howard A. Hartman,NoneoTocorporation, and Alfred A. Coulombre, The neeseial Institute oftoherosical Diseases and Blindness, National Tneeieenn ie Health) were queriedoenelp resolve the differences in interpretatimes. Through their pooledinterios®yy it vas determined that the embryonal mucless orn fetal rat has anInterior placement and is still opposed to the lees epithelial cells near term.Taboceition, the eabryonal nucleus is in the process ht degenerating. Haskelllaboratories’ interpretation was correct. mi change seen in each laboratorywas an artifact.
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SESLELEL TRIE en be mer wore isha cert dvetopmensat evans on vosantes emerson anges xthe vestige of the lens vesicle remnant and consisted of a separation of
Ben fee of a entSLA Sg oF2 spatial”on ne Shelonation SE LE nn, ele fenSapenerant freer rection Cents STIL poole rented fron oSInn or on aria bein ate 0] Tl primarydenseioniog sceentunting She arol’of Torts etna ant SS reneeSDeSUTRIEYE Bfosat ma dens axa vas tncoerecty tnerproesChemserente an fn Rk mela, MEI eratesae4an dns ented SELL Lo RETRO neWeeiTnneTefen, Someribesing fo the otoriacs asasssetaen ame SorenFAD liners teen SESRve een OEEni ene nelI I rerrelony OF GL voeatoratans.
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