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tn Bihar ar ians artifact was incorrectly interpreted as a teratogenic changene aver Experiment Nos. 0680TRO008 and 06SOTROOIO. This meme wits sumrlnejeyinte from the £1sst tide the change was reported to the present.including underlying factors contributing to the incorrect intoepeerstion.
Epens change was first formally reported on December 18, 1980, (Rikerrbpinene No. 068UTROV0G). On January 23, 1981, a sinilar change was reported{Riker Experiment No. 0GBUTRGDI0). The change was labeled a serevomenis CorioAnoach Of the two studies. The change was described as 4 devessmecmme oyeSinormelity which appeared to be an arrest in development of the meimey ticsfyatrs forming the embryonal lens nucleus, followed by secondary sberestioer ofTheatscondary lens fibers of the fetal nucleus. All eye abnormelitirs cnaocartzed to the area of the embryonal lens nucleus, although a veriery enorEhojogical appearances were present within that location: The ranch offosnological appearances as observed under the dissecting mlcroscons saciedfrom a slight discoloration running through the lens, to a disseiermeiun ooirons the lens and the presence of a cleft beneath the lens epithelsum.vesiojosically, the discolorations were attributed to the presence of samsotiole remnants forming clefts or lens vesicle remnants Susounding the. sensheaps: -Aso contributing to the discolorations were primary lens fibershich 3ppeared to have not elongated and the presence of degeserstedepitrichial cells.

The laboratory continued to report. the cleft at the anteplleenteal sorsion andn° niaxk colored areas at the embryonal nucleus portion of the fetal sec somenesn¢Riker Experiment Nos. 0680TRO020, 0GBLTRO095 and 06B1TRO110. K wormsfafserence between tess three studies and the two mentioned in the peeeiousThrecTabn was the appearance of the lens change in the control groups of hesethree studies and not in the first two studies,
Jasoloct set of frashand sections containing lens from each of the five studiesneeibioceased, sectioned, and stained for histopathology. Generally, theSpisinens chosen were from fetuses with the lens change: An effect as mtade oo Process for histopathology a comparable number of unaffected sme ofcontrol and compound exposed fetuses. In addition to the selective ang
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$oneshat undisciplined approach taken to evaluate the change, the scientificLiterature neither discusses the observed change nor does ir deserins mrnormal morphology of the near term fetal rat lens. The Literature cain wasiiiieble actually contributed to the incorrect interpretation. an exsapte ofshis is the reference quoted in the first two studies (Hamai ¥, KumamaesTaearsy cytalogic changes of Fraser cataract. An electron misroscepte scudy.Investigative Ophthalmology 14 (7):pp 517-527, 1975) which Geceviney cdevelopmental lens abnormality appearing in the weanling mouse tens ae aSoraract. The degeneration seen histologically in teratolosy study suncesRipked sinilar to that portrayed in the Fraser cataract seferancec’ Homer, inracer Sxperiment No. 0630TR0020, it was found that the lens changa Ln the soresht the oracontinue on to become an opacity in the weanling. Upen Findingshat the change seen in the fetal lens did not progress to a change ia cheeooaing lens, it was obvious that labeling the change in Riker Euperiment Nos.068OTRO008 and 06807R0010 as a teratogenic response was in ereor.
paskell Laboratory became interested in Riker Laboratories’ teratology studiesfactyse of their association with a major consumer of a meaber of the Chemisesgently being studied. wo Of their laboratory staff, Dr. Rovere E. etemies riaCesommogsy rere updated on the findings of Riker Experiment Nos. 0580TROGS nogCloser0l0 (3/27/81). Haskell Laboratory elected to conduct 4 teratoioey studySio%nly paralleling Riker Experiment No. 0SSLTROTI0. The preliminary somurieSf schese parallel studies were exchanged (10/9/81). Differences i born oesone norphology findings and their interpretations wers acknowledged wad .Jibeeguent meeting of the scientists was arranged (10/19-20/31) a clarity eachLboratories! findings. At that mesting the two fastors were Found. in sireopacoount for the differences in findings between the two teratolegyfoboratories. Riker Laboratory was more successful in bisecting the lens on{2°%hind sections than was Haskell Laboratory, and the equipment used ny RiperSramiiuminate the freehand lens sections enabled superior visualisation of rrShands compared to that achieved with Haskell Laboratories: equipments Treedifferences in technique and equipment resulted in Riker describing s lensCieft and dark streak in fetal rat lenses of all dose groups, while HasholFeported a much lower incidence of only a lens air pochec:

Keseopathology on fetal lenses was done in each laboratory and again themeiive differed. Riker reported a degenerative change in the sabryonesDaclous, while Dr. William Kerns at Haskell reported an artifact of fimstion orOf freshand sectioning. Both results were reported without the bemetie orfuailable literature references describing the normal morphology of the LarmSoral.Tat lens. On 10/20/81, two individual scientists (br. Howard A. Hevieen,Sandoz Corporation, and Alfred A. Coulambre, The National instirece of{otrotogical Diseases and Blindness, National Institute of Health) were queriedSoenelp resolve the differences in interpretations. Through theis postedncoufces, it was determined that the embryonal nucleus of the feta vat has anSnterior placement and is still opposed to the lens epithelial cells nese soropedaition, the embryonal nucleus is in the process of degenerating. Huskersiapratories interpretation was correct. Tha change seen in each Leboratarywas an artifact.
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