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1. Introduction - 1 -

This is the report of consultation for reproductive toxicology study, 

especially teratology study for experiaental aniaals, in Toxicology Research 

Center, Life Science Division, Korea Reserach Institute of Cheaical Technology 

(IRICT). Because the technique of detection for t~tal aalforaation can be shown 

by Dr. S.H.lia,D.V.N.,N.Sc., group leader of Special Toxicity Teaa, who learned 

it at The Iaaaichi Institute for Aniaal Reproduction(IIAR), present consultation 

was focused on the another subjects regarding reproductive toxicity study. 

Consultant : Hiroak.i lavanishi,D. V .K. ,M.Sc. 

Director,The Fourth Research Division, The I11aaichi Institute for 

Aniaal Reproduction (IIAR) 

1103,Fukaya,Dejiaa-aura,Niihari-gun, 

lbaraki 315,Japan 

Period: June 13, 1988 to June 25, 1988 

Object: Special Toxicity group(group leader, Sung Hoon lia,D.V.M.,N.Sc.) 

Toxicology Research center 

Life Science Division 

Korean Institute of Cheaical Technology (KRICT) 

Subjects : Self checkir.g sys tea for data and documents 

Practical role of Quality Assurance Unit(QAU) 

Diagnosis of fetal aalforaation 

Japortance of background data 

Learning behavior 

Taking photograph of soft X-ray 

How to decide dosing level 

Preparation of final report 

2. Self checking syste• for data and docuaents 

The i•portance of self checking, not by QAU, was stressed for perforaing 

study precisely at first. The dats fora and docuaent sheet should be 

prepared so as to the personnel attended the proper study can check easily their 

data by the•selves. For exaaple, vhen the voluae of dosing solusion based on 

body weight data and the data sheet of body weight and Josing is independent. 

body weights should be p~sted to the dosing sheet. And voluae will be calculated 

using the body veight data. Vhen these data is procedured by off line, there 

are tvo factors vhich allow •istake. So, these data aust be checked before 
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dosing. If lliscalculation vas found out after dosing, reliability of the study 

vill be poor. 

At this standpoint, • check sheets• used in IIAR were shown as practical 

exaaple. A part of data sheets which were designated in Standard Operation 

Procedure(SOP) of IRICT was revlewed and soae sheets were pointed out to be 

ref oraed. 

3. Practical role of Quality Assurance Unit(QAU) 

The role and duty of QAU are described in Good Laboratory Practice(GLP) 

regulations of Food and Drug Agency(FDA) ,USA and of Health and Welfare 

Departaent, Japan. That is, QAU has to report the idea lead by results deli~~red 

fro• checking in accordance vith QAU prograa for aanageaent. Manageaent has to 

deal with suitable disposal for study perforaance after QAU reporting if 

necessary. Recardinc these standpoints, soae cases were discussed in practically 

using the sheet of IIAR. Representative of QAU, IRICT, Mr. C.C.Shin, stated that 

be proaoted his autual understand for QA operations by this siaulations. 

4. laportance of background data. 

Historical reproductive data accuaulated in IIAR vas shown in slide 

photograph and variation ranges of tvo rat strains vere coapared. The iaportance 

of background data for the evaluation of effect of test articles vas stressed 

vith soae exaaples. Tvo actual cases of reproductive toxicity studies carried 

out in IIAR vhich vere dose related changes within noraal range and dose 

unrelated changes out of noraal range, vere discussed if test article affected 

reproductive function. These deaonstrations seeaed to be good aaterial to 

coaprehend the iaportance of background data. 

5. Diagnosis of fetal aalforaations 

Soae spontaneous or cheaical induced fetal aalf oraations were shovn in slide 

photocraph. Terainology, decree of anoaalies and frequencies of each aal

foraations presented there vere discussed. 

6. Learninc test 

Guidelines require to exaaine the learninc ability of F1 offspring fro• da•~ 

treated vith test article. Veter T-aaze perforaance is one of the aost popular 

aethod. Siaulation of learninc test vere perforaed usinc aultiple vater T-aaze. 

Nuab~r of errors were counted and consuaed tiae vas aeasured. Errors vere 

distinruished to three types, selecting error,!nzone error and backing error, 

and vere counted totally. S.H.Kia, J.I.Park, C.Y.Kia and J.S.Ahn attended to 
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sviaaing test. Everyone experienced aniaal handling, recording the sviaaing 

tract and tiae aeasuring, and S.H.lia and C.Y.li• learned hov to distinguish 

errors to three types. 

1. Taking Soft X-ray photorraph ' 

Skeletal exaaination by soft X-ray photograph is siaple aethod to detect 

aajor skeletal aalforaation without sacrifice in adult rat. S.H.lia anf C.Y.lia 

learned how to take soft-I ray photograph and deterained suitable condition for 

taking good photograph. 

8. How to decide dosing level 

Soae standpopints to set up dose level was discussed. The dose level of 

reproductive toxicity tests should be decided based upon the data of range 

finding test in principal, although another study can present inforaations in 

soae tiaes. S.H.li• was given exercises for dose setting. He understood 

basically, but seeaed to be confused a little. Another exercises to reinforce 

to aake sense for deciding dose level will be necessary. 

9. Preparation of final report 

Although the final report of toxicology study should be described as the 

paper of natural science, soae additional pages should be described. That is, 

Stateaent of aanageaent, Title and Purpose of the study, Organiza~ion which 

perforaed study, Each date of exaainations on the study initiation to final 

report, Personnel naae in charge, Signiture of scientists who evaluated the sudy, 
~ 

and Certification of QAU. Furtheraore, Environaental aonitoring records of 

aniaal rooa, Analyses records of food and water for coaponents and contaainants 

and Qualification of test article should be prepared as attacheaents. Actual 

exaaple of IIAR was shown and explained. 

10. General iapre~sion and reco•aendation 

At the present situation, the systea of study adainistration according to 

GLP regulations is already established and staffs are trained basically. 

Barrier sustained aniaal rooa for special pathogen free rat is f unctionnin1 and 

Standard Operation Procedures(SOPs) have been prepared. The potentiality of this 

laboratory vill grov up if only experiences vill accuaulate. 

Following subjects are recoa•ended. 

l)To set up so•e studies to keep scientists busy by acadeaical training. 

So•e studies which include sa1e exa•ination iteas as real study should 

be carried out with or without a~y cheaical co•pound. This should be useful 
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for not only staff training but accuaulation of background data.Furthereaore. 

if histopathological exaaination of aalf oraed fetuses induced known terato

gen will be carried out. it should be benefit to develop to judge teratoge

nicity for scientists. 

~)Education of scientist for statistical analysis for study evaluation. 

3)Subscriptlon of journals 

Teratology 

Congenital Anoaali~s 

Toxicology Abstracts 

Japanese Journal of Toxicology Science 
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Agenda of Consultation (attachment) 

Date Tille Agenda Personnel 

June 

13(K) Pll 7:15 Arrive on Daejeon. Korea 

14(Tu) AK Laboratory tour guided by Dr. Roh. Director of 

Tvaicology Research Center 

Pll Short talking vith llr. S. H. lia. about present S.H.ltia 

situalion of his laboratory 

llaking of consultation schedule 

IS(V) All Review of SOP and data sheets S.H.IUa 

Pll lleeting vith C.C.Shin.Representative of QAU C.C.Shin 

S.H.ltia 

16(Th) All lleeting vith Dr.C.S.Ha.Pathologist. C.S.Ha 

Introduction of the checking systea for aaking S.H.ltia 

pathological specimens 

Pll Discussion to deteraine dose level S.H.ltia 

17(F) All Diagnosis of fetal aalf oraation S.H.ltia 

Pll Introduction of backgrounf data of IIAR J.I.Park 

c. y .lti• 

20(11) All Siaulation of aultiple vater T-aaze test S.H.lti• 

Pll Data calculation of T-aaze test J.I.Park 

c. y .u. 
J.S.Ahn 

Introduction of checking systea of IIAR and S.S.Han 

final report Ki• 

Shin 

21(Tu) All Practise of taking photograph using soft-X ray S.H.lti• 

Pll Deter•ination of suitable condition for taking C.Y.lti• 

good photo1raph 
.. 

22(V) '" (continue) 

PK Discussion for 11akin1 dose hvel(again) S.H.ltia 

23(Th) Su•marize of consultation 

Inspection of ltGLP co••ittee 

24(F} AX Talking about evaluation foi.· test article S.H.Ki• 

PK Slide seminar 

, 25(S) Oaejeon-Seoul--Tokyo 




