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EXPLANATORY HOTES 

Abbreviations: 

ECG: Electrocardiogram 

KR I CT: Korea Research Institute of Chemical Technology 

GLP: Good Laboratory Practice 

SOPS: Standard Operating Procedures 

UNDP: United Nations Development Prograrmie 

QAU: Quality Assurance Unit 

ABSTRACT 

This mission forms part of the expert assistance provided for the KRICT 
Toxicology Research Center in General Tox!~ology as job DP/ROK/82/028/11-63. It 
was undertaken between 8 March and 1 April 1988. 

The main objective was to prepare, initiate and review the dat~_from a 
toxicity study as well as instruct the stafl at the centre in the p•actical 
aspects of running animal experiments. 

The staff were given guidance in the form of seminars, informal discussions, 
demonstrations and practical training sessions. 

A complete experiment which was urgently required, was prepared, initiated 
and executed to CLP standards. 

Reconwnendations were made for subsequent studies from the data generated 
and guidance was given in the prepar~tion of the report. 
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I 

INTROIJUGTJON 

This report covers a mission of one month, commencing 8th March to 7th April l!ti!H, 

during which 23 days were spent at the KRICT Toxicology Research Centre. 

This Centre, estabUshed with UNJP aid ancf guicunce, is intended le· dt>vdop as the 

facility for Contract Toxjco]ogy in the keput>)jc. .if Korea. T•• ai:.:niev•: this t•:ial it 

i ?.s !:taff. 

Thf' ub.iertiw~ of tile mission was tc• work clc1~~c1~· "'nth t.he ZL:tf"f of thf Len~.:-1~ 

and lt• prCJvide assistaw:e in the training, nperatior. ancl admin1s:.ration of" animal 

experiments and specifically to set up, ~ntiat~· 'lnc! perform an animal t:>.:ru·riment on 

one of the new KHlCT compounds. Assistance wai:; gi "en in inteq•re~ ing the d~ta, 

preparah ·.m of t.he final report and recommendat.i ci"ls were ~i ven for ~uLsequent animal 

experiments. 
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II 

RECOMMENDATIONS 

The Centre is well aware of its need to comply with GIP. However the Centre 

aust intiate, with the utmost urgency, the checking for compliance and enforcement 

of SOPs by the QAU. Many SOPs have now been translated into Korean and it can not be 

emphasised enough that. without complisnce to CLP the Centre cannot be al.:cept~ by 

International kegulatory Agencies. A consultant should carry out a full QA audit 

later in 1988, when all the SOPs are complete and the work load establisn~d. 

This could be undert.aken by Mr. George B Leslie or any Senior QAU manager from a 

pharmact:utical / cont.ract laboratory_. This audit will expose any weaKnesses or 

are3S still not in compliance with GLP. 

2) The already successful training progrsmme set up to advarice the stanaards of the 

of the staff must continue. Both inte~nally, with formal technical training and 

practical ~.xpert.ise, and externally, in the form of visiting consultan:s and fellowsn: 

for staff to train abroad. 

3) Metabolic and pharmokinetic data are essential to the de!=ign of toxicology studi~: 

At pre~ent these are performed by the unde:staff ed Departlllent of Pharmacology Screening 

and co-ordination between this and the Department of Toxicology should be established. 

A.visit by a consultant in the field of metabolism and pha.."'lllokinetics would stre3111-line 

the system as neither department, I believe, are clear about what types of studies are 

essential. 
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4) Althot;gh the new facility is occupied and almost c:1mplct.e, th~ purchase of cert.air: 

necess3n• equipment is still required, espt::cially for the con:iuct of do~ experiments. 

5) l!ecommendations on dnta collection, particularly on the chronic and oncor.enic:it.y 

studies, were implemented b~fort my departure from the Centre. However, at t.ht: end 

of the onrur.enic:lty study, I believe, they will r~r1uin· some help in clinical c·x:tm.in:ita•l 

m;crot•SY and data l:<ilJi:ctiun !"::·om geriotric: rat.s. 



- 7 -

III 

OBJliCTJVliS 

The intension of this mission was to prcJvide advise 3lld assistance which wouid 

develop the understanding and practical c:xpertise required to enable th~ Hcsearch 

Ct:ntre to conduct general toxicological studies to inte::-nationally accepted stanaarcis. 

The Tox.ic.~,.d ··~Y flepartmcnt 01" KRJC'r has ~<lvann~d rapjll!y sinct- lliY .iast visit. 

tc• test n~"" (!i:·u1!s in ma:: . } 

the <io[!. 

Work on rodents seems to be Wt:ll underway and t.ne Centre Just needs tl: c~xpand its 

expertise into more varied rout.es l)f administration~ and some h~lp will be requin~d 

at the encl c•f the oncop:F:nicity study. 
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IV 

ACTIONS 

Due to the nature of the mission the objectives which were established were 

addressed under two categories : 

A. General 

&. Spedfic 

J. lnfonnal L:iscussions 

t(J discuss. 

at procedures and making suf!p.c!=t.inns where :ippropri:ite. 

ii. i;·onnal [J iscussions 

ThP.s~ w.::rf· preRrr:meP.<l m~et. i ngs i nvo] vi n1; mP.mher~ of staff. 

1'opics included 

l) llata collecli on from chronic and oncogenicit.y studies. 

:!) Preparation and issueing of p!::"ot.ucols. 

3) Ilose level determination and stratagies for future studies. 

4) Review of current data from the dug sighting study. 

5) Drug solubility problems. 

6) Diet analysis. 

7) Rev),~ sr·verai reports ;md correct t.he English ftrammr~r 
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iii. s~min:irs 

These WP.re givr.n to the toxicology staff as foll:1ws: 

l) The effects of under 3lld over nutrition in iong tenn studies c>n survival, 

tumour incidence and ageing disease in l3bor:itory rodents. 

2) Investigation and eradication of conr.enintal cataracts in a mous"" colony. 

Joint vidc<• nnd 1.mstt.:?'" ~·:ssian~ ""~·re· ;!ivcn wj lh Mr.C.IL i ... s! iPs covering l.he follnw1n~ 

='ubjcct.s : 

kodent h'i.ntlling, sexin~. dru( 'lciministr:ition, :wc.:roPsY. and ciini•..:a1 

r~:;pnnst!S t.u r.•:rt.:iin ciruHS. Bloud r.ollecticm in rodent:!' am! int.r:w::nous inrusion 

techniques in ~he tlo~. 

B. 5pecific Objective 

To set up and run a Sighting Study in hCJgs. 

This included 

1) Preparation of the dog accomodation. 

2) Location and collection of suitable dog food. 

3) Location and collection of dogs. 

4) Loc:ition, collection and acbainistration of t·n~-test medication 

e.g. anti-parasitic drugs. 

5) Preparation and issueing of a protocol. 

f.) I.ia:wn with the Ph:innaccJlor,y Screening Dt·partml!nt. for ~('ri.11:1 •!rug Jevd t!et•·r:;:i~::l~ in; 

7) Tr:.sining staff f•>r blood i:oll•?ction, urinP. i:o11':cl io~1 by bhdrlc:r c~ilh•:t.•·ri;t:il inn, 
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8) Monitoring and directing the Dog Sighting Study. 

9) llemonstration and training of staff in dog n~cropsy procedure. 

10) keviewing data at the end of the study for inclusion in thr. final report 3llci 

recommendations for futurP studies. 

This work load was ~really ea.c;ed hy Mr. Shin, who has just n~turm.·d from a :'! mn:ith 

training fcl l c>WShip in .Japan wh~re he s1.ucii t:d Jog toxic-ol ogy. 
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v 

P.ESULT 

The stafi at the Centre have greatly improved their stills and •.oxicological 

methods. This is most apparent in the rat studies where they should further improve 

and extend the type of work undertakeri. They have opted for .Jap;mess SOP~ and are 

progressing towards GLI·' compl iann:. They have adapted ~il to improvinr m1 ·thocio1'.1gy 

and !;now f:rP.:it ent.husia~m t•1 :impr·oving t.ht•:ir !.~::ills. 
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VI 

CO NCI.US IONS 

The Toxicology Research Centre has already acheiv~d a great deal but still 

more needs to be dore. 

The major priority must be to fully comply with GIJ1 st.andards. Withnut this 

the Centre cannot acneive its aim of condurting studies unot:r contr'1r.~ fur cl ient.s 

"'hu wish to markf'l ~.tleir- pn.11.luc:ts c.utsid•~ l<on~a. 

~r;uipm~nt mast ~· ... , as. $ possjt1ie. 

Staff training must continue in lhe fnru; nf conslil t inf. e:.:pt:::-t.s o.nd ov1:rseas 

fellowships. 

However, the attitudes of the Director and lhe enthusiasm of the staff ~peak 

for them.c;el ves in the achei vements :il ready mad~ and they should ensure thf: suc~ess!"uJ 

progress of the Centre. 




