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SEWIOg 1   (ai 

IKS SEE) POR aaJM.aTIONS COVüSUSG LICENSKO FOi¡ 3" K w5' 

FOB gQCM?. ngûR? ûq -xsr:?. f^r^m^ 

2h« primary purpose of arc control ayêtta in ïUUVIC-. to j nr.tt¿.iacutical 

pïôdttôta is the protootion of the public and tafaguarài.v, ^f ti.uir health. 

Saotionai aspeota apart, th. health of tha population should bu, y.d x*. 

a major cone era of Qov£¡w*n% and any ataps neoassary to 3. f^iu.~u ¿walth 

thoiild be taken.      She inoraaaing coaplexity of «oder* druja, tt.eiï potency 

•»Ä, a« a ooroUary, possibla «id« off eats, awae that it is «aat-r.tla; for 

aá^uatt oontrol «f quality «4 tffieaoy to e« iaatitutod in orc«r täat no 

Hak sea aria«.     It !• raooflttised that aaaufeoturera will c«iBeiti>u«tf* 

thtaaalve« talca all tha aeetaeery step» to «Jisufa quality, «fficaoy and 

safety, Vat experieaoe has thorn that rade? «odarn eonoitions and with the 

»ast intar-chanaa of pharaacautioal produote beteten nations, voluntary 

tysteaa aad eoatrol by eoaseisnoe and reputation as« not enough in theaselvas. 

at loa« ago as 1951 at a Sy*poaiua in Balgiwa to study international control 

of pharaaoeutioal epteiaUtia«, it vas stated «fi» problem ef the ooatrol 

of %*• pharaaoeutioal speciality fiada itself aoons the great aooial 

problems sf am? tiaea.     all havo aft obvious interest that tha probi«« 

should at resolved olaarly aad without equivocation«    the yhaoMaiit 

sotana« a« has a professional respoasibililyi    the pherau¿.»utioal índuatiy 

bfo»ia« it tm a cattar of its refutation ana «staiti    the «actor beoause 

tht «bel« valuó of therapeuUo «ffiaaey it in «usction, r*A .'inaiiy, but 

aost iaportant, tha patieavt, baoauaa the problao plays a definite part ia 

hit health and eren his ldfa.M 

Bp until the time of tha firat Vavld Bar, the prcji^ of >i^c 

ooatrol vas relatively siapla, a« nearly all aadioesents that wore 
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avallatola wer« of an uneophiatieat«d oh*raot«r, tooing a&laly of 

ventasi« or «latrai origin or laorganlo o* alaplo organic choaloala. 

?he «ynthatio and antitoiotle dxuga currently produced ta «noto r«xi«t¡y 

âaâ analMr by th« phansacatttloal Industry wer« unknown,     Further*»«, 

th« drusa available at that tisat, although not particularly off astira» 

wat« for th* MM reason not particularly barafal, «coopt tota alatala 

polcóos M actinio o» etryohnin«, oto., and «llfht variations i« 

quality and poto&oy in aoat easts toad little affoot.     Th« d«v«lopaeat 

•f tne phtm«o«utioal induatry and tao pao« of dlsoov«ry sino« l«14i «A 

particularly atase th« «nd of th« saetas World War, ha« estate* IB 

•atiroly as* position.     TM result i« «sai tas «est** oaa m langa* 

toe** 4 eeapmhenslv« a»s*isige of astasia —dioa, and the pbevaaoiet it 

ao lonja? atole in hi« own pnnrsacy te ptepese ama «ontrol th« atliiaasalt 

»hleh n« dispenses.     Th« tfhit« Pap«? on l««i«latlon of asdloinat 

published by th« felted Kingdom Seveauaent la 1967 «tat«di   The 

pharmaceutical »volution of th« lest thirty y«ar« by latroduoinf 

powerful ana valuabl« new eedieia««, «Men fee** sup«r««ded noat of thr 

ttaditienaí aadietaet, ha« giren ri*« to now probi««« for «hien our 

«stating legislation wa« n«v«r-designed,     fa«, seed for gent** safe» 

guard» hM toeen sesstmised i* amy other oountri««.» 

R«f«r«no« fees alroady sees aad« to th« inor«*sin<i InnrnsHnssl 

«mataste? of th« phersaceutioal industry and th« praotio« of assists*» 

«Men «MM that no lens*? can «ftieieat control aystsss b« liait«d ta 

an individual oountry or «ram th« cajer oaaufacturind »«»tfles» but a 

eystea aunt b« devi.ed that la adecúate to gir« world promotion. 

Oeantriee without a phnraao«utioal laduatry» or thoa« developta* 

in th« initial sta«« of establishing an induatry, au«t not only hav« 

s4*$B*te oontrol« for taelr own manufactura, but aast ensure that 
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producta ¿«ported into their territory oowply with *o.uiv«leat stsadards. 

SSirthermore, those oayatries whioa export need to know ele&rly tilt 

standards they aus* ae*t, sad aver. ahere exporting to oountries without 

standards ig yet, ¡mist ensure there is no lowering of quality«     This It 

not osXy fes their own reputation, but is a duty, s duty -which oust fct 

reooenised in law by exporting and iaportias oountriss alike.     This 

Mists ths question of standard« foe dootatio use only sad the fatatltm if 

rsoiprooity «n& uniformity in standards, «bio* Is dealt with te Saetta» 4, 

a faw oeuotrlet haws used their ooatrol systeas for tntllltiy 

ytt>»OMtt sush M to influence fissai ana ssoaant« aspaste, ft* tatuale, 

as a ateas of satte« revêtue or to pvtteet a ass» teduttry.    Xf «atta 

it »atti to raise revenas sr ta aire tarlate laduttries aretes tita, tait 

should te done »y other seam aü not incorpórete* te lofislstlta 

desired to ensure ojuality, effioaoy sai ssXsty of paaraseeatieal 



_   t   mm 

IMS? 3SVISU O? KISTOS: O? ::33ICIKB OQaTROI 

Medicina control -.rua r*la-¿ivoly scrapie prior to the pharaaeoutieel 

revolution, and such control .•nainly consisted oí* censures to «aturo that 

there w&a &o adulteration of rcnat «rere chiefly vegetable drugs.     The 

knowledge of alkaloid«! and other active ocntente of drugs «i spaseti 

tad the type of controls exercised until well iato the twentieth oentury 

ooold oe carried out by the phasuaeiet la «he hospital or pharaeoy. 

With the doveien&ant of &enufno'tari&e: and «holesaliiut of **"mm Ée 

the nineteenth century» it wee ooaeidered necessary to establish MM 

etenderla, end stagr of the pharuaoopoaite originally prepared ae MUM tt 

recipes, reference and information for the aedioal «di pharaactutital 

profession were selected as legal atandarda.     Sa »any oountriee em the 

Continent of Sur ope, «here the profeaeion developed earlier the* in tke 

Anglo Saxon oountriee, not only national law but the profeeaionel rulot 

ef the Oovernaent bodies gave pharmacopoeia* aandetory ef f est at m early 

date*     In the Anglo Saxon countries there wee a tendenay to eontrel feed 

ani drugs together, at being related iteae Tital it the publio ft* heal** 

and lift»     9&S example, in the United Klng^ffa there was a food and Bsmfja 

aet of 1Ä75 which instituted centre!» and oontrol of drugs in fin WêSM, 

SNSwjwep    i^^s*^pta   WÄSwPwe^FWfc    e* ^w^wwe   WMMWO   ^MS* WSSHAF   ^SfWH|Äio*wj».s*we* W«B WPS#>    HBSO Wreaee    w#aej^w   w^wo7^MasEWpeMSw^w^wF   ^^»WP W   ^•WBSW^PWW^W# 

only in Ute 1968.     Canada, Australia ana So« Zealand tad other Cossutiwstl 

territories had aicilar food and drugs legislation.     In the) Afeitad Statt* 

the first real redorai oontrol Baa wider a Food and Bruge aot ef 190$, 

and even today, although drug oontrol is »est sophittioatad and advene ed, 

it ia governed by a Pood, 2xu* ¿nd Cosaecios Aot.     The relatively simple 

nature of the controls was shown isy '¿he requireaent in aost easts that 

the drusa sold "should not bo to the préjudice of the purchaser". 
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¡tabulations covar ¿»5 cual ivy ¿ni c-fficacy ir. a soda« s ease, 

uader vhat is now kaw/a as a rw3i¿tr&tion ayates, developed in the 

niaotaaa-tr/eatiea, ¿jr.â ov.o or the first eounxriea to reeogfti*e tha 

r.cod to set sí&r.da.?¿¿ -'ov phcrriAOeutiaa'* specialities t»aa Spala» whioh 

instituted A registration ayote» in 1924'     Spaia tod regulato* import 

of drujo in 1Ô$4 and prohibit«! cert tin advert i »ino in ISéS*     * •*•!*• 

fosa of quality ©entro! had t,li-we¿y '¿eoa iaatituttd in 1871. 

ï.-iû Latin Àaorioaa countries, possibly Influaneed by Spanish 

culture «na praotioe, iasttteved resistratleo of pharmaceutical 

cpooiAlitieo between 19» and 1950, ©a© of tha first eophietioated •fate»» 

boina that of Veaeouela, incorporated iato l«r la 1943.     *£*** 1945 taa 

registration ay»t*» began to aproad throughout Suropa, saottf tha last 

eouatîios to establish it bains Qaroany and Holland, followin« up the 

establishment of «te Coaaon lariat with ita naad for harmonised pharmaceutical 

iagialatioa.     In tha laat toa yaare, re£i«ta*tioa nyoteas have aproad 

throuí^xout auoh of ¿frica aad aoot of ¿ala*     Essentially, a registration 

system ineieta that all phariaoeutioel produots ara registered wi'a a 

Ooveraaent Authority, and tha regit tran t when applying for p«r»iesion to 

sell aust aatlafy the Autiteaitr M to «Miltyt suitable eoatiel»# •**•** 

and effleaoy.     Saw ¿ruj¿ syateas, which require tha olaaranoa only of 

not; Aras* 9 «tariîad ir. too wait ad Stttea under the Food, Srugi and Coaaatioa 

Att of 193S, and the s>yava& asdifiod slightly v.às incepted la Canada a 

fav years later.     A similar oyat «a of new Cru¿? appi loa tioa it in foroa ia 

India, Ptòlataa and tha 0c=acr.v:5¿lth o* ¿ustr&lia. 

Fvaaoe, la 1941, instituted a particularly fronoh ay a taa, tao« a« 

tha visa control, which «ill be daalt with «oro fully latar. 

It it fair to a&y at tha present tico, now «oat a legal ayate* to 

in foroa ir. Groat Britain, that all th« oouatriaa aaaufaoturlng and 
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csjortinj pharaaoettticals h&vo rojal&tic.ie covering quality aad offioagy 

A gre&t nuab«r of the ieporfeiac ¡.itior.e .mv« regulations, but thoro i« 

..•i¿o variatioa sad ibi aar.y oasta tfcaao latter ragulatioaa as« opt 

4&§i£id& «pacifically to tak« iato aocoukt the neeàa of « aod«xn, 

i 
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MOtTOF ? (fr), 

mm. DONE IN THU FILiJJ ¿Y TH3 if/öElß EStftfa uä(L£;Z2tflOü ¿fl) 
MAILABLE FOR ssvaapiao cocimín  

The World Hoalth Oxgdaiaatioa baa for * nvaa#r of yo.<ca tekte a 

atroa* interaet in the ooatrol of pharaacoutioal aoaaiali\;i.c¿ snù ha« 

aonvanad a nuaber of seating* of export groups to o.ady the ^uftationa 

involved and sake recom^eudaUona. 

& UM early »iaeteen-fiftiee tee toon Chief fhaœ-aoiiit to ti*e 

Or+telaation aad« an inforaal errfiaseaeat with tee Bä jor phasiiaeeutieel 

••«afa«turara, principally In üuropa but alao in the Baited Stetee» that 

they would »end itte copia» of teals Soiactifio îtoaoranda (tâoU*l3al date 

•boata) reiette* te new produota.     The iaforaation provide vould te 

eoefldentiel, out aada Available te euítable foaa to tei; devolvi»« 

^^^e^^apa/^ejiBBi^paa'   ew   ae»ap    «B^BejB> ejot%r4pos/    -awiee   APaaaajfa^HBaÄNiiFTB^fc^ajrta^apNa)   •WS^a'^Baje•"" •aaja> •M»   ae*»r A-**aava^e* ä^P 

«tel& alte eaeiat te tha preparation of the Li»3rrational 

i, »Moll tea team published ia tea roluaeo «i eataellahea 

»teetejnte for thoaa oountriea «Men have «9 far ate produoed ¿hour «te 

pharaaeoeeeia, or adoptad tea ptersaoopoai&a of other oountriea. 

li IUI a atttdy group «te aatebliahad on tha uaa of t; ociiioetioaa 

far phaxeaoeutioal preparations.     Thie ¿roup ecuaiated of Gov«xaaaat 

•aparta, anal/eta frou induotry and tea eellegee» and thoir rosolandoti one 

tete pteltaha* te «te deeuaent "Cao of Speeifieatione for Pher.n .cattUoal 

»reparatlone", ïeohnieal Report Seriae îîo. ljd.     Tha r#p$r* oovered a 

review af tea aituation te aerial» cow wie*, tha extaination of 

itieal preparatione «ad penatale futura «otite by the World Bealte 

rtion.     lefereaee *M cada to the oentre fas authentic chcaioal 

», dafinitione ««to dealt with, and tha eeeeatial reoulreatete 

for tea iAtroduotion oa to the aarkat of a pharaaoautioal preparation ueve 

«Uà eovered te fanerai part.     Batallad aUtenente vase aada oa information. 
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or. ¿aâlytieal, physico-chemical, -icroaiolcsioal, pharmacologic*! «4 

othor cetnodî of eon¿roi, to-c¿r.er rita ctatoaenta on the ©rgaaiaatioa 

ûf a nation»*! control authority. 

lu 1552 a ïoûisiical -^ttij  -o ¿eax with th« quality oontrol of 

phc¿:sao«rtioei prorations »cä a*U. and ta« findings of thi» MOtl«* 

.;¿ro published in Taohaioai Report Series Ko. 249 entitled «Th« tuli* 

CcÄtroI of ífcai&acewtical Preparations".     ?h*re «M * "»i«w of tao 

¿¿a*rai situation ré^asáías quality control» definitions vor« dealt vi*« 

¿Ad aleo th» prob!on of controlline new pharmaceutical preparatieat. 

Observations wer« sac« on the responsibility of pharsae«uti©aX 

manufacturera «ad the necessity TíO astahüoa the safety of M* 

preparations prior to sal«.     Great«* atteaiiioa «aa paid to attaOftt f« 

the eacdnitioa sai ar.i¿¿'*is or p-ursaoeutioai preparatioaei   partió**** 

poiat* reeeivina study -ere official aathoda, analytical aetaoda uaed ty 

tho asaufaeturar, need for &tana&rdiaation of method*» aod«a pfcyoJ 

cethodj of control, aiolo^Lcâl asi o&otorioloßical »etaod» of OOatKl, mM, 

the need for ne* methods of quality control.     Supplementary recaigo«**** 

euch as laeelliag, iaepeetioa and the or£aai*atlfls of a*n*ooo f» «ft***** 

phareaeeatieal quality coatto! «ore dealt «ita. 

As recently as »«vorter, 1966 a furiar eoafewono« oa ojüM^ 

eoatrol ef phassaeeutieal prepasatioaa organised %y ta« lo*U lealta 

Organisation ira« held, the report of which ia »o far aot published. 

thoss attending «era representatives of the Coeaisaioa for tao 

Cosmuaitiec the Council of ¿Sarope» the auropeaa Free ©rade lasooiatioa «a* 

the International Paaraaoeutioal Föderation. 

In January, 19$8 a v*xy detailed report fcy the 2Hr«oto* General oa 

the control of the quality of na&ioaaonts waa published under reforeace 

EJ*1/3ô.     îhis coverà re^uiro^cnts of an adaiaiatrativ« nature dealin« 

with sar.ufacture, export ssd import of pharaaceutioala, and certification. 

mÊÊÊÊÊ 
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la SA annexa it eoe: tains detailed roccue&.d^tions cone ergine control, 

suoh as spsoifieation of the final product and r&w arterial and 

intercediate«, control of production and aazaXlea. mil o o on good 

zaaufoetariîis pr*c;iûô.     Chose derailed ^ul«5 on ¿osd ¡à^aufacturinfi 

praetioe illustrato an aspect of control -.¿¿eh is receiving increasing 

attention, and too cubj«ct has be«s studi--d also by other internatio»*! 

tedios.     Good &sau*&oturin¿í practice is ^Lsa inooryorated in the Snitoa 

States legislation» tut possibly ihio Sorld Hesita Organisation report is 

one of tao «oat eeeprahensive doeusenta êo far available on tho subjeot. 

Ill %$6l the Scientific Group of tho V/orla Health Orcanisstiea in 

Teohnical Beport Series So. 403 endo reoosAand&tions, inclutUn« eoo that 

local recetrch oojagttooo should ravi«? ta© p--c~;oa* and design of clinical 

titslfi ana procedures ahculd be doaiu&ed to preteet tha patient and. 

investigator batter than existinj laws.     It was also eonsidsred that 

better reporting on advera« reactions should be sought.     The Ttorld Basita 

Oresnisation siso Ms s Soiantifio Monitorinj Group on '-onitoria*- of 

adverse 2*mg laaotiona, together vita s procedure for notification to 

fas World Health Organisation siso publishes quarterly in fefll*» 

sat Treaoh tes International Si£est of Health iejielation, onion tools 

not only «On ««slity control but ocvera the sfcolo fislé of Urn i»* 

regulations affecting the sAaufaotur«, distribution and sals of 

pharatsoeutioal prodaots.     Tro» tta* to tiao oo»por»ti*o rotiooo oso 

•Moa ovo invaluable, sa iUastratio» b#lâg Tolus* 19, lo. I, Ifêt» 

salon aso m arUole on oocpaxaUv* health leCielation, includine* aavsrtisla«. 
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«perra 3 oo 

Áltaou¿¿3 ti» '.Torid Esalta wr¿E.ais£.t..oa is th« aost ¿»portât of 

th» iataraatioaal or¿&niaa/:lcr.s working or. th# subj «ot oí quality control 

&a¿ has probably go&.-i deep«» i:.to t.-u-. .r^ •i.fic question of analytical ana 

fwiity oontrola, * ruj.bar ¿i" otaox G .-/.*</?. ïiont~.l cr.¿ .;vi£.¿i official bodies 

haïra stadied th* quas'iiCÄ, ooae wit.; ¿ujUiis a*. ih« adöiaiatretiv« aspeóte. 

& any syetea of ooataol involving quality ano effieeoy aa adaquAte and 

»•11 d«ai£n«d adsiaistrativ* structure la aaeessaxy. 

Thoce orsaala&tiona ¿aallag TUì*A tiw %ueetioa deluda ta« OrßaaisaUoa 

foe 2coecaíc C¿-o?#-"a;ia« *a¿ Sevaiopsêat, tao Surcpesa Scoccale Ceeoamllgrt 

til* laferaetloaal FßÄra&e«tetieAl ?edere,taca, aaá ta* ?har=.ac«utieel 

lacustri«a» Aeeeeia.tton ia Sf*.     Set out belw le a »uacary of tee work 

«ad saia rtcoaatnd&tior.B &&¿e by the*« boilee on the eueeties of re¿ist*atiOB 

Of paaxsaeeutieel apûcialiUca,     2ae esphaaie OK apecielitiee is due to the 

fast that I'atioaal rhexaeeapoeiea t the ¡¿r-oraatioaal :'harca«©po«ia, «ad 

aaortly the Europea* Jharfcaeop&eia» act 6tar.4fnres »hioh ase ooaaidered a* 

adequate fox fannie dxuga, and ia rap«** of theee the aeia ro<piiro»ont I» 

ft« adequate analytical and control pi'oc«cui-*,a.     Eecosacadatione es tMk 

procedur«! will bo sot cut latex is Scoiata 4* 

«».cinglai yea sgoscac «.»sa^giag ¿ia raracren» ¿o.g»o,B,i 
The Council of O.S.C.I. set up an fed a©# fa&rsjieettticali Condite* to 

teal with the qt&cstica of product rd^lats&tio» asd the lj&elliag of 

pnarcactuticai«, principali/ fres the poiat of view of ctaadardisia« 

procedura» based en tao b«ast and rccardtd as iateraatioaally deeiraele, 

a&d with a wiow to ¿iainiíhia¿; any raetricîioas om ta« fro« paea*«e ef 

pa&ra&coutical product* betweea seabed eeuatriea. 
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la thoir dooutaat C?/ï/F(6?)2 dated ¿r.d Augist, 1Ç$2, tao 

followiag raoojAcndatiosaa war¿  »aw^t^ù £cz concideratior. by »ámbar 

countries. 

Ail ¿.pplicaticc: ior .v.:i»vÄi;ioa c.f a pharautsautioal «paciallty 

ahculd be a.ecc¿pE£ít?¿ by 4OWU-¿C..-íS se-..téaalag the folloTinj lafoiaatloa» 

which la to be rôgaràëS, &¿ n^coasasy a*.c adofuat«. 

1. Sa^a aid í.¿¿r«*33 of -¿..s t::-.r.v.C,.t*ui-ir or responsible import«. 

i. 1MM of the apöcialiiy. 

3* BeeorlpUen of the pî^axEôceutlool prôaeatatioa. 

4* ,   laforaatioa cor.cemin¿: if-belliaa a»4 paok«£¿a£. 

J. Eeoleration of t&e coalltafciv« ani faoatltatlve ooapoolUo» of 

oil iasfedleata* 

f. Statoseat of quAli tA'wiv« asá quar.titative teatine aethooe to 

•iwB   ^posoipov^^v ^P^BFO) 

í -(p ajpF BjBM^BjnosilBNBoO) w   wPa«    4B* W4BOPíHO>O* ?a^y * 

t.      Therapoutio la4ie*tiea«t ouEtga^ladioatioao. alao-effooto «at 

f.      aeealte of pharaaoeutioal, phyaiolo^loal ma olialo»! tost» of 

on? oti«la of «¿equate reliability, ehowia« is partioalo* taati 

(a) th« therapeu'.io iadioatio&a ase baaed on aeüoal feote, 

(a) tha produot hoa no banali of foot* exoeedin« «hat lo 

eoeepteble is tao prostat atete of oodlcal knowledge. 

St lo of no «oo having a¿*¿u*te ooctrola If o ayetea of tttperrtoloa 

lo not «carolead, o&d ORO of the aoot eooiocaly uatd setae** of euporrieloa 

lo o oloor deolaratloa oa laWlllaf •     Sao l&beUiag ahould «Iva require« 

laforaatioa to Goveraaeat Attthocitloo, dec tora, pharoaoieto aad othoro 

eoaeeraed, tatto foollitatlag a oaeok oa tao produot oo «all oo pwriAia« 

aaooeaary dettala.     O.2.C.D. la ;,anracö ZX2 to CP/J?(62)2, oot out thair 

eriterii for tha lfc¿*lli£s of .-¿^.--aaceutieal specilliti«*. 
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The followiag list &vu tha Easier iafors*tiea which, fro» tbs 

puttie h<saltb joint of view, shocic fcavô to be showr. by law oa ths 

cut aide of a ;cc¿ú¿e ecnUíning & puc&aceuïical opecitdity or oa ths 

co;r.3ia*r (bottle, tube, etc.) cor.ti.ir.iog the speciality. 

Shis list ihaald sot be considered to preclude t&e inserti« OB 

labels of other inforoAtion (such as price data) whioh nations! 

regulations rsquire to be thotti, insofar as this additi&msl äst* Is 

called for em grounds other than those of publio health* 

It is recocrtiaed that t&* ¡L^essatiea to bs iaaludsá es 

end other sasU container» mist be left to tòs discretion of the 

¿uthxrities. 

1. item of ths special i Vi 

im Sospesiti» (fessais) 

(s) qu&litatlv» 

(b) quantitative 

|, lefessaes number fox identifying production 

4* fis sttsbsx of the aaifcetiaj suthoeisstiso 

•ï. Sams **A sddr sss Sa* 

(s) '.äuiufaeture© 

or (b) Heeponsisls vendor» 

6. aesirioted attribution, «hese applicable t 

t. PhûTBâoeuticst fora and contents, 

îhia isforaAtiaa should ealy bs añosa oa the o&tsis« of 

the package.      It should be soted that, under tbs 

Sorsregiaa re¿-Unions» the p:'4&rs.aeeutioal fora sad coatemt» 

should ba indicated oa bottles» tubes» ete., uala-e tbs 

oontainer is vary sitali. 

of estive principles» 
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S. .'¿ethoda of U3@; 

S. 3at# of expiry (if neceasary); 

10. Special conservation precaution© (if necessary)» 

11. Special distinctive aarks under legislation relating 

to poiaa&a and narcotice. 

Sie *££&&*&&& re%ufc?ed »cet ¡toma ft» f asá 10 should to gi¥a& 

i& -&e laafiuac« or laneutgee of th» country in which the p^araaoavtlo) 

speciality i« totof told. 

St «tU to notad «»at too roooaaondstiop as lappata i« raateiataé 

ta îtos« ft, f asi iô» asá t% aay waU to a »atto» «f debata «tottoe 

* «»s recetóeodati« es laspAge or Uftptagoa afcoUi not to saia i» 

reapect of eoa* of toe othar ita». 

O.2.C.Ö. in addition to aettto« tat requixeaente to reepoat of 

toomemtattoa fa« registration and rec>ire*eate fes labelling alao 

attattttfaaA oriWria fe# *«fiiatoatieaf ana thaaa were aat out in tocuaent 

CdUlOtCTtaftl) éateá 2?tli toptesbe*» 1^2.     ito «rttotia arai 

JBtfaHtltffll 
A ptorma^emtieeS a^aaiaU^ to any aeitotoa «ito a apaoifie 

composition, preparad la aivaac« ana offered for supply to the public to 

* êtottoetto« positing aj4 uader a trad« naae. 

%•       goamaatfctiqa for registration 

as applanation for regiatrfeiios, a&e¡ald to acoa^amiai W âooaoesto 

atovtog aaeag other« tftat the product hao aa hexaful affeato to normal 

conditions of uae. 

2.        Paretics of raflinteatloa tacocotortA 

?iso liaita ehculd oe fixed by the oocpetont Authorities to the 

various ibator oratorie« for dealing «ito regiatratioo application* ao 



th&t administrative deity.» tay -o avoided ¿a the interests of public 

health.     The tit© limits adoptad by the various Ueabe? countries should 

be standardised and should be as short as possible (for Ínstanos» €0 days)» 

3.       Bi-lecticn o? an ft^lleatioa Jre registration 

An asplieation for registration should only be rejected foe 

reasons of cubilo health and not for eoonoaic reasons, 

Turthar-aûre, an application should not be related on the following 

(ä.) l&ofc of ìUV.ìCA1 neod, 

(b) thw f*ot that the pseedwat is not ro£i*t#red la other 

countries. 

Any ra^aatios of «a apTUottisa for registration of * pha?ftaeeutio%l 

c?««tilitgr «houli be justified.     There «houli be provision for «I appaal 

in the eveiti of re>otion. 

lagistration of & speciality with & view to distribution a«/ W 

attended o¿* withdmaa t¿ v.*.- infioritie« find that the orinal supporting 

teeiuieata pr*a*nt*i do not correspond «Ita -he facta ooncernina the prodost 

or if the product no longer corresponds with these doouotnte or if tha 

product, although «aed as direeted» i* e^s#qu*ntly found to be harmful to 

pubi io haalth as a result of soieatifie or th#r»p»uvioel ¡a.o*ledf*j JEJat 

•isleadine nablicity continue» to sv conducted after, want tngs nava %aam 

.Siver.. 

îxsepting any untoward eire-acs-taneaa» there should paraferas!/ t* at 

tiae liait for the period of registration. 

5ho naaing of a pharmaceutical sj#oiality» «a* eapeciilljr the free 

¿r.oioé of a trade naoo. subject to international oonventiona, should be 
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vaste! in the aaauf&cturar but no nc¿¿* which is likely tô be oieleadins 

should bo ehasen. 

-*   :  . A.     ,,- ïY\.,.ÎS^i' '^. -,•-»,•   IP   i"'V >•• '»*•     r        * ***1l*   ' 

-.2.C. is the Coarson Kartet and »u&t» under the Sroaty of Boss» 

haraonise its legislation, whers poaaiblo, and one of the subject» «hioh 

recoivod sarlier attention vr&a that of ph&re-iotutical pscduots, tad 

pftrti^vilArl/ th« regiotration of the», ao ¿hat adequate controlo età fea 

oxercised.     It should be not<#d that although the prlatwy purpose of the 

wrk ima harmoniiation, nevertheless #aoh of the raeabor oountries 

3anetra4¿ mm araiouâ to ansur* that any ¿Ixectiv® should ¿iv« adäquate 

pratmioa fres th» yiblic health point of view to their nationals. 

the Journal Officiel dea Coaainautsa 2aropoennes ïfo. 3Ó9/65 of 

9th ?dhruary, I965 contained the Council dir*otive on registration» 

Io. ó5/£5/C2E.     k free translation of the direotive ig a« fol lo»» 1 

^,^1,«, \   (¿stiele« 1 âne 2 deal only with iatroduotion and 

aefinitions) 

le speciality «hould be placed oc the aarket by * aecber Stat« 

Without an suthoritation having been previously obtained fro» the 

coajetôat Authority of the asahar State. 

The pereoa responsible for introducine the product on the aatfcat 

should sah« * request to the «oapataat Authority» «ubwittinô the follovlae 

ÉfftWBiff \ t at lap t 

1. Saaw and registered address of the responsible person, or 

»here applicable th« aanufeotursr. 

2. Hatte of tne spaiali ty (brand aas* or «enerio aaae associated 

vith tho trade carle or aase of the canufaoturar, or a 



- 15 — 

scientific; t4íc.o CiSsooiaiou wir/a the trtido carie or nana of 

3^  C^*l-5¿«¿''« «•'*¿ '•'.u;~- •' -»•*•'> - cctpciitic. e.  -li irti,i*4'ái«itfl 

ef the ¿posiality ¿.i usual  -cria cxcluCin^ 00£#llc&to4 

eheiaioAl ?G:.«¿1í.O «id r/üh tha tAtemuticaal cochon nia« 

vtocä&ondetd by the V/.K.O, wa*ro euch *-¿a.\;o oxiata. 

4. SüfcÄaxy deaoriptiofc of the r,í*thod 2? preparation. 

5. SÄempcu&ie ¿adioatiooo, eöatr*-ißdi oat teas «¿«i secondary 

offeotj. 

é» 2esa¿o# ^Wü'.-¿OWíí2<-1 ro,*„., Köthcc and rost» of aduiniatattlMt 

«ad *t*fcSUty» lf -ihifl Utt*r i» loe» thaa tte*o yoar». 

?. *tt^o¿* of control «sod ay tfc© aanuíaotuffor («i«l3r»i» and 

«•tiaatior. oí tho in^-rédlents of íinicíiod product, spaoial 

tosta, for ©x&epl©, otorilìty toati, pyrogoa tosta «ad 

4cit«ealA*tiaa of ho&vy lutalo, »tüfellity tríalo» biologioal 

and toxioity trials). 

6. 3ô*ults of «h« following trilla: 

¡ftaraioo-ohealeol, öiologioal or roioro-ttioloffioal 

jftsMaooloiìSftl and tosdeolo¿d.eal 

cltftiocl 

Si addition, ¿itliojrajhicdl d©om<i«uiaf&oii relativ« to tho 

I>haäfi*ooloÄioai, «exieologiaol «ad, eliaieal tri.al«, prooontiaf 

rooulta as follows f 

i) Ï» rtspoet ©f a s^oolciity &lr#*dy axrpleltod azsd havin« 

see» triod suffioiœatly for ¿he of foot on eaa, including 

§11 of foot» «aoo&cjuey, aad appaaariag in papors and 

journals, 
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ii) Por a aew speciality, also tho coalition and activo 

prinoiplea when they are identical to specialities 

already icnovn and exploited, 

ili) Li the oase o*p a new speciality, including ingredient« 

ttsod for tha first time, already associated in 

proportion comparable with tcsdicaaents already 

•uffioiently tried asá exploited. 

(%)     éMk *o»p«iôt of r. new apooiality ooataiains knows ingrediente 

bit those whish have not already been us<¿d for therapeotlo 

purpose», eofôplet« oooraentation on the trials ooneernin** 

thee« se« lajrediente. 

|. One » «ore ss/spie« or aook-usps of the tale« paok of 

-he phoruuo*utical opeoiality and any ptSated matter it 

ig proposed to laolude with it. 

ÌÓ. 4 doouMont which etatee that the «anufacturer it 

Authorised in his ova oountry te produoe phanaaoeutical 

speoialitiea. 

11. A» authorisation for sale obtained for this phamaoetiti sal 

speciality in another ao&set State or in a third oountry 

v&ere such authorisation arista. 

Artioles 5-12 inoUsive ax« oerely on administrative of fise 

/.rtiole ^ 

Container« m& outside packages of pharmaceutical specialities 

ehOMld carry the following iadioatloaa» 



- ¿e - 

1. ¿fc&e of she onciali;;/, T...^ì.OJ? ir; b« & tra¿¿ aark or a 

sciestifio -.VV-Í* j.6¿ooito1;<;¿ ;lth t ;«  trad« «ark or name of 

2« Insediatola ax'vur ¿ha :—- ài tue oposietlity tho qualitativ« 

ar.à guasti tà-t ivo oospcsitior. of the active principi•• otatod 

eitoor "0/ oonttìat cs ¿evoaiv^©. 

Int tenutici al coc^oii .lüoa ;:v¡ooe¡ftan4o¿ by tho W.K.O. shoalA 

feo uatà whtìrd thoao exiut. 

3» * r«fôrenoe nvu&or to iá«Ufy production (lot ox eatoh 

nuator). 

•i. The re¿istr¿ticr. auaoor &utr.ci:i3ii.j saie. 

5. SOSO *aá re pistar «¿ci ¿.adra-s ci* tht-  ro3„?cii3*bl« perte» 

os who*o «gyXio&ble the saauiaotwrov« 

S» ÎSafeoa of adain tat ration. 

7. Expiry date for epaci&litiea v/her«. stability is let« Hem 

a. Storage procautiaaa where theae are applioafcl«. 

tao pharaaootttioal fore and tha ©oateat Sa vigni or veltua* 

or in unito e&a bo sbavai on tho ou wide pMkage oaly. 

At V-9Â6 3.4 

V/hon it io a quastiaa of enroulée, the inúicdtioAE sot òtti in 

Artiole 13 say 00 placad on tho outeido paokaga»     Tho eoataines* 

only oarxy tho follovingt 

tha nan« of tho spoolaiity, * 

tho coar.tity ©f aotivo principio», 

th« nsthod of adalnistration» 

th» expiry ¿ate. 
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:•>•• ••' e* -, * e 
.•»•-V.-.ii'--;.V.„-tl.' 

Ir. "he cacó of ¿.¡ali coa«£.i.»sr.¿ othar than c:.vwulo5 e ont air. in j 

orly cr.a ^ouc arid oa rhicv, it is i^possiblo te 5&v out ¿11 tlio r oquirosaats 

oí .".rtivle iv, ti-a rc-cui.-e^da^ o¿ Artioio 13 aré applicatolo only to tha 

outside container. 

The Council of Europa, fíhioh ooaprlsea the six Coraon Harkot countries 

v.lth S-.7lt3«?l«ad xisL ¿fa« United Ei»a4os>t b&a ratified the Purtid ¿¿rowaent 

6» ï*haj^oautioals.      Of particular iatorost is the ocllaborativ« revision 

ty the Suropeaa Phar^acopoéie Cotsissieti of pharaacoyoeial i tan card«. 

*he&e will caeca« tao official stsnásráo ¿a ««oh of the partloipatiaf 

oountrios and will ropUoe too existing «onogwfht in their rospootiv« 

n&tional pharmacopoeia*,     fas first voluave of ths Stirspesa yhsroaoopooU 

of th» fMojEiftMoiiol V^'i^s to study rsgl strati on oM eentBolo in êotoll 

ani wo-':.*¿ closely on tè* subset with th« F.I.?. »peolality Oontrol 

Cca^.icsion and the Scoti« of 7.I.?. n^ttl of íirwtors of Control 

l*aboratorias and Directora of ?humcopooio*.     a world survey wo* Mit 

in 195« covcri.*i¿ proc»dure» and oontrois throughout aost of this oowUlOs 

the» having l0£i*latie» mû txttiz.z fro» tho worit and ttudie* * ooouoont 

ras subaittod to tha Cenerei Âtscâily of 7.I.?, «a lejtoaàor» Xf§S sod s 

resolution adoptad rooooaondiag the governi***? oodisj or phAr&aoy to 

considor symjatheiioally the views put for^^rd.     As à ..w.¿or of intsrsst» 

tha report produced by to« Í.I.?. was usad *t the B«*tia£* of G.2.C.5. 
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3.2.C. on the jublest of control of i-haraacariic^ ¿pecialiti«», and 

:,;:-•/ oí tho ïecor.-..-.^?.ir.r1.2 a-o.V.v.u.      CSia racocsaadaticaa in respect 

| of -•;.•'-:O-:-::L-.-.C  :\V„- c;.iCi--:i.:--3 -:::-* 

1. îh* qualitative and c/uccititativa composi tion dftclarsd in 

cocsonly accepted nomenclatura, including all the ingrodiônts («tiv« 

principle« and excipiente)«      Soluoilisins and ©aulsifying agemt», »te. 

should be declarad io the 3rug Controlli»;   in Oidsr to hölp nia tô ohcok 

tU produce Ca çuettioa -nalytiOfcUy » but no declaration of ta##a eheuU 

•Jô required en th© latol» apart froa those aoasiâ«r#â »«©«ssa^r *T **• 

ecx.ra&i servies.     It i* for tha protection of* publio teaith tt»t n# 

in¿r«¿i<mt should e# ?€reiösiöl# ì.àie>. h«-s not otan dtelàaeci tè tfc* ìuf 

»ostrollc** -ut u «sis le valutai« stftaftctttiaff to©*-*«» tki# 4afôii***l«i 

ahouli IMI tr«At«d ss confidential. 

t. Ü» fieU oX indioation« «ad Ad««««. 

I* Con*.ont3 of each padco^« a izo. 

4« Ta« r»c««Luided atina* of publicity by th» »«ttfwtww» 

(to th« public or r««triot«d to th« praotitic*«*). 

9» 4 -aaplt «f ta« sr^oUU^r, t«5«tft«f with tint *«w Mt«UU 

(ictlY» nrxnciplt«, and ««ipienti if n«cfca»wty), In A quantitjr mffl«i«lt 

6. ?h« draft of ~-h« paok*s*t label end i«*mt»     NttS 

UfT\iêiXL& is pitan**, ta« diftTt of to* publicity t»rt. 

Although tu» labelling of «pedaliti«» i» «ttiotly o«ttU« tftt 

statt ôf the Sub-3o&nitt#«, it is tíMwtdkt this «ftHtr «¿ouid t* «%«4i«4 

*itac-i by the aub-C«&ittcj» or uhfct ih* srnát ©f tte »ii»-€©«aAtt«« «ft 

uBífe«e;i-y ef labollins of poisons ¿Hculd '»• eretended.     fkty «©asid«* 

tiiAt r. l«fc*l ahovld show, fsM tí» v«£istff«tiOK point ©f vi«*f tn« 

following pointa» 
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(¿)     ?ho ac^uTacturfer'a naso. 

(b) Por ieportod product«, t¿« r.aa« of tho agon*. 

(c) Sfco osntioR thaï tho speciality La« b*ea oiTicially roglatoroa. 

(A)     A nu-ù)ur or roferenoo allowing on« to traoo to« hiotory of 

uanufactur«. 

?• A certificat« of origin end acooptobility is&uod % tfeo 

Appropriât« Gov«rnr.«nt Departawt of th« ocwntry of »anufaoturo. 

t. If a «jwoiality eoataino roootaaoo« or ooobinatioaa tfeoroef « 

th« «otico of which i» not knsir.» it it r«*iuir«d to furnish la tildi 11 ft 

(a)    Publiostico« or work» to&gâimg tho pfonrnoologioal »oU« of 

tfea «ubwtano** a&¿ tbdir toxicity, oliale»! riporto e» thoir 

th«r*p«u^ie «ffioioy, as *oU *• thoir sld«-«ff«ots.     (It it 

d«air*blo th»t exp«ria:«nt*l ma aliateti publication« if rosi 

ooiontif io vaino saoula bo aoo.ptod i»t«n*tiooally m * 

(•)    It th« «ubBtonoo« of oonbiaatioas 1A fjMôttitt •*• m, tbo 

phyaico-choxíoal cor.st«ats. 

f» Xothùéa of amolysia of to« proàwt «M if isooossiy of tk» 

Mtlv. prir.oiplos M4 «colpiont«. 

10. 3ti.ttaoat of «osponaiblo por«oa 1K th» t«wito*y (fs* 

I lifts* profetato ôuly). 

It woo aotoà %*&* Mt% of tbo information «faith «ill to prsssitoa 

If ê »0BttfM>t«r#r oould %o tot out is mm »uiUbl« «ootaaost, «al tboy 

ftü£tt%oe tut » stsJüaü Inf omitios 4ooui¿ont or ¿at«, ahoot « 

ooiwtifio Bosorondue bo ««Q«pt«d % oil oountxic», mi thot it «botti« 

ooataift th« following in .tho ordor givwi 

1. »ulitativ« «ad qutatit&tiv« oocpo«ition. 

2. lT«tho«a of aaalyais. 
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3. Kiysicc-chäüicÄ; c*motw.t& (fox* sot; euböia»ca.j). 

4* 7ht fíala o¿ iî»ôi.«aticr»& a«ù d¿s<*¿a. 

5. S«t*ils of toxioity. 

i» Qaxtants of ttch paokega sis«. 

?• 'S»« typ* of jutlitity paropoaed. 

SM F.Î.?. ha« âI*o studici re$il»tlc&3 rtfc-rri^j to good 

çaKrôMrtarafts psr&otio«, ia-slitóiag control s* ;.-;-!- -;'*     '•»•'"** viau» 

m& raooucandatio&ft *r« in liât with tao?« oí üb« ».2*0. a«tio»od la 

Station 2(») «A M« *1** i& lift* with fcioaa of tha rr.an&Aoautiotl 

SsAsitrièo* Àaaoolatien ¿aaUoaad Volo«. 

ISëKiViiaSÂfiA n^rftTliSr§.iii»Éi ^'¡f-m^M* 3Si tf filali 

Th« Phíu¡mo*uUc-*l 2¡&4»tt2i##* ka« vOi*.t¿cc, «fcieh ia » F*4a*atioa 

of UM fttvtio&ftl aa*ftfl1at1fìf>B of carni?aoturart frots tha Meta? ooaBtfiv» 

Of ET?*, to£*th»r rìth tha &**aeiAie¿ country Finland, bava prapaxtd 

tesi« rultj oa p&âsrso#i*tiôftl ltgi«l*tios» includine r«ciotrfctio». 

9>utlj> ifir AftifiMld fct i fai • Astil 

1)      «w r«$iat*ttion oT j>hari*caatical apaoialitiaa is * pool!« 

r#ffi*t«r ssty oo useful fer th# *up02vi«ion of tUlr aalt. 

2} If %iA rtsiîtmios or e J;-.^-.í.C6U-;1CíIí a?eoi¿li*¿y i» locally 

&eovt;frfixy, it &&aH sot so s&ojoov to eauuiinaU«» of aa¿i«il 

or aoonoaio oôJt. 

))      An amplication fos r*£isJ.riti¿n «hould to aoooapfcfllad V vaUA 

docuna&ta anevinis aeons other» that the pharmaceutic«! aptoiallty, 

«htm uaad M prtaoribed, has so na.xful off ©eta exoaadinj tha Mia«» 

«hieb axa aooaptábla isa Accordane* with axiatina aadioal k&ovltáft. 

Et£i«tration should not lia rofuieá eacaaaa of say -paoial oondltiOM 

aeacoiatad nth an individual cate. 
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4) SS** ifctrodumiwa -:o Vao r¿>.¿:ket e* a phc-:&.cautic&l apooi&lity 

poriod of >i ¿oys.      Tí tlio AÀìthOi'iìiiea have reasonable OAuae 

•65 natica ïr.K vU-S-V,- of  ¿he docroaefcts s^ittwd with to» 

apjXiOAtico, ï'my fahûuici "¿a at li'-crfcy w «XC«Q4 tha pr«¿cribad 

tSso-lixit %p ta s. aa^isua ai 60 ¿jye to alie-» for compiette» 

OÍ tilt 4oo\»«»ta'¿iüa. 

Iff hOT;ev*r, BO cor.clufcive o ajee ti en 3 are r,.icod v/ithin the 

^ariôd o? 30 d£¿'¿»  «vœ -¿¿-.a piis^ÄXtoatical sociality a^f te 

9l*aed em tte s&ric«« «ft*** -h* #3£iry ef th« ttód period» 

5) 2v6Ty rejootiôa of sa Applio^tioa fer r«sistra.tioa ef » 

pimma—atita! Bj*cialJty ebôiiiâ te ad«%isat«ìy Jutjtifiwi. 

If ta« ftpplicsat consider* that tte ra&aoae jiv«c for rajaotiai 

«S» inv&liô, ta*?« should io a rijht of ¿,pp;al. 

6}      2Sui reslitretic» of * pfciraaoautical ipeeiaiitgr «hould not INI 

afte« eoatiapnt Hpoa & aiailar registration having te« 

•Xfeeted la Another country. 

f)      Oio porlod of validity of reçUtrAtio» of * phAr**oeutio*l 

Aptin Illy Má thus tha xigivt to 4*& enea ghays aairatl Mil 

ayooiality ihjuld sot te mH*Q% to any tia.» Weit. 

th« fttat* «hoald, how«v*r, te) entitled to prohibit tte Ml« 

of * phanwcoutioal »pooi&lity already rtgittared if it it 

•atablisted «iati 

a) tte doeuMat« «tteitted in ooor.«otica with tho prooedur« 

for xaeiftratiea do not correspond »ita tho faet«, 

*) AS * «P««ifclity already on sal« doot sot corrvopord, or 

no long« corraûpccûs, «lüi tao dooaacnt» aubcittsd at 

the tifi« ef amplication, 
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o) ££ th« «paciality, wh*ao uetd as pr«soribad, ha« givon ris« 

to harmful «fí«ct« excoodlng tb« ¿ustififtbl« liait», 

d) ejj »¿«loading information or advertising it b«ing oonductoa 

of tor warning« have been given, 

•) £f. fear Rôo-poyasnt of fooo. 

t)      In til« testing of eut atancos, tbos« analytioal or otbor «othoâ« 

lait «own in ft r»Q0gr»i2uá pfcaraacopoaia should always IMI aeosotoA. 

Forthoriftoxe, th« appHan£.t should te« ire« to «ito any etfcor 

tostine —thud available.      If a testing aothod fox th« 

in qooatlon is not giv«* in o r*»oognis«d phartmcopoeia, or 

•t »sod fox th« pharmacoutioa.1 «pteiality «ubaitta-d, tha applioftwt 

•HBSSFW   4HSWIBW*P*WWWW*P   W   livwb^i   IRWF «i*Pïs•A-* 

$)      9M asjiljsc of • phftrtRaostttioal speciality, «spsoially tho fro» 

ohoio« of o trad« nark, should b« loft antir«ly to th« Bseufftotoro» 

•ut suoh • nao« should in a« «one« b« aitl«ading. 

It io ««ooolag isemsiogly rooognis«d that propar control of oaftlity 

lo bolt offoeto* fro« th« first at«««« in th« «anufaotur«, and that tfco «is 

•bottle to to obviata any possibility of «rror or look of quality *ÊÈf *» 

ths Bjattfastorin« stags mth«r than «x«relss a tootiag prooodaro afto* ft 

produot has rooohed th« doctor, hoopitai or pharoaoy.     It is for this 

guias that or(ftnisationr< «toh «o.W.H.O., F.I..?, and ?.I.A. aro pori*« MM 

«ftd tor« attantion to standar«« of good «anufaoturing praotio« taft fJsf fMtk 

•tondards aro bogianing to f «aturo lit national legislation.     P. I.A. la it« 

noiosi «••tin« in Stookholtt in J^o, 1968, adoptod standards a» follow«. 

BMOS stsadsrdo, irreaptoUY« of *rgr l«gi«l«tiva oontrol, h*T« Urn 

ooooftoá by all «saber fin« of tho national assooiatioo baloogiag to P. I.A. 
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BASIC STAMPAR!« OF KagUFACTPRlMC. PRACTICE 

g. pwaACüwic^ iwmcgraaro ESTABLISHME^ y 

fht Bflaia Stanivi of Xamtfaetoil** Praetie« shall apply to tha 

»•nttfacture of oil {•!».-« i?.«c.or-tioal prsparationa Intended for hnaa& 

«•e. 

2*        gMOiriCATffitS, FQjt rri^ARATiqSf 

Preparations »hall opmpìy with th« »peoIfie*tiens eatabllohed by 

regulation or whieh AI?« »cooptati by th* appropriata Authority in 

«te« country of jMnufactura. 

Pxoduota ¡sanufae turad for oxport «hall ooreply with any additional 

epacif ioation* whioh »ay e« required by tte infortì»« oouatry. 

3.1 Aach eetebliehawit «hall «aploy auffioieat peraonnwl poaeeaaiac 

adaqu*te edueatiiwal, technical an« praotioal atUinawnta te 

«Mira, and Mintáis, the idontity, aafaty» purity and quality of 

^wai^F    •pea-^e^ej^ei** Vaa>    ve4a**CA^ aaw ww*iBi W 9 

3.2 Kay pereowiol aliali beln auoh (piaiifi cation» M are rappel »ad 

by tfao law of tue uountry for toe supervision of acaufaoture and 

oontrol of th» pharmaceutical produote »anufaotured in the 

^»MeT ^^a^a^ae 4» aMflMa^awtt w a1 

3.3 I«? paraonnal »ball hare «paoifio rcaponaibilitiee and adequata 

authority to dUohnrgo tnoea rteponeibllitiea. 

1*4     Paoielone oonoernine approval or raj ao ti on of «ateríala atuat raat 

with the poraon responsible for quality oontrol. 

•aaal ass 
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4. PREMISES ANI> FACILITI:Jg 

4vl      Buildings shall b*» of eiUtnole conairuotion and be mainta,i»eâ 1A 

» hygienic s sate. 

4,2     Premiaos ahaij   t.i of ouificieat ai*® and aäequat« £&cilitiea 

provldod to «neuro*- 

4.2.1 the olear differ-vitiation of raw materiale, bulk produote» 

lavala, çackagii;,; Material© atiä finieheâ geoda both in 

storage and during proeeaoingj 

4.2.2 thai oroae-eontawination of produota dea* AGí ©eeur i» 

Manufacture «nú packagi* g f 

4.2.3 tue oontroi of air humidity, ox othar ataoapheric condition*, 

«hará this la ueooauajcyj 

4*2*4 that appropriati» prooeöuree ara obeerved when «sentie 

teohniques for» park of tha naauf acturtng procaee. 

4*3     Hygienio garoonta «hail b« worn by all ataff im prooeeain« and 

4.4 Handwaahlnti facilititi ahall 1M provldad ta all araaa. 

4.5 Othar eanitary and toil at faoilitiaa, end eatin« plaoaa, ahall 

not for» part of areaa to which *a»uf eoturing prooeeaaa a*« 

oavrlad out. 

4*6     Quality oontroi ahall be provided through a funotionally indepeadaat 

analytioal laboratory provldad with auf fio lent equipment to «arty 

out all neceaeary aaaaya and t«at». 

4*7     If» ia exceptional circumstance«, tha «erriete of an indépendant 

laboratory are eaployed, the tea ting ahall be oooparable with th*t 

which would have been undertaken by the Manufacturer* 
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5-        BfrPIPMìST 

5*1     Ì%ttipBont ahall ha »aietain»¿ la & hygianio eoeditioa*    it »hall 

!» aofi-rtaotiva ia raapaot ci' Bateriale baing han¿lad and 

oonatructad io an to b« oapaola of aaajr anâ afí'ioisat cleaning. 

J.2     faighing Ma «eaauring aquipaant «hall ba of appropriata accuracy 

ia relation to tha work aaing earriad oat and ab&ll to aubjact to 

pariodlo t«atlas» 

hì    *to arringa» ant of aquipawnt for finiatiing and packaging ahall 

iaoorporata adaquata aaf«guarda to avoid iataraixing of diffaraat 

é.l    Mt—alio prooadura« atoll to aataaliahad to oontrol at all 

ito atogaa of aaaufcotura, tòt iitoftitr tad quality of 

produet and it« r«* aatariala and othar ooaponaota. 

*••    ftm prooaduraa atoll iaoorporata auf flciant iadapandant atooka 

•r •tttontaal aafaguard« to aliaiaata dapandanoa »90s a alngla 

individual at all oritioal atogos ia tot handling of nt aatariala, 

pMtotrlng aatariala, aatariala undargoiag proottttng, and finiatod 

f. J    toto produot, ito taw aatariala and othar ooaaoaoato, atoll to 

tlonriy idantifiaola and aaouralgr laballtd at all ttofta of 

aajnifaotura, atoraga and traaaportation. 

$•4    Itoli produot atoll tora a aaatar f oraula aaf aguardad o/ ft parata 

of vaaponaiaility 

Otpiaa of tot aaatar forawla raquirad for working purpOaaa ahall 

to praparad la a aannar, a.g. photooopying, volto «ill aiiainata 

any poaeiaility tf trahaoriptioo «most. 
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6.5 Batch records OV;H11 be tn0iûi.^inf3 frota which» together with 

other records, it 1hull c? readily possiel» to »«certain In 

reapaot of any batoh of any product1- 

th© date of man« i%\r; ;••<'•'•*? 

full «tmvfactaring à^iils 

the origin of all raw materials laii 

Other components* 

6.6 All rale-font recoras aboli b* r*tuin»d 1er «ha parxod required 

1»y lav, m othnr ¿groad period, in tha country of Manufactura. 

6.?     Stock» of iaeoaiag raw »atari*!« shall »a differentiated froa 

thoaa raw materiala approved far iaaue. 

6.6     all fa» «atari«] a ahall hm Haft sparata froa aatariala atügfüü 

yvN ta autf* 

6.9    Record« ehall a« kept of tba use of tha raw aatariala 1   a«oh 

records e ha il make psmië%m for tha signature of th« paraca 

raeponeibl« for vaifhiAi *ad issue. 

¿.10   itepraacntativn saaple« of Al raw aatariala »hall a* retained f« 

tha period raquirsa */ l*«t cr othar êft—à pari od, la tha o«n*t*r 

Ve>    aSMffiNflaaW^t WÏAe> • e> 

5.11 Batoha» of froteata unali noi at »flit, or eoabinad, dturla« 

»fmufaotur* «ni«»« ti»*» pavao» ^«pponsible for quality ooatrol U 

a*ti*fted that records of auch operation« «slat for futur« 

raferenae. 

6.12 Records of all oparation« or. aatariala aliali be eifiöed »y ta« 

paraoa(a) oarryinc out the operation(a). 

6.13 Aa adequate number of ¿Ampie» ©hall ha exaained during» and aftar» 

aanufaoture to misura, in reepect of eaoh product1- 
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Uniformity of composition 

Correot proportions of ingredients 

Uniformity of dosage (in unit dotage préparâtiona). 

6.14 ïiolda of producta ehall be carefully coapared with the input of 

row eatsrials and any abnormal diaorepsnoy thoroughly investigated 

and accounted for, 

6.15 Represent*' ive saaplee from finished producta shall be retained 

for ths period required by law, or other agreed period, in the 

oountry of anaufaeture, 

é*l6   fa* departoent responsible for the issue of labels shall be kept 

under adequate aeourity ana all issues therefroo ahall bo Más by 

* teoponaibl* person. 

6.17   A prosednre shall be established for lbs iasus of labela to sus«» 

thst labela isaued oorreepoud with the produot being peeked. 

6.11   A procedure stall be establiohed to ss/eguaru against ¿sotto« labels 

»oooiiiit interaiaed before sad during UM. 

6.U.1    Ubsls of finsi oontainers, or the faul oonWinero tftooselvso» 

staU stmt * distinguishing muk u enable the hiatory of the 

ooatente to se readily aseertsiasd by reference to oeteh 

6.1S.I    Mb distinguishing oartt» svtet sufficient to identify s 

poxtloulsr batsh if it is nesesssry to withdrew that baton 

*iMI  ^P^H^Ä   Is^wsMis) 

6.14.3    sttoffsirds «tell be operated to ensurs that tos oorreet betofc 

«seta* i« applied to labela or/inai ooataiaere. 

6.10   Hooostatos sball be sstsblished to ensure that packaging linee, tablea 

oa* equipment sso free froa Mteriale used in previous opersUons. 

6.»   Kneoétasoa stall be established to ensure thst the ooatents of 

filled oontainers are oorreotly identified. 
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o. 21   Tha rnuabar of final paokagéa ehall b« oarai'ully comparad wito 

tha number of uaits which the batch was designed to* prcduoa. 

Any abnoriàAl discrepancy shall ba iavestijatad and satisfactorily 

Äooounted. for. 

6,32   Finished packages shaîl be diffaranUatud tr&m paokagea passed 

for sal* until approval has basa given by tha poraon reai/onsibla 

for quality control. 

6.23 ¥Hm proeadura for »tock-kwplng »hall ba au«h as to px*wm% 

preparation« of iwdttiy old aanuXRotura baiû£ rel«*sad f©* 

tìlatributioa. 

6.24 Thar« naeaaaaxy, proéuata raadar for Aiatriantisft ttnîl 1» 

parioiioally iaapsotad and latta« to anaura that datari»r*%to* 

bu aot takan piaoa dxiring ahalf atoraba »Ail»« awaitia« 

f** sala. 
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mm* OF THE THREE urn KKsa e? maww^cn »¿OT-íSS ser 
ff.I9fl3L     •   

Control la axaroiaad war pharaacautical ¿rcpxr^ioAs ty ';araa s&<ôr 

aathoda, feting a) aaw d2M£ fcub.ìiic*iona|    a) proCuot r«jí¿tr4tio¿'-i    e;  tho 

viaft syst««.     îaa fuadaaantal aia of all tfcr^a fcystcaa ic &« aas,«, i,«. 

to njUMfa that paaraaoautiaal aroéuatc fc^àa avallatola vo tHo ptoiw«ic«ii 

aoA tha pabilo aatlafj aafinlt* aritari* aa to qu&llty, »i'fioaoy *»¿ 

•afaty» a»4 tfct »wrlAtioft* in proo»du?« hav« groea fro* %ba uiffaraat -.yp«« 

of national lagialatìa« «A toa Vp« of ¿#h*£«*ft/ aa4 phafwaaawtiaal iaduatry 

Wl*    ^WBBB-^WWPa»    "W    ^P^ff w   tBaap^    alato    •WP    •• WPP^WBP^   .ajpapjjp^aip v 

Ite UM MM ana^t anntral io aBarainaa aaly WM rihaiwim 11 ttiT, 

iâlMÉÉl £•* aal a    But i& A f«t iMBttiM, nnâfthly tha Dkltad. HBWW^PW^^iP^P     ^P^P^»       WWf        ^P^^V     ^^^~     ^P     IP ^P^p     ^P^P^PP^P^^^ "*W^pf.     flppw W^p^^*W^pj ^^^^»     W|PW V^^^p 

Attd 8&itaA ItaflÊaaW GMMWfnl if OjL#Ä n#a4d& to taka ft SVatoat %• 

•Ittita! trial.     Àlthnaçh toa lafetrwtion T*vilr«A for approval for 

nliAAaal tMtà to losa toan that raa<iir«& fas? atsroval fas aala« thawa to wap4pfp7ajpw*aBB    ^pnanawn*»    nana»   aa^^^w    wnaaniP*    «Baaw   ai •^wanm^»   I»*^OB¡   ^m^p^jm W » ^ai    »^*WP    PJ^PPPAWP     ^«»»wa^p   ^PW 

• toMaaany to ta»#Ua*%a v+at la A imtaaory «toy to iba iawnlaptamt of 

avi * «lay atta* i« al^aaly au^arrUad V traina* 

what i« raally a «alitata projaat. 

i«tt pKaiHM fa» ajawaval fa» altnioal trial or far 

i" M Hay «va fatatiti to to ti* *t%, to tat «to am 

ff. 44 - 47.    S* to Wjgaotaá that aavalaato« oowntriaa ahauld aoaapt 

m avaga (tat mXf mm drag« ***£* »• «to|ttt to alialo*! trial oaatrol) 

fat altoiaal «atti fiPfitoi l) taat iba aaw am« haa oaaa aooaptad Uraady 

iw aliaiaal trial Im a oaaatry aKtroltia« ooatrol ova« tri4lif   il) or, 

tèa« «Al aayltoat aaa a«a»itta4 mrUmm m analytical aemtrola and 

tardaiVl   *&) MA tkat taa triala »HI aa aarriad out Igr ragiatarad 

faatitlaaara av to apparava« hoapiuls. 
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Bétails Q¿ tha thr#o »^In rj^at,**^ fallow anu it will o« aaan that 

the »^B«W dxug'' p^ocodur« i» roc »uu"fioiéntl^ »id« for a d«v«lôplnf 

country booause of it» r«3«.r*oUcn     s new dru»;» *r.d tti« diffioulty #* 

d «fining •u9h i& **•• «««t^xt oi # phßjflaotatical inlua&ry In fte*»î.op*©»%| 

ala« fer MM fcia« t«#r# «*»y p«a»*^l/ o« eorwiidwmbla iaport« of 

finished ßruduct*.     în# via* c/iti.ua ia un0«tiftfaa»o¿y ü&ialy b*e«ui» aff 

ita aliane« on listed experts» rath«r Wiwn oa the r««2»aiMiailltgr oí *» 

& utufaa turar t whioft »hoJld bé tao «'.1.1 a<»Aii4#r»ti'm»      Fu£th#t»wraf il 

it doubtful if « auffieieat naaWr of #xperta »$wlâ ba availsbl«. 

Tfea autho* o oris io «r» tbM « <i«vel oping ooun+.ry should rei/, fOï ta* 

pm%m*im of «I* pubi io r on t «mstftla and r«»li»tio A,coo«4ur« f«r tu 

raflatra-tiea of pharwwi«utic4l produota and ito itfMMMtnftattOM i* 

laation 4 ara •taifa** to that «ni. - 
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nettai i (*i 

fite ooatrol of ph»j»ftc«utl<i»l« b/ Approvai of A«« drogo it found 

oaaontlaliy la ooanon 1»» ooantrioo* o.g. tho Vnttud State«, Canada, tte 

Unita« fingen« t Atto trai la mo India,     Th« United Stata« «u tho fir«t 

ooatttry to o«t ap a prooedur* for approval of nov àru^a, «te la tte 

folio«!*« pago« tte ««telloá «yota» of eontrol 1« o«t out.     The oootroi 

ftf ««Bait» of teote drug«, for oxaaplo, producta u» tte pharaaoopoaia ox 

MMod «tega, io «x*reie©¿ If food «te drug logiftlatloii Oft quality 

,, ouiu* to mm »w» *• «km «ttir r»°* •** **»***••»of *•» 
VftâteÊ Étatea ate Erlitte Eiateom.     le «a« tte ortfttaie titea! «rt rifiuti o» 

*p«»TPB«W    VaRftW   ftAWpw    tWB«T    WWaÉfcWjW«   PTW   BMf   «•   «ftWW^«»    «WF    (ftapT^^Ete^HPAjPA^^P   •PteftTw   vw^^Mip     ^PB•* 

BBUP^W   IWWBHp»    B««PWPiftBpHa   ^BP    ^POP"    ««>««*   «JPfta«w«P«'^rtF «P«^^W    wjpjj^^^pi^B   wwvvw   HW 

MM ooopo «f It« laflalatioa to ooror not o*ly ate dfugo» *»* «4* 

tete te* 4np alroady tnm, «te tain te« teppaaod 1A otte* eouatrloa 

alao.     Boo—tlolly tfco ayotoa rolla» m adäquat« doou»«ntaU«a, ft 

¿A yy, gg^^M. aateâtiteoi tba asslloatlaa > ate steift foatefta« ^P«0      VMPJP     w^lPJBHP^iP^ftB/      aWOPWPJftPWW V«PW««S     ^PWPW     ^^y^p8»-^^^* vi^^^w y      ^^^^^      ^P^^^WW    W ^w^^^^^^^^w^^ 

ftf ito pMftiooo, «te «i amort MMOiont ftf tip ortiftfto« 

aateitteâ*     Xft tte l«H«i1 État««, •••ni «a «te ami rol« «fft ftOt «fete «t ««MvpOV'VllSf ««m     «P#PPJ»    ^Pw«B«PW^Pft»    0«HPP»W*P«r •     «P*PPJPmp«^«w    ^pp^»    ^p^^^^^gf ,^F^*«P    ^^»^   ^p^-»    gF^^P*^     ^P^ 

tte Oftwtrol «/oto«, «»i auoh procédure« »ould only arte* to tho «ftp» «f 

fttefftfttte teoftOa ftf tte Wo.     lo particular l«gal fon«, oute «t 

lmftllatelfta* temóte aaoar. affidavi to« oto. «INI aa+aooanr, ftltteatel «»^pp^mjpp««appww«p««p •.    «pwpjmjprw^*   apppaiP^p» y    «m «>>»^iP^*aB^p«r^    w^w»    ^p»»^   w^Fw^*^"»^BB*a? *   •^»w*»^w^p^pjp^ 

tte amlloatlat «iiftt te la a op#«lfite lu.nnT, «afclin «M «I tte 

Motel lofiftlteloa 1A tte Oaitod atetoo te ouojoot to tte éofttrlao 

of itftte «arogol^ity, «te ttetefoyo ooatrol of eruaa at tte F«4«ral lo^oJ. 

«te omly doftl with int«r-oU*o traf fio.     lite« «tete octroi of ««äfft 
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rests frith the S*.ato i. %\¿lai^n*,  r.v*: i,.o .t Sw\i;ei, ..rvve em»ctoú eìailar 

legislation to the F« ácral Pco¿, íVUJJ a..4 ¿cucu-í ioe Act.      Int»»r-§tate 

••ans not only l>ot*«?en tho vît?ifw.s State : ot*  »ho tr.iün, but aiso export 

©Ut of th* union and V.-.p«i}?l JUI,û the national  territory.      Thorofore, 

product i ii^porte*!  ruât comply witi» tha v*qui"-*oenta of  eh* áru^s oontrol, 

«a<l product* manufactured It» th« On it »a iHatos, ev*n if destined for 

oversea« eematries with different control», must, oacauae they aro la tor» 

•tat«, satisfy tho re*;uir<w.-.¡»ntH.     l'hère is A ttmduney to oonsidor ths 

iaplessntation of a system of approval or registration of all products, 

or already know drug«, and, iji faot, the "grandfather* clause« of 

&Mfs a*endaeat Aot do profida for tho eventual aseesajaeat and 

•learanee of all pharwaoeutical produots already on tho »arlcet. 

Canada, «toot« original food and Sr<igs Act «as a combination of tks 

Steste* Itatee and Tfaitsd Kingdoa, now ha 3 new drug legislation • irai lar 

to that of the Atited States.     Xa faot, »any united Stats» cûopeniee 

tradlnf in Canada use thoir U.S. now drug subai*«ion as the basis of their 

Oaaadisa application.      It Is only in sd:ior «attera and for» that there) 

are diffexeMee.     Th« Provincial Constitution of Canada ie differ*»* 

fro« Its) ttateti Constitution of the U.S. 4. ani Federal legislation «em •• 

«Mili t» apply throughout the country.      Thov^forii, Ounáftism federal dmf 

eentrel ie at»t limited to lntw-atate traffic. 

The united Kingdom, after the thalidomide tragedy, introduced a 

voluntary control syst«* by a Goramiitee v,nd«r the Chairuanahip «rf 

•ir Derrick Dunlop, ana therefore ,-ho a., .item ie known as Dunlop Cosaitte* 

clearance.     Thi» is «seenti-xKy a nw o>-ug prooodur«. and although tha 

roqulroMonts appear simili.r to those n«cas«ary to satisfy tho Suited 

States authoritirtö, thore are dif forenoon. 
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Tho Duniop procedure 1« lesi bureaucraUo than tho ÏOûwval 2ro£ 

Authority (J\I>.A.) sad a produot is approved fon ssXt »or« quiokìy. 

Xa too oui of approval for oiiaical triti, * positiv« ooowjtonoo 4a 

re^oirsd froa too Dualop Coeaittoe which takes about ihr** samtfca, 

whereas vado* the 7. S.A. proaedurs triais soy start iaaodi&tely after 

aufcaiooioa out can be stopped ey order at aay ti-o if tí* ?•&.*. have 

queries on ilio Aoounentatioa. 

Howover, following aiioosiisful olialco* trial», tit* Dollop 

proosduro is wich siapler M a*t*r*al o«U*ittod Cor approval for 

oliaioal trial is talea into «omoléoraiiOa i» tp>rov*l for sale, ud 

olearaooe for sals aoraally tsJtss oaly three aoetha.     a« 7.3.A. oaouis 

sisar fox s*ls in US da/s »ut is praosioo OMauntl; salso gt.»rtto aoá 

m thoy **&*• * ooaplotoiy mm su^issioa for approval for sals, all 

#f whioh at»« »o closely attained, clsara&oe tuually tokos aoout too 

years. 

îts F.S.A. also require indi vidua, oaao recorta, a ro^iiiJfoaotit 

which io oritioised la detail la Sootioa 4* P. 93, an* deaa&d a» 

seoondnry evidence, la addition to U.S. work, MoUo«ro*hy «»ft «limosi 

trial results on the ¡u-oduot »Lwerer ms«4*     ftartaoaMCw/* altiioutf» 

tliers io notaia* fovsxalat it ir. the reaulatioaß, v.e f.2.1. i« prases« 

rsqutrs few asa? drugs tonicity êata so vnk eœied out fo* a period af 

*m yooro M ooaparsd with tbo S»»io? oorloi of tteos to six aaataa. 

Although th« fiuuiop Coa&ittee procedure works «oil» it is sot 

suitable for. tmnsf sr la ito entire;/ to dovolopia¿ countries,     fluitasi« 

portions of tao proeeuure ox« contained in the roc «rocadatl one on 

doeuasatotion la Sootioa 4* 

Ada* the aofl liedioiaoo Ast, l«o#, Muoh will eoo» iato foros soon 

in ths Ttoitod Kin«dca, oleoxoaoe of BOW dru** «ill to replaoed by 



UMUJUIHHU41UI 

a 1 icen* inj or rogistr-al^oii s¿3tc.i m^uivrir.,; ftil jiviruìaceuti«»! 

products to b« oi<*a¿o¿ anti f;ntt.re<i upvn a rt^-iotc-r.      »o* a 

transitional porioA ell procucts ourson11¿- or»  cri« f.t l'un. t. timo will 

b« aaoopfcodt but th*. Author Uí-»»  v«««rv« th*  rirM  ta am 1  for 

imtelsalon of dat.* later and a&y trien rerisw th«ir Mfeatua. 

federal Australia aa# a ne* drug procodurro »isáUr to %'m% &£ 

too tf.K. Sunlo? Cwwttt««, Md ftlV.ou^j -;ber« «re variations 4a fo» 

and »ooetiaa« oupBl*B»atÄry infonaation «rill b« rc-iiud»t«4» »a applicant 

tho ws ifttlafy Eaaîep eaa usually »ooi tfcs reo,uir*«eftU of australi*» 

Tb« AuatraliaA Federal Ooaati'So.tion i» staila* to tìwrt of «** feltai 

lt»t«*, «id tho 3Wt« !»•« ri#ts -af tòalr o««      la thU wf««* üMf 

of tK* Stata* hwo * r»gi*tr*ti©ii fyotta f«e *«to«iît*f? ten*» «A ü^ 

Stet« of Yiotoria haa « vagUttatiai ayatom for dru^s inteseti Ü» 

feMHtt U§«. 

Ia&i« ia «asilar te tho Qnitod Kin/jrtoa but io ûû» of tho f ow «Ml 

dru« eouatrioi tfcfct »q»l»» »apio» »ad tomUm» aoalyaoa ttam* 

Thay «ra *l#o Tory particular »bout prlntod »attor and oioaoly r«#»l»t« 

•***a*tUl»f M* promotion. 



- 37 - 

OCTROI« Of TRAPS BT iKAHMACEOTICAL PRODUCTS IH U.S.A. 

îhara ara thxaa lawa whioh regulate trade in phara&oautloal producta 

at tha Fadaral lavai, namelyt- 

i) Tha Fadaral food i Drug and Coamotlo Aot 

ii) Th« federal Trad« Coaniaaion Aot 

lit) fii« Publie Health Sarviee Act 

Of thaae, tha most iapostaat ia tha food, firn« and Coaaetio Aot, and 

thie will a» treated in aoaa datali aa fas aa it affeote now dru*e, but 

ft»« tha othar Aota ehould »a Mentioned la paaaia«* 

tha Fidami Trade Coaaleeioa Aot prohibite ta« dieeealaatioa of falee 

aetartlnaaata (atae* tana l«bellia#) «f «Pêf* la iaWr-atata «owaana asé 

it ia aa*l*iate»ed ay tha «Mí« Ooaaieeion.     «M f .».A. ale« ragliate 

adTirt 1 laaant• ani laV*1***» iaii!ar tha authority af tha food. *— aad -,—w"wm> wai «aim ^M w   «avaaa*   «**av«a^pa»*»e*a«aBB,   *•*«*«•**>•»    «/ajaw   ^mmwmßmmm^f    Wm     Wwmm mWw^^$   emptaafj|   VJaww 

(eaMaanatfclal   Aa«4\. »^a^aaaaa*» ^PBJ*«P   «aPBFwai 

Iha fuhlia R«*Uh latvia« Aot ooatrole biolofiOAl dru«a (tonau, 

taxla«, ft«itettt ***•«•»» ato.) latandad lav MM i« at».     «Maw thia Aot, 

tha Bdaiale** af BAalaaleal âteada^âa af *>«>- Pulilla tfaalth •*—<*^ •<!•!• !•>— a^asw   a^aaawaaapeaw *   w    aaBa^«pev««Bna*W«ain>    aa^eje^aajeaaBapvnap   «JPP*     aPnaaj   «T^araPaVajnr   MnB^HHMlMi   ajMPfcTTlPT^P   *|Ra««filnjt«vSF^P'SeT 

A la#tMahg «yataaw 

la additiam« «aartalai aai an 11 aa ava aub.laat «a aha fe4***l lÔEMiAtla« ^^^   ^^^^^^^v ww^^aa1 •/     ^^ae^p waaMaapai   •aaaeat^a^p' •^ajp^paa'    ajaajP^P'    lawaWrä^^pair w     affla7     «MHMP   «T aBBBBajaeaflaBBp    eKePMnpeBf^paBBBaaB/- 

Ifraf Aat, «Mah 4« amfa«aad If tha luraau of Karootioa of tha 9.t. 

•T flP««BB*4hy •    «Aw    «JP^PPT    aVvMPW   #•»«• y     a^aaaPa»««   «JaWar   naap W«F   WBM§WB   a*lPaaMB>la*W    WvV 

pr«vi«i«B «f tha faioial Paed, Sent« and Ooaaatlo Aot to a var/ia« «xteat. 

Thara la, la faet, a "•odel" Aot* unifora with tha fadaral Aot, «blah has 

«•an adoptad 07 aoat of tha St* tea. 

Sat f«daral food, isa« «ad Ooaaatlo Aot IfJI la, in tha worda of 

Coagvaaa, *«m aat to prohibit tha aoveaent in iattr-etate ooaaero« of 

adultareted aai aiabrandwl food, drufa* darioaa and aoeaatlae ani for 

OthaT  MtlBAAat". ^F eiawapea    ^jPOBBMSFeB^B^BBBy    w 
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Und« Scotica 501, a drug it d««a«d to o« adult«rat«d« 

(a)(1) If it ooaoiata ia whole or in paît of any filthy, putrid, 

ox tooeapoaad aueataao«!    or (2) (A) if it has toao prepared, paokod, or 

hold »ad« toaaaitary ooaoitioü« Justly it may l*v# *«aa oofitaatoatoo 

«ita filth, or vhosoay it may havo **ea i«nd«r«d iajuriou« to hoaltaj 

or (B) if th« »«thodi uaod ia, or th« faciliti«« or ooatrol« ti»«d for, 

it« aaaufaotur«, aroo««alaé*, paektoe", or holdia« do oot eoafero to or at« 

not eaos*t*4 or *totoiat«r«d ia eoafesnity with ©urraat foo* aaaafaotortaf 

praotio« to aaatoo that ««oh dru« «««ta th« r«%uir«a«at« of tai« tot aa 

to «af«ty aad ha« th« ttoatity aad «teaagth, «ad a*et« too ©.«aUto and 

awtity oaaraatoriatie«, «atoh it purporU or ia r«pr«««nt«d to foaaoaai 

m (}) if *to toJrtwtiT io aoayotoi, to *hol« or to part, of «ay polooaoai 

a» tolotorioaa Mitotoin« «Moll aay r«ad«r th« «Ofttoato tojtoto*» to 

h M Uh i   or (4) if (a) it toawa off oontain«, for parpo*«« of «oloaria« 

mmifî * ««lour additlT« »Moa to aaaafo withia th« aoonlag of «««tioa 

70« (•)• or (I) it to ft oolour additiT« too totoaáo* ua« of whioa ia or oa 

em* to fo» faryoM« of «oloartof oaly as« to «Mat* »itala tao ••aatof 

of ««otioa IM (»)• 

(i) U to mm*** to to to to r«*r«.«at«d H i toi to MM if 

totoh to fffffgrtir1 to aa official oo«p«ndiua, aaé ito atro»«** diffae« 

ftoa, oi ito quality or purity fall« toiow» th« «toadasA oot facto to 

•nah mapinliiMi      to drag toftoad to aa official «oapondiua «Hail to 

«to»sa to to adult «rat «d «adar toia paragraph tooaaao it dif f«r« fro« tto 

•fluitarti of «traagth, quality, or purity a«t out to auah coaptndiu* if Ito 

ftiffasaaooa fro« «uoh atoadaréa ax« plainly «tatto oa ita l«b«l. 

(a) If it ia aot a»*j««t to th« preiriaioaa of paragraph (a) of tato 

«Mtloa aad ito «ttaagto diffor« fsoa» or ito purity or ««alito falla 

tolo*, toat «Moa It purport« or i« roaraaoatod to pooaoa«. 
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(4) II* it is a wag fluid fiu\r aatiOi&to« \^ö univa  (l) mxxad or p&oüed 

tharawith io as to reduce ita <¿u*4».iy «>r atriWi«Vo or (2) »ubstnutad 

wholly ov in past thtrufor» 

"ondar Soctxon 5^*'» a drug in dewand to be iai«braùà«dt 

(») If it« Imballine ih f'iitî« or A.;i»,.«t»4i4i4 in any particular. 

(b) If in a packa^n fora UAIOUS  U b*sre * 1a,b«l contftiniaf (!) the 

name and plae« of buaineas of the nanuS&v+.-:.rert packer, or di a tributo* i 

and (2) «n aoourate etateatmt of the quaittity of th« contint« in tera* of 

w«ight, M&awea, or nuaoriaal count  ;  Prtwidod, That undo.- claua« (2) of 

this paragraph reaaon&blu variation« «hall be paraitted, ana exooptiont 

at to anali paokagas »toll b« «atabliahed. by relation« ¡ire«« ri bad If 

(o) If «ay ««rât ttatatiemt, or ut hur inforaation r «qui rad If «i 

authority of this Vet to appear »a the labal or labelling i« no* 

• rimili mil) plnoad thareoa with auoh conapicuouaaea« (at oo»pa*«4 with 

othac «ova«, «tatasante, de«i«,i«, or a«vioaa, in th» labelling) mê te 

•Mel tf« M te rondar it likely to b* rond and understood by Mi 

«•Étal iff indi vidual under Ottatuaary condition« of pusonaa« and UM* 

(4) If it it for una by mm and oo,rtaln» any quantity of th« 

aUMtie or hypnotic »ubutanoe alpna-attoaint, barbituric acid, batft- 

l« broa*!, waniiibio, earbroeWL, ehlor*l, aooa, cocaina, ««•«»»«» 

i9 »arihuaaa, aor-ihine, opivu», p&raldahy de-, payóte, or »*lf 

o? «ay ohatioal darivttiv« of «neh -«abatato«, whioh derivativo hM 

by to« b««r«tary, afta? iavaotißation, found to b«, and by regulation« 

de«lé*ated **, habit foraingi    unless it« label VMSI th« nam» and 

quantity or proportion of «mah «ub«tanu<i or derivativ« and la jvxta» 

poaition tharawith the «tatouant "Wemin^ - May be habit forain*". 



rïT-f •-*'i;;¿-.H8s?ii¿}" - i  ~¿   '««-i»* * ^ú»* Vi/¿H*tev*•-i>*tS^HM*w*«iHÍa¡ 

(a)   If it Í3 a drug, utilosa it<a labt* bears, to the 

oxcluBion of any other noa-propritttfcry uaa* (except the applicable 

ayate»atio oheaioal naae or the oheraioal ¿arrolla), (l) tha aatabliihad.^ 

nase (aa defined in eub-paragraph (2)) of the drug, if euoh there fee, 

And (il) i» eaae   t ia fabricated from two or mora invadi««*te, the 

eateblieaad MM ana quantity of each active ingrédient. 

(f) Unita» ita labelling baara (l) adequata diraotione for Ma? 

sod (2) auah adequate waraißga »gainât uaa ia thoee pathological 

oonditione or by children whara ita uaa aay be dangeroue to health, or 

againet aaaafa dosage e* methods or duration of adainiatratio» or 

•yplieatica, ia ana« «anner and TOM, aa are M»Maa*y tm *M pmiaeum 

(g) If It parparte to be a ûms the MM «f »Mah 4» raoog*iaed 

Ht M of f ioial acegandiu», unleee it ia paokagad and laballad M 

(à) If 4t »a» »•»* *«•* V **• Saoïatajv t# ea a êmg liable to 

deterioration, ualaae it ia paokagad la statt tmm mû aenaer, ami ite 

labal itera i atateaant of ano» precmtiona, M the |«oratary ehall by 

ragniafliwt »aajiiif» aa «M«ae*ty fot th« proteatâ«» at **• |»Äa** fcajtalk» 

CU (I) If it ia a if*« am« ita oonfcai*»* %ê m «4*. fw»**i « 

filiad m m aa »i»laa4toii    ** (2) if it ia am xaiutio* «f «other drag* 

or (J) if tt la ©ffa*aé for Ml« «ft«ar tha Mai« of another drug. 

(j) Iff it ia daÄgarou» to haalth when ua#d in the i©a*§»i a* *Mfc 

the fteoMiioy a« duration praeeribnd, rtoowMtndad» or euggeeted ta tha 

labelling thereof. 

(k) If it ia» or purport« t* aa. ot km repreaanted M a drug 

ooapoied wholly e« partly of ineuli», unlane (l) it ia fro« * ea*efc **th 

jreapeot to which » certificate or r*i«aea tm »aaa iawaA pureuant to 
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•«o ti on 506, And (2) euch certificai? o-  celeaae ia in effeot with 

respect to such drug. 

(l) If it is, or purports to be, or ie represented as a drug 

oooposed wholly or partly of eny kind of penicillin,  aUvptomyoin, 

chlorte trAoyoliae, c faXcraaph micci, baci t,:a -in, or any other untibiotlo 

drug, or any derivativ« thereof, ixnleas (l) it x» lVca « batch with 

rtêp#et to which * certificate or ¿«lease has been iaauea pursuant to 

section 507, and (2) auch certificate or release ie in effeot with 

respeot to such dru«. 

(») If it ie A eoloar Additive the- intended use of which in or oa 

¿tags ie f©t the purpose of colouring only, wies» it» packaging «ad 

lAbAilin« •*# in conformity with euch packaging and labelling require- 

•tate Applicable t© such colour additive, as may be contained in 

regalati**« issued under seat ion ?o6, 

(n) ìm the oase of any prencpiptioa drag distributed or of feted 

$0t emle la Any State, unless the manufacturer, packer, or distributor 

thereof include« la all Advertisements and other deeeriptiv© printed 

e*tt»* ieseed Ax caused to be ieauea by the aanufaeturer, packer, or 

distribatcr with respeot to that drug a trae statement of (l) the 

«etebliehed name a» defined in section 502(e), print«4 prominently and 

ill t^pe at lenet half as larg*» *£» that used for wiy tra«!« or brand naae 

thereof, (|) the foraula showing quarti t* vi vely each inerediunt of such 

tru« to the extent re%uired for labels under section 502(0), and (3) 

«mk other Inf onta t ion in brief aur.isary relstia¿ to aid« effects, 

eontradjndioatione, and of foot* venues as aliali be required -'n regulation». 

(c) If it i» A drug and war. »anofaotured, prepared, propagated, 

OMBOtindsd, or proocased in »n eetablishtünt in any State not duly 

reviewed under »ecUon »0. 



/WWW«»' mmwm >m*W>^«ím<. w» ' '^wm^.^i^^.^j! _JJL,«^PJ^^WIPJMWPWI 

The *<".t yr< h%V.. •".i.   »<>.•  hit,•-.-'-ji.-;iw- of r.«-•' -•i-'-v.j iato inter-state 

o©Stt«»?ca uni o t. o '.h «y nf>vt; t);eti appressa -;/   Vu   F -o-;,  ".nu BIU^ Administration. 

A "ma* c<:ufï" ia i^t i" ••a '.-   orti; - M;''? '..oi-.p'-tiii if.Tf  >f which ;B noi. generally 

«"•©c^iisöd u¿ »'ii'tf tu^.  (»íV^íí'Kí i'wr «.j.:-f undt-r   -]-.-* conditions recooiaended 

or *"u¿gí*i(ieü là thv "a»..•!• in,'-, or one •'.-t am a reoult of investigation* 

to d*t«r«ino ita safely r_n,i »fleetivnaño-. for uní- has t-ecor¡<9 reeofíttized as 

«afe and eífí-ctiv«.   r-iit  •sinon hr-s .:<•. oti^r*?; *»:•  tiv-»n in auch investigation* 

been uned to » nwWri-*.»   exte, t,      ¿ dn>¿! which :*..•*£- b* regarded «3 oaf* and 

«ffective in othsr countr^e» arto w'.ásh BU\V havr¡ enjoyed exienoive us« in 

•uch countrias but which ha» not be:m rea-úetetl in  the Vaitod State* ia 

uHually regarded ao n. "neu druß" undar U.S.   law.       Indeed, «rising out ef 

the tiiae talten to obtain drug approval, it it* not. «ngoEjaon for new drag» 

not only from foreign aourc**, but also of lì.3,   origin» to be *Ark*t«d in 

other countries before bein¿ a«irkete¿ m vh« tJ,¿.a. 

In addition, olearonoe of a «ew drug ix.  favour of   an application 

from a particular applicant do»» not mm that thia particular drug i» 

cleared generally for »al*.      For exusspl«, a drug already approved and on 

ami« in the O.S.À. by Company  'A
11
 »wit go throng» the whole prooedur« again 

if it it to be sold % Company "B**.     lit respect of the Buba.i8oi.on e¿ data 

by Ooapa&y "B", data previously dub&Htcd by Conpmty nk* oaa only ha 

taken into account if Company "4" give« via purir^saio»* 

In o?d«r to hav* a r.i» djiüj; "a^ro'¿»d" » ti^jilieíitítífte have to **> 

filed with tht Food and Drug Adtunistration  (F.D.A.} in a ?r*t>crib*d for» 

and complète translation» of sny aftteriul. not written in ünsl i eh haw« to 

be appended to tho w'ri&in&l.      The application haa to be signed by the 

applicant or by an authorised attomoy, ;i¿«a*. or effioia?       If tn* 

applicant or representative doee noi rosile or have a place of buain*** 



within the United Stato«, the applicant must also furnish the nane and 

po«t office «ádrete of,  and must be com. te raided by an authorized 

attorney, agent or offici*!, residing C-J ¡r,air. tain i«« e piaoe of fauain««« 

within the United States.     The preacriWi fore viuri©» eo&evhat aocording 

*• t« whether the dru« ie fcr huaan uee, ? terinary uee or for medicated 

food« ne«, eut the ease fcaeic information i« required in all cases, that 

i»i etauranct ôf e&fety and effectives«„a for the purpose rscoEi&ended. 

îno ios» for drug« for huaan uea coapristsi- 

l) fable of contenta 

3} à eunaary 

J) an evaluation ©f safety and of feotiven««« 

4) Copie* of the label and all other labelling t© he used 

for the drug 

5) à stateoent as to whether «he drug ie to he Halted to uee 

under the professional ouperviíiio» of a practitioner 

licensed fcy low t© adniniater it. 

e) A full liât of the articles uaod a« oooponenta of the drug 

TÌ à full etataoent of the ^oapoeition of the drug 

S) A full deeoription of the nothode need in and the faoilitie« 

•até esßtrois used for, the Manufacture, proceeeinß and pa-trhlng 

of the dru«. 

9) Saaplee of the drug and «rtiolee used a« ooaponeati 

10) Itali report« of preoliniôel investigation thai have eeen nod« 

ft «how whether or not the drug io oaf o fot «MO «né effective 

in u«e. 

11) The in—and addresses of all invobtigetore 

12) Full report« of clinioal investigation« that have eeen Baio to 

«how whether or net the drug ie oaf« for uee and «ffeetive Mi 



Applicanti» are permitted (tra «ineuT-aged) +-o submit a more 

detailed suBB*ry and evaluation accordir-a to opeoified guidelinea in 

plaoe of the normal auBtaary md evaluation lain 3own.      Such "expanded 

«uamariei- are said to facilitate the evaluation of '„he «oplication. 

An applicatif may bo maewicti ut «my ti6.o curing ita examination, 

tei the "filin* date« la waited accordingly.      If it ia found that 

additional evidence xa GIMIWí? to «eur.- the aafety and effective*»» 

of the dru«, tk« application .*,y >,. wit.!-. <:,**..  ^tv.out prejud«. to a 

futur« filing, whiiot tha nectar* iaca    a „ot*.inod.      Upon reaabadaalo», 

tho time Imitation runa fr« the iato tí.-» r*s-ab«.la»ion i« received by tu* 

F.B.á.      A deciaion on the appAioatio« aiuut be &xvm within 190 day* *T*« 

the filino date, unleaa m additional poriod be agreed between ti» 

applicant and the F.D.A., or the application t» declared "in****«**". 

Both theee oontingenoiee coaaoaly ari»^ «** *o8t nw 4ani« ftf?lie»*i«»a 

take o©noid«*aely »ore tna» the atlpttUtad 160 daye attfarw provai ia 

give». 

Following approval ©f a new drug, any oh-i.    « te sanmfaotii*** 

oontrol at labailia« •»»* a* notified to tha F.S.*. •» * w*p*M*»*al Ma? 

dru« applieatia» mê a decieion retrain« tha a«oef%ane# «*•* %• *i*M 

within M© #»#•.      2* i« neeeaaasry *» aaiatal» r«M4a and reffet» 

oonoerning atparionea en «aita for whie« appro**! i« i* aff«a*t Mat *U 

advoree dru£ ta^erianeea «»at a© *epor*o4 te the F.i.a. i »*» MMt fM> 

authority to anapa»* any ».fi.*« previously #»•*•*• 

yKTir,Aflü»^ macs 

ftagttlationa avo in effeet exempting fro« tt» »tw Sn*f require»aa%a 

dru«e intended aolaly for inveati^ational «•••     I» •»•» **««* «*• 

dru« auat be laaallaA "Caution i Kew Bru* ~ United by Federal (*» »••.) 

Uw te i*f**ifatl«*L *•«, and a «Hotiee of olainad fcivaatiamtio»»! 



- 45 - 

exeaption tot ft »ew drus" (I.M.S.) auet U filed *ith the F.S.á, *y 

* •••pôMoar" who a« In tains eont*ûl over ai;  M^CU uf the inveetié-aUouel 

•tudy.     If the inveatigaticral atfu¿ i» importe«, th* import« sunt act 

a* th« «font of th« forviai eisest« má ppQ&eor th« eiUiioel 

i»v»itÌ5*tioc to uiur» oospliMo« »lin th« ocmUUont preeetibed.      2a 

aortain eeeee it i« poeeifcle for t. fo/vigc exporter to «*%cid th» tuie of 

•a «¿est ^ ohioping the drug direetly %o A ?#ao&ii£e¿ ma *#pw»#é 

acienUf ie iaetiUtUon »hioh «été a» th« â?c**3t*, 

The I.X.9* euet  it euoai ¿tit-tcjciö*««   tor» utià »«et 

iaolude i 

1) Ito •*»% avallati« é»e«*pti*« a**« ©f ite« ij«wg» 

1} Coeplete Hot of «dBp^tr^s of ti,« or-&.  ¿ntluáinti «*f 

KeoooeeHe alternatea fé» inìun* * «#apette«te, 

1) Oo»pi«U atateaeat of quantitativa ooapoeiUoo ©f 4**«, 

üwlyéiñf re aerei able variatica* that »*» be expaete« 

•••Ht wMi lsv estimation « 

4) Beearlptioa of iwno« and prajwirati o© ©f aiy oôeponanu. 

5) à «titeeowt of toe eathoáe, faci i i tía« sai oootrole Met 

•e* the aaftufactoria«;, proeee.ia« me anafeiA« of the ne« 

«M« M eet*eliah OA¿ aftlntei». appropri»*« •i^daree af 

**»«V. e>t»e»gt¡i# qa»lity on4 puritgr M neeée« ter 

«fü* eu *e> give tlfufleanoe to oiùUeel iirrutlptteH 

aaée «itt tk» «*»«. 

*) é êtateaeat OOTariA* *U tnf or»etioft available te «M 

•fOMOt lerlve4 AN» preilinieai iavoottgatlone ano «y 

«llaiMl •Inatea. 

7) Ooeiee of aU iafonatioMl eateriel, iftoleeMa« Ubel «M 

tahtUiif «tue», io to be eupplied to eeeh iave«ti«eter. 



„««'TSSBSSIWSS 

á) Ìli« «uicniíi'iú .ííU.V*..,; ¿a«* cxji^riuiee Go**4»*UL¡**ca .^proprirti« 

fcy  t.i^  «;¿cr...ur ta qu „.>*/  '•-.*<-•  iiiVw^tiji-^vrù ¿^   •ìV'-«'"'*^ 

a*|jfcri»s  vo iÄVifiiivi^i'tc tut;  w.. ^. 

it  ¿no n*tu*Hi ux.i é „um¿i:*jy o*    '<.'...• Wii-ving ¿a*¿ «**ì •.**•' u.aa o: 

«WW» it •;>£**&,; *.:« ^»ô^r-^i <¿¿'  t;,u  .¿v¿íU¿&4vr„ 

lw) âA oatljjia ¡."i  .htì pi»«..«...•-£. —".v*.-»¿i[>."»*«&u. 

uno «wrta wtw.'O %ß* í*«W ¿IUì *s f¿.;..<*t   ,..»*f-;**ovíC. „v*.t .*..'«*. vitn tii« 

puV«« of d«%<wfc¡iini»3 tha olw¿**-i ^.w«v-,^tv;a.¿y ai Wô ¿A*»» 

|1M«O *w© e©voa» %h* úiiti«! Wiul» a¿ «. iifcittc. tt»bU»r ©* potion t« far 

»foeiftt dUcaa« «arts*l « yeoptagri«*!» pur»0Mftt   fta**« %**•• ««» 

fui tool« cli»4«»i, triftU i* i&Uta «w dn^'* **ftty i» »MMN* Mi tto 

«fu«* do«*«« »oh^duiM «rt éttowi*»».. 

U) * •«*%«* •* Huit ta« «¡xr.»or w4U &oUf/ «MI f •*•*. if tte» 

AflV%f«VÍ£teWÍOt«  lt ¿i»€>0Otinti«d. 

It) i •*•%««••* «i. i Ita «je»«** «til wUty »»A 4«*»o*if**«» 

m m mm êm§ *|tiMftt«» *M a§pw*»*» »r if tM l»»—»mil« 

1» 4i»ooaUnu»4. 

9M •tiifiii it t»<iutr*¿ Vo atkiutaaut fWMpta MtUag ••*. 4«t*il» *f 

•MA tkipMttt *f an* to «*lfc l*t*«tic*u*« «Ü 1M It r*<tUir»d to MütM* 

UM prout»»» #f &• iBv»tU«*>U«w tl«*«#«»l»     H» *$«»•* i» r«<iuir»â 

M *#*i% Ww F.»*4, militi^ temtl«»«?« •# my îîmêimm «W^N 

•lüttifiCWit  JMMIOTto» MRtV*!jlii«*iiâfM>,  «id» «ff»Ci»  MM i,i»C«àUOtt» 

perUiiiiA« to mm #*f#ty »f **i* crwj, «a¿ If te» fl«4ia# i» »i«r»ia« U 

•feaU •• rupori»o i*»«lul«ly «•«. v.u ci*üio*i i»vv*ti^»ti«i iitoœtlMtê 

«util * 4»oi»ioB i« nuy «• to irte«^« li iê Mf» fo» m» tei«l ^ 
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oontlau«.     ïh# aponaor i« raqulr<j4  tv ri aworstinu* diùiveriaa of th« 

M* dru« «e any invaatitf&tor wt»u r«j.e,iW. ty f«ula to main tain or uak« 

avallabia hi§ racorda or mpvi-ta cf hii» tav«ai1t-.aiiont*, 

à«y dru« Intandad. for huxm u< • t:**t contains *tn  uitibiotio or 

iilduliA aad ©attain 0p©«afi«d f«nu&..ot,.ae f sr vnterinnry us«, way net 

•»tat latar-atato cù;ùm.rua or te i-..ïp«-.,--.*u te vîv* IM}, uaiaaa it  la fron 

• batoh «ni oh í,í*;í ü^IM  ? .».-¿wd -.«î tuiLu\.#<î  uv tan ¡-".j.A.      *!;,<; 

•wat firat pïovxd* lull detail« ef ta# w^ufacturinf, 

and pocaixití «j»mtiut.B an-1 con ¿roí. ,-xt.rcie#d at ail  atajaa of 

MRufaetur« and daapatoh oí ti» fj*iaji#4 diw£,     toy forain 

•Mat «cr«# %a panait an «Mfeoriart official to inajuct «ha 

faciliti«« oo»c«ijfà«<l with t;*c production of auoh drvaga. 

«ha F.D.*. ira «mtlafi«< m ta«»« point« «aon batoh of anti^iotia 

#» tMvÜft la t«at«d for ««rtifioaiioa on raquaat and on pmanc of * 

•«§» Éfvg »«ÄaracWrinß *.»Ubliafcaant la raquirod m «4 

and »u*t be i»8ß«ot#d % F.»,A, officiala at l«aat 

a»«iy ««a yeara.      The autr.nrj i.y to *ft«p#at muh «atAbllabaaate 

te all thin*;* vhlvh hav« a atariau on violation of tèa 

I*Y aitai raapaat to «ueh dru¿* ^«¡«ord*» „Tilaa, pupari, pro««aa( ««trola 

«ad fa«llili*i).      •%# only •*««&•; ton« w« fin«»«ia.l data, aal «a data, 

fVtsteg teta and rtsearch data. 

Bafttlatlona applicati« to *aA4ia>o turine «siabHshaaata in foraigh 

«*****£.«• ax* atill to ha proanilfatvA, but they ara paraitlad t© ragiater 

tutdar tha dcaeatio airaußemanti   ou conditio© that thay ooaply with «41 th« 
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r^ulrtaenta whiah ne.*« it- »a L.H. .j U,b,  JIíV. *i-•.«.    ;«*r».      Th«y wwt 

U.UB fct Gfriw to Lilians>,ion.       Li*.--    e;,U't tir.y iv,.,, forti^ •StftfeXitfcfttttt 

»hioh ar» not x«ti»V>f <-'. '""»»ut   ft« t-..m-4«ta t¿' ii»t- ?.D,A.  to dcttxmiii« 

«h«ther such Aragr> ur- au„a«MÍ¿].s. 

Ä« orítari* allied in o^if*fain*iifi vruóthur tit« netlHMt« und la M 

th« (Militi«« «HA con Uni* u***d i-u- U>. ^¿v^Velm**» pj*eo##§i»fi» fteliaf 

WP holdiuë ei * dra*; ccnfom  i:-  u--e IìMC:.,,,^  tw.id^ùs sr« •«% «ttt te 

4tM Good Manul'*c ¿urlng l»r*ctitte iN.13ulAfci-.m1,      ^noa# K«gtil*tlaiui co*« 

M tailatags * •%wij«-,afít, yuac-itm^lt s®mj?mm%M, »**t«r 

tarteh prodictiön íH-J©**»--» , production âwA control proMiMPM» 

«HliiitlH» f0iftg1»g <u* ;ut/*^,ic, iAb«r»toTy otatvola, 

^•••••••••iíiaiHi 



«CMOS My.) 

Produot r«gi«tr»tiOS i» te.« aos^cadfit *,y*tes¡  oí' cc-aU'oi of ^¡«»¿'«^Coutic** 

producta.      Gomtriaa vhioh hav« * cantra sj-aVüss úe.;Un¿ ¿«ìùy w'.vh MV áx\¿¿b 

t«nd to davulop thee* ©entrain and ajcter.d thedr ^pplioatiwi to 

ffftjMSfttian« aaaa free know dxu¿a, firstly ty oootrolllnj now ôoabia*tioM 

wr ««v ua.e of hwuft ém#a »a lator ail prodtteu, tnu# oovm¿ túw&rd * 

rafiatratiün or lioonaing of ail product*,     'f'tw a&aiâ prüieipi« i» tuai, 

•PMV pr««-paokod product coais«.rüi«aiy aold» whotaar fer Uie dootor, hoapitftit 

m mm lift ««»tar, atwt ba ?a#i«t«ra<l with y» AutHoritlM, «M aafora 

t^Ut«ti«i thara auat ba « auoraealor. of doawaantaUo» and aaapÀa«.     1% 

aajr «MM fra« th« aationai chM-aotariaUca, tot «horoa» l«e&l for» ma 

Map!«a pia? littia part la *fee n*.» era¿ ayataats, tfcay appaar to W 

if ort ant with ¡amy raclatraUoo AttWoviti««.     fM« ¿a «»paoiaXiy ao in 

l*tin Aaarioa and ¿aia, whara Ae*iB»aitt&ticv> f*aq,««x»tly ha« to W pr<.»p*xe4 

«i flaeall/ utaaçad papas.     MMU do«a«ttU« ana tha> ö«rur,«*i,e8 

«uWUtto« a/ eraeoaaa oour.triaa aunt «a v«pifi#4 by tào îorai^, Otti«« 4« 

«•wntxjr of ori^la, aftferiaUsaA &aá lafalimad li/ tita a^;*©;«!«*.« OMMUI. 

»a«aa to aa Uttla) valu« ¿a ti.i« 1«$%1 fera, Ma on« wui4 ax, .ot 

tl*t # ciarla #ariifi#*ia fro« vh* i.uth«rJ¡>;fra «fri aiaia of «à« 0*»-*»^ « 

appropriate Cáramo«-, t daparWant @f t~«a «porting oet£.u? w„i.M êiàfiioa. 

»anatrati« la Gradan t» ««t «ut u. data* In U* following pagaa 

*• «A «K*apla of tha ayataa found %fc¿eu¿tait ta« forala cowatna».     1% 

i» particularly daaifnad for u@ffti«ti«atoo eoHätria* wh*ra tatty', at a« 

aa an*U/aad â&4 « rigid ateta control aal up,     Ita di sad vantala ia 

that it a tray a iato th* aoonoaic ara«, fot asaapio» liai vine ti» r.v*r.bí.r 

of brand nasaa In Itamark, favouring mbnufaotur» ay Alatri«t phai»aoiaa 

la ooapariaon with induatry la ¡¿wadan, and a priaa oontrol in Korvi^. 



"TS"-* *u**n*s¿im*wim 
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*#vo*th*l«ii, it i« hô»e»tly and «#li operated.      í«t*il«d prootûuw 

for Venezuela i» aet oui; £*e ty>ie&i *f ^tia «aorio*.      Aithou^» tous« 

«f« amor vulftliont, v. Applicar.*.  --• •--•-s th-'- if •>• is *v";* tô 

prcv.a* docuk*;iAtion '.o &!>'..a&A »p«-rov¿l ir. Toaas^*:«.  ì.* will .-AVd 

•uffiaient iAfoxMilor. «ad doM^nt-U«; for appiio<.ti«a -^;A.
,
..>,-^ *-t.e 

1« Util. ¿wriMB.     ¿3»u* 7'» e«Kw:w «a'oro« p?o¿ua* ^.'-^"* 

and 4iU.ou# 61» procedura« vwey, **'* -.-asuirA ¿ubali» Aiub of c.t.t& fo¿ 

«il u; ar«itOAiiUoAl productA ieU-U»* :«ä í»»í*.      **iw Pí-í.«--.- »¡.«A 

Approved a*« «it«j**u «r. & r*¿;¿Afc*-: «u*^-.-uta ttf '-«o .^«.ä.**,..^. 

K*n«wil pofiad* -#**? fxofc <*• ** "¿&* >*«—•» «** "f*8* e<M**i¿¿u« üteAfiAit«"«« 

HoUahd fcí*¿ fjtr»wiy ••* Ap Ayê**»s «ha**vly kft«** ti-»* rois-Äti.«"» «£ *'**• 

ff-mt Nwk«ti Aftd s^ f« AAJfaoiiis&tiOA l#t.,-j« vh» a«A*»r c*w.wi*- 

BAA A«t ¿fA* U« Aeaiw«*«      fliA 3u-i<*ìl «¿A 5m»»* «y»*W*A ***« .*a^,* «ad 

ao RAí i&Aiat « ursAAeAAAAtgr 1««Aì fo»» *»* **** *"*«* A«AJfwV*i»¿; ÌJs '«*• 

tA<n*irftA*»*ft for AIìAìCAì trUi pr*«f —** tana t« f«v««r ««r**;» ««cri«4 

out, la «IA r«fUU«ir.« ewwtiy.     âwttri* i« » «K*A#U @f pAri.itn»lA# 

r»quir«o«r.ti in tòmi AAA lui Autait M«^!«« a«t oaly »f *&• pr»ó*At itti 

«f *ìIA AAUV* ingrAdiAfttd A»4 «MA aw«* «¡eipMfttt.     Ttmmmâë &i 

•aapl*. m flAtAd I» «*• *•****• Kí«i*t*7 ma «ptft ftpo» l*iiti&»ti*i 

i* i* é4ffieni* •* ••« *•** *•**»• »***• *** •» r«f«M»««i p*rtt*»l*tìr 

i« tà» AAAA wf know, «AMiklttAftt«. 

SA Saattwi ©««tri«» ifamê äf«§4its*tt«r* AAAWA» thftvc 1» * t*è*Mf 

^ i»»Ut M ft |T#ftt 4AAì ©f p-ftotAd »t««!** mê adti-ltatfttl f«*» 

AM ttwfìtt at »«Il «ft ftll«»«d **• tm MM«!** fidila«*.     S» ***• •••• 

of Tftiw*ft, l«^« AuiWri ©f «o#it-^# (24 f« o»«b j»©^t) «• r^tt^ti, 

«Ad «hi« Mit «ro*t« difficulty of iwffüi«  ^d «*mùii»A ia * dovtóo^iiii 

or>«tty.     à »««If ®f **• proaodur«it ìA I^»# of to« «tó* &«op»*ft •»* 

d#v«iopte« A«UUo «ad AXrioi* oouttti«* show. * nood «e »tudy «ftt 

fUMUott mm flêMiy «âto ft *i«w *e ti»ilifyia« tfe« prootiwft»» 



VA 

•böUß&ifm u»n«»«tii~?y p*¡>#r work, »4 yol ttfwUinS « cl.ôaor 

•up«rviiion.      Wh«r« •aphistis«kt»d ir^iii ig 6<3* pc«tibl« 'tMMg« 

«!• «••*•*••• **« not «r*il*bl*f ;hw» vfcouM >• * *««uir*»«iu far 

tot tot tepori Inf »*t#rjAi «cd - «¿au«* &**###»**,%, <•»£ it. 
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Tho a*o»f*oWr«, i«pe*t*ti<m » loooiling, <Uetributici, oootrol a*« 

taapaeUan of aodlolAoo ui iwodoß it §wmm % th« ûoaroe No. 701 of 

tli» Utfc Deooaoor, 1^62 ma isy r«£ulkti.w»i5 iasuod w»A*t tho »nttiaritjr 

of tliii huit.     Ri* Û»e*eo mimn #fi»ot*v* en th« \et Jmm.r¿ t 1944 a»4 

tapis«*« the ertfinfci À«* (»»». .'«> if the 14ih Versato, IW}) «4 

SfSSlSBStiSKa SOSO *»d*r  **** *•*•      * 

* affini tf "•**"•» %u%áM ih* &*crf« i» ohlofij und*r th* ffstlonol Boats 

•r Health («hieb is màmK «t» »iaisttjr Cor Sodisi Affp.rs).      Osrtsia 

fwstione *f* ttader th* towtrtu of il« tsst* W**rr*c4utiüa] Uborotoïy 

(•»***«)• •**** •»»• *•** *» s«jsss*i«f *%•!• s«**f»isi*, «it» •*» 

Mal» fcaA*aJi|É*£|sâ IgasmMsy M* ta* Istioasl Iastitst« of Psalis 

Hal«.     «» §•#•*• i» UTU»; i»W fo^ a*i» livisisas, asflStf • 

flfcasUetr? M*A*i*a 

l%Mo»ûother»p*uUo ïiTlaica 

laopsotor» PiTieioa 

t* ssaaf aetore ptoasoouUosi prsduote it «ranted by 

«M WêêSÊ sf ÊÈ*m «M •salai laMafS.     fa* ssasfastarlas; lissas* aay 

*• tasas* lit • «Hat» assis* o* aatil further sotto*, sas as? ••*•*• *• 

«M «r as** saaalflert prodaote M ta pharaaosutiosl produote ta fsascsA. 

nasfaetava f piatfaBsssSisal producto ai pesais** sto*» tfasa • 

jlmrw *•* *• s****** ont usder a MM«« approved ir «*• •*»••»* 

lassa et asaithi   la iscfS» fastosità, diffsrsat a*ttsfs*s a»? »a approre* 

fS* MM ISffiSlS SSfa******».       A P«tt0n SS? ** SfpOTSS M » MBâfW «Oj 

if t la rsspett to Ito» a»turo and *xteat of production, ho pesssssss the 

ro^uioito th—retl«*l tao»l*dfo and adequate prsatiesl ojperioace ina is 

ssasli**** ta atas? vsspssts to bo suit oblo.     Tho asaafsx la rsspoasisls 







,"  rT mmmm «# the t>attt i» tht «ictoflcl» M r.ir.t that M« ^"*/¡f"   te th. prop« 
¡copy of this 2T2JT£ft£j St *••* PO»iiW* lMibility •«•!•**•# vm tuo«!» *•• ^ 
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for the technical quality of the Eûr.ufacture and «ûao for the 

ooaplianoe with ta« pharmaceutical regulations. 

authorisation to »anuí aerare ;v.';r;;r.c *utical products say be 

revoked in whole or in i,*-:t by the Stticaul Board of Health if the 

*aaufeotux«,r fells to etiply wi.h ih,» ¡)l.~Jiu.ecutios.l re^olí-tioce j 

O? if the manager is absent or fail¿ to e^troico proper âuporvi^ic. 

«was th« manufacture;   or ia cioarl.- incapable of exe?oi¿ing ¡»sopor 

eupervisivn;   or if ia the courbe o.' aa»\w'aot-ara a ccrious sist&ko, 

or repeated aiatakeo are sacio j    02 if «.* sanufactur« ia otherwise 

earried oat aider conditions which ?re clearly unsatisfactory.     3efor* 

the authorisation is revoked, the »*tiu;¿l Board of Health suit« táleos 

àuro aro special reasons to th# contra:?, give the nanufeoturer em 

opportunity to provide as explanation and take cay oorreotive Mesurée 

wMoh light be neoessary. 

Pharaeoeutloal products may only be imported into Swede» byi 

1) a person who is authorised to manufacture or oarry on 

trade ia pharaaoeutioal produite. 

2) certain research institutos for use ia reseereh. 

%)   * person who has penai i s ion to tftpwrt « pharaaoeutioal 

product or products inxo tha country. 

4}   travellers who any br_ng into the eomtry a produet 

for their own personal use. 

Certain bacteriological preparations cay be iaported into ¿veden 

only by th« Principal of the National 2acteriolo£ioal La-ora„ory. 

«holesale trade in pharmaceutical products say be oarrio¿ on o&ly 

Igr the poro« who lawfully has manufactured the produots in Swedes, by 

the Minger of a pharmeoy, or by a licansed wholesaler.     A lio enee to 

wholesale pharmaceutical produots is granted in a similar way to 
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aanufaoturiag licence aad similar conditions apply to the approdi 

aid oonduct of the approved meager. 

Apart froc exceptions relays t* *üo supply by wholesales to 

certain establishments, sad the supply oí bacteriologioai preparati«« 

to doctor» and veterinarians, retal trade in p.-Araaoeuticol products 

«ay only be carried on by the aajai^or of * ph^rsacy. 

Clinical trials with wueegioverea ^&macgu*.ioal preparÄtioas »ay 

only be undertaken after a notification ia the proscribed fora ha* been 

lodged by the physioian with the 3.F.L. 

The responsibility for the axperiaental labsrv-ory testing ©f a 

a«* phsraaosutioal preparation lies with the aaaufactu*«?.     «w» the 

manufacturer eoasidere that suif'oient evidence exists to justify oUai©al 

trial», he nut oeste to an agreeaor.t       .Us au^cct with a cliiiioiaa, who 

then becomes rssponaibl© for such trial© (poasibly together rith aaoth©* 

physician in a responsible position).     The physician rast thea make tte 

notification to ta© S.P.L. at least two weeks bafor© the trials art bagna. 

Trials are oiassified as 2ype A or Type B aeoordlag to their 

oharaotor.     Typ« A trials axe limited trials t© d©tsraias the aUaital 

pharmacology, eto. aad ths iaitial therapeutic effacta of the drag. 

Typ© 1 trials iavolve extensive investigations Sat© ths tbsrsp©ati© v»l»© 

of the drug. 

The aotif ieatioa vast be aeooapaaied (i«p©©p©ot of ths typ© ©Í tsia* 

propossd) by a ¿©tailed report on the pharaaoologioal and toxicologi©©! 

investigations carried out, iacludiag MâE a*¿& «e"*i»«rt*l data oa ^© 

uptake, aetabolisa and exoretioa of the drug ia aaiaals.     Ths cheoioal 

struoture of ths preparation, if ¡mows, must be given.     *»• ?»»***«• °* 

the trials, ooaposition of the patient asteria! and the approximat© number 

of patients, together with the principles underlying the proposed procedure 

oust also bs given in full detail. 
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In the out of Type B trivia, any reoent rosuita of iaportanoe 

(t*g. data fresi supplementary toxicity teats) aust alst be given. 

A« * rulfl}  clinical trial; z-y c^l;- take place in h¿»pits,ls or 

institutions with stallar resources.      The physician responsible for 

the trials auat koep a record book "or the patinata involve¿ ia the 

trial;   he must report ieiediateiy both to th* S.P.L. &nd to tao 

sanofaetuxer or his afosi., all serious ¿uco-efffecia which appear darinj 

ths trials i   he auat also, in ooUaburavion with the man-, facturar or his 

agent, report to the 3.P.L. .-uy aajor changes in the plana for the trial. 

In addition to the above procedure,  -ue national Board of Healthf 

m spatial application being cada, say authorise the aale of r*eo- 

regietered specialities for tasting fey clinicians or for the tree.toent 

ef eertaia individuals.     The application auat be aoooapanisd by the 

data as asedad for cliaioal trials as deaoribed above and the control of 

ths sals is generally similar aa to clinioal trials. 

Hth the exoeption of epseialitiea thloh are manufactured in a 

Swedish phamiAcy which coaply with standards for «uoh preparationa ia the 

ourrent edition of the Nordic Phtxaaoojoeia, ana also specialities with 

speoial authorisations for sale aa deaoribea in ths preceding paragraph, 

all pharaaceutleal specialities oust a« registered before they oay be 

An application for the registration of a speciality is lodgad with 

the Sational Board of Health with the data a« deaoribed below.     The 

data is first studied by the ò.P.l. - the Cheaioai ¡Division of the S.P.L. 

oonaiders ths oheaical and phax.-aacsutiaal data, ths Biological Division 

considtrs the aniaal experimental data, and the Pharsaootherapeutio 

division oonaiders the clinical data.     The S.P.L. often collaborates 

with outside agenoies during the study of the application, e.g. the 

Stats Bacteriological Laboratory, the national Institute of Publio Health 
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•ad outiide specialist consultants.     Euriag their «x&oia&tion the 

S.P.I, «ill often contact the a*nufe.otur«r «ad ut for auppioaentary 

diti or siaüMt further clinical testing. 

Üh« th« application has been inv«*ti*&teâ by th« S.P.L. f the. 

application «ad th« report of the S.P.L. are considered by en 

independent (tomai ttee, th« aesbers df which have been Appointed by the 

Oov «rasent,     lit «eotinfl* ere attended (in an advisory oe.pa.oity only) 

by the 3.P.L. uw the loexd of Health dtparvoienUl head» vàio we dealt 

with th« application.     The Goa&ittec will recoooend «hether or no« to 

approve registration or it may postpone its deeiaion pending farther 

otttdiea or the subsission of further ¿*t4. 

fat final decision on Approva or rejeotica it ta&sn by <&« 

Rational Board of Health.     Aa approved speciality if entered in the 

re,;i«try of phaxsaoeutioal specialities and ia given a registration 

nuuber.     The registration is valid indefinitely (subject to th« payment 

of annual fece) uni««« it is surrendered by th« manufacturer or struck 

off by order of th« loará. 

If an application is refused, th« reason for refusai wist be 

stated. 

The following aast b« supplied nhen sa application is aad« fot 

the ragiatrfttics of s phscaaoeutieel apeoiAiityj- 

**    im wA K4rw tf >'-2A%m\ 
Applications aust be aad« by the aaauftotur« of the speciality, 

Ihsf« the drug is oanufaoturad outride ¿weden, the taau'f&otuier »\ia% 

have am agent reeident in Sweden to represent the aanufaotuxcr in all 

•attera oono«rnlng th« »peciali ^f.    Th« tgant, should hold a power of 

attorney authorising hia as rejiresentative, and his nan« and address 

should be stated in the application. 
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2.       El« Fante of tha anaolalifrr 

Tha nasa of tha apaoiality oonaiata of ti» trad« os $anerio nasa 

andar whieh it will ba d«ai*T.atau, tha pâitraaoautical fera and, where 

applioable, the atr«ngth. 

2fe« ata» ôf th« ep«eiality tuot not be sialeadin« or deeded to 

b« aiatakan for another préparation.     Spaoialitiea not oontair.iag 

•IMI« aotivo aubatanoea any not b* givoa the a&ao naaef   different 

or etrength« of the »m» activa ing*-M¿i«nts tust bear tha aaa« niât 

and« by the eaae aanafaetu^or.     He?w«r, apeoi&litiea intended 

eolely for v«t«rinery uee suât be distinguished from epaeialitie« for 

SM la tasan sedicine aithar by th« uae of entirely difforent naaea or by 

«M iacluaion of, for exaapl«, the word "vct" in th« aaae. 

à apaoiality'a pharatoautioai ioni should, vher« poeaible, follow 

the noscnoUtura of tha Sarai« ?haroaoopo*ia or other ne&aaelatttre 

eyaroved by th« Sordi« Pharaaoopoeia Gaamiatdon. 

la tha application il ehould »a stated if-tha trada nana la a 

3.       OaBPOtition. Ph&raaeeutiaal ?ùT* and Staafflly 

ill oonatituaate of th« «peeiality suât ba dagoribad fully.     If 

tha oonatituant ia daaoribad in tha Mordió Pharmacopoeia or e&eta«? 

Pharaaoopoeia er well-known oollaotion of »onographe, thia ia neraelly ail 

that nead ba atetad.     A oonatituant whioh ia not unequirooally daaoribad 

a« a pharsaoopoeiel nrodaet or m« like, should V« daaoribad by gifts« 

dataila of th« enelytioa.. oontrol employed by tha oanufeoturer aat out in 

tha aaaa way aa a phaxnaoopoeial monograph. 

la tha oaaa of s now therapeutically activa «osatituant, th« oono- 

graph sait ba aoeoapaniad by tha fulloat ¿at* poaeibl« on tha structural 

fomula, soleeular weifbt asd appearance, together with physical data 
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•¿oh as solubility, meltina or loiltaz poiat, sp«otrophotûootrio 

properties (together with oopiea of atôaaaxd speotra) «ad optical 

rotation.     A description should W si ve- of t:w wthode af aynthesis, 

msnuXaoture and soi*atifio proci of -ho cottfocitlca. 

The preparation of tho finished 6¿eoiali*y mei be described 

and details of tha speeifioetion ând aRûlysioal controle whioh a*e 

«geroised »Mit be givoa.     la the casa ci a speciality whioh io 

aenufactur«d eeeftieally òr i§ sterilisce, infoxa&tioa should 'M firn 

m tho prooedurea adopted to ensure freocoa froa alorobiologica 

oootaaination.     Far delayed relego fempâtions, full details m»% 

*e fire of h©w «**• it achieved «ad the reasons for the ehoiee of 

certain particle sises or erystalii&e foras. 

the application »ist eenUin iot*i*.c *f th§ faokagâ&i oatosiaAs 

and •ridano« prostate* for their suisaaility of usa» f** «^» 

détails of the tuality of gl«»» ia ©oat&iaers and the aotioa ©f aofioôl 

peoks desoribed.     ïhe ooapesitioa of ao£-staad«àlse4 aoAeriaìs omo* 

M plasties should h« doelared if thoy ooae into eoataet with the 

pharaaoeutieel p*e#e*»tion in suoh * «y that tha latta* eouM be 

effected. 

The applioant suet »tat« what the eatia&ted life of ta« 

•paoiaUty i» waem atorad œder the reooeaenàed stote^e conditions. 

If tho life io estimated to he awe than five yaara, the pseeise lift 

need not he stated. 

details of the stability toot» easried out should he presentad« 

These should deaoaotrete physioal and oh**i©*l decomposition.     As a 

rule, rep^s axe expeo' ¿d on sgvar,l swuf&otwiaf batohes, which ase 

examined çuantitively at the tiao of mawiacturs and at auiUbla times 

during the storace period.   Previous «x?*riano* on similar preparations, 

tofether with the reaults of accelerated experis&nts, provisionally osa 
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b» aooepted as a basis for registration  ^¡.though further data should 

bt ¡»resented aft-?r registration until testing, aa ¿tsoribad above, has 

basa oarrioâ oat for five yaara), 

4»       ffharc^ojio^ical, To:clcolo.qicai c^4 .Clinical Data 

Full detalle must be given of the pharaaoologioal, toxi colorió ai 

and therapeutic properties of the speoidûity, together with the 

indications, contra-indioa»ion&, si'le o:'J*ect3 and dosage* 

The documentation should be presented li; the for* of artiolea or 

oanusoripts for artiolea in well k¿«wn ajl^tifio ¿ouraai», es aa propsrly 

written reports froa apeeified institutions or olinios.     Undoouaented 

statements sud testimoniale or unprcoaased data are not normally 

aooeptable.     The documentation should be available in Swedish, Saniah, 

Horwegian, Snglieh, German or ¿renoh.     If applications are made ft« 

several specialities with the sona aotivo agent, referenda may lie aade to 

oat of the applications with regard to thia docuaentation. 

Sata and documentation re^uiraaanta vary with the oharaoter and 

properties of the drug but the following desoribes the general re^uireaents 

la respect of ft new drugi- 

a) BiiBafto^Q^oft^, pro.pfrfei 

Sata is required on the general pharmacological effeot of ta* drug 

on ¿iftarent orgaale ayateas (e.g. oirouiatory, respiratory, nervous 

systeas, etc.) and on individual orgaaa{   detailed information ia required 

oa the pharmacological effects which are correlated to the ollnioal uaea 

of the speciality. 

Documentation should be supplied oa the absorption» distribution, 

aetabclisû and excretion of the drus unless there are speoial reason» why 

data oa f>ae or more of these properties is not available.     As far ¿x 

possible, full data on at least one aniasi ipeoiea should be presented and 

the work oorreletad with the action in humans. 
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la tho oui of veterinary .ìJTOSJ, ímrta ¿igatioat late tht abova 

aotabollo pro«««*«* «nd aloo tht tusa* rttiduti whioh &i¿ht bo 

oapootod to bo found ir. olaufhtorod ari-ilo o&d in food« «such M 

milk «Ad «55« ohould b* Atoeribtd, 

Tat ttuditt «ro •Kptctnd to 1»« rolftttd to tho propooad uto of 

tao druf tad follow tho foaotal seeoaaiimd&tioa« fíivoa in the stildoliaof 

iosuod by **• Biolofioàl D«parta«nt of t;-.a Swtdlah Stato .Jhax~a33utiaal 

Laboratory and alto tht rooo&oonoatloao publlohod by tho Suro;«an 

Toxioolofioal Sooitty. 

SoU on ooutt toxicity to*to should ¿«ntfolly bo ¿ivo» for at 

loatt tve taima opeóles and tho 13^ {«*d preferably Alto the i3$ ead 

L».,) ealeulaUd fa» different sotr.ode o; application.     Sao e&Ua*s 

uttd ohould be dttorlbtd (by age, tos, *r*i£it, «od, ditt us«d, *to.) 

and at a rult rotultt should bo «ivaa a£-.*s an observation period of 

H hours and, if» soot cases, aftor 7 days or aort, 

lata oa prolongad toxi oit;- ttsts mm% bt «upplied for all aew 

druft.     Tht toott ohould bo earrieé out oa at l«*et two «ptoitt, aso 

of «Moa thould aot bt a rodent.     Tht ojuf should bo givta by tao taut 

»out« of adaiaittretiloa at will bt usta ¿y huacaa.     à eeatrol jvoup tad 

at loMt two dotait groupo thould bo ue«d;   tht hi#ioat doee level thould 

bo suffioient to iaduo« oao of covoral toxio offooto and tht loweet lovai 

ohould aero or loot ocrrtjpoad to tht hieltet ellaieal do«« in hu*e*s 

(la tho sat oa iatataodiato doto Itvol thould usually alao bo ohoooa}. 

Tht duration of tho toot and tho amber of aaiaale ohoooa should 

dtptad upu tho eHnioa* ue&ge of the dru*,     for drujo intended to bo 

adainitttrtd eliaioally at a single do««, tfe* proleaged toxicity toot 

ohould bo of two to four weeks duration and for drus« intended for 

proloagod administration thrtt aoatht totting would ¿antral 1/ bo ooatidered 
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ehoson ta relation to the tut «r.pücyta -¿d eh« ue*¿* caviali for &• 

dru«, «ad would usually include iroishi-í¡a¿r. ¿hooka, «.p;>taxaao«» «.à 

bohoviour, raortobility, h*«*iitoiug/, uri«« oìoehomiatr;'', renal mi, 

livor fuño ti on studios, autopsy oboorvfctioas, 6r¿aa veleta and a«it*.iiöu 

hiatopathologioal oxaaiaotioa. 

Roaulte of toots for toratogonio oífo-sta BUS* bo praaor.tcd fes; 

aoat aow drugs.     Thaaa taata ohould aoxaoHy bo oarriod «ut in at laaat 

two aniaal tpeeiss and with ¿t la&st two doaago lovola.     Vaoro 

applioabla, information en do*d footuso« ;.nd on fdotal absorption ahould 

olao oo auppliad. 

for oortain drags the offoots of damai applioation should ba 

aooartainod and, for exaapla, data on absorption and on saasitìvity 

rotations aay bo required. 

Only in oxeoptional casa* would ü.roroatxon bo d—andoA oft autagaoio 

of foots, ooroiaogenioity or offoota on fortuity. 

* àììSàMESVììàSL ran Trial 

for aow proparatioao, woll-proaoatod, sys'ioaatie invastifiotioaa 

iato tharapautio offsets and a*a* of foe to auat ba provided,     «¿thougn in 

soa« oasos * study involving only a g&iU rmbor of potioa*.* may bo 

ooooptoblo, «a o rulo «xtoaaivo clinica: tasting o&rriod out at aifforant 

oliaioal ooatroa ovor a tuffioioutly long poriod ia roquirad (ujually 

involving ovar oao hundreu psttioatoi,     Studioa invclviivg difforoat 

dotogo lovolo and using eeatrol fsoups» and in oortaia OMOO involving 

doubla blind taohniquaa, aro normally noooosory*     tho trials should bo 

suffioiant.ly axtanaive with regard to nuobar of patiaats and tiaa of 

uaogo oo M to indioata tho posaibla aido offoota and thoir fraquonoy. 
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2%taile ¡Bust bé s'»axo.i Oìì hcfc r*U-.    r;"«*cü uc.c  ¿heir ;"ic^u:r.cy 

hav« bean ir.vos tictac.     Lnlcr^ivr:' twsif  2K'ri*4 out i'or .)* purpoa.» c£ 

indicAtine *'*•** afjf«ctr> ahoald i a Ji*rr¿b«c..   (for ax«£¡pl«, ^¿natcílogicíd 

invi*tig&tlona, livar -ic «icr.cy ¿oi4c« cr. ieytfi). 

In th» c»a« of v«t«r-,n¿r,v ¿re<.arc.it*».5, clinic testing snould ba 

oor,c*rr.#d chiafly wit'.- tha «>-ci*- ¿* c¿.i¿*.t.a /or which t,»a prapaxauioa it 

mainly iataadad.     For othar sp«o*a¿ »r.er*. tñ« indications «e» si&iLax but 

in trfcieh tho prapa*atioa i* axpactád to be of iosaar iapoztaaea, aaiûUr 

:,Oí.1« studies may be &oaaptad. 

Iba indication« »ad áoaaf« w»i«h *h* anauf*o»«eai? anta&da to 

raeoaaattd nut ba ata ltd, tdg«w*«r with .1.« ©oatra-iadieationef aid« affaat« 

and tyaptoo* and traaxoant ©f août» ©rardoaag«.     fhi» iafoaaati©* met a* 

<nciudad in information li^.axaVart and a4v*r*i«ia« ooaoaninf tha 

ipeoiality and »coordinila a seta m fco» tfeia wiU aa pra««ntad mat te 

¿iven, and if poaaibla aaaplaa of ta* p-ûùnad adrartiai&g p*a»a*%aá. 

la tha su« of oonbnation prapasationa, in addition to «upplyiftg 

infotmUen 011 tha individual aeiiv« ütóti, %hê applicant »nould, at * 

irula, psaaant dataili af iavastifitiona to iUutteftt« tfea ?h*r»acolofioal 

and toxicologic*! ¿ropwtiea of the oo.sbin%tisa in ^uaatioa.     ìa#m**è «f 

altaieal iavaatifation« fchôald ba pracaataá to *up?ort tha ooataatioa 

that tha ooaaination it thasapautiea*:^ daaisabl* and do«« aot cant« Any 

«paêiol aite off atta.    In a coabinatioa >r*paration, tal ooaatitouftta wtM% 

00 ohoa« fas valid ?•**©&•.     If «lasaaa axa aada for * tiwrapau.io affaot 

which la ir» .-litio» tô tha total afiaat expected fteoa a a©a»ia*tiOft of 

knew dru§a, eliaioU doa«a#r.tatioa anat oa of tna saa* sÄa*aa*as aââ 

extant at for a now <Jru¿. 

5.       gMfcWl jftj ffiÇfi t1*t 

Tha diff#*aat alia« «ad tjrpa« of pack eawt &• «tatad, togatner witfc 

ti..: prie«« to ba ehargad to i>n**ft*aia3. 



Two «aspi» packs of the speciali,,;:' (usually „ha aaalioat sisa of 

paok) Bust be subcátted.     Tnare th* speciality has activo njcuta which 

ere new drug», saapioa oí raoh active iiisr&die.its should be autaitted, 

together with samples of standard re-erer.ce aaterial* (with details of 

potenoy) if needed during the e-at-a-laatiwn or the speciality. 

Saaplea of the proposed Swedish Ubaliing out be suwiited with 

the appiioatien, possibly in the fora of proofs or manuscripts.     ?he 

labelling should be in Swedish or Latin (although any directions for use 

or warnings should be in Swedish).     ^ay special storage oondision« oust 

no stated on the lassi, tc . ther with aa e*?iry date (where the product 

It stable for less than three years;,     ¿3 a general rula, the dosage of 

the drug should.not be stated on the label, although direotions for use 

(o.g. diluting bai oso use, sw&Uc;.ir.g a tablet whole) should be iaoluded. 

tnt taten number of the drug should be inoluded on all Usais, 

Bie prescribed application fee must be sent at tao tina of lodging 

in application. 

If the speoiality has »eon registwsed, or applications eubsiUed, 

te »aunark, «Inland or Konray, detail» should '* supplied. 

à »harnaoeutioel speoiality say not be granted registration mints 

It U suitable foe the purpose for which it is designed snot* 

l) 4* it of a perfectly satiafaotory qaaliïy and, when put to noraal 

use, it tent not produoe injurious «ffoots which aro at variano e «ita the 

wS"èMe^PwPw     4HPS ^^VnVciWt 

t) it Is labelled with a ooopUt* declaration of its ooapositioa 

and the proportion of ingredients unless the National Board of Health 

nan dirooted otherwise. 
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3) the aaiae of the speciality is not cioleaàing in ralation 

to its composition, its effects or gâterai properties, aor i« the nan« 

dttiened to be slttekta for «aoihâr pfca»aao*utic§i produot. 

4) th« prie« of the speoiality le reasonable. 

Segistratioa may be cancelled if the cirouaetances on «nich 

registration wa» based no longer prevail.     Cenoellatio» «ay aleo take 

plao« if any conditions laid dot» regarding the tupply of the speciality 

axe disregarded or if it beooaoa the «ubjoot of advertiaia« diioh 

oontaina untrue, greatly exaggerated cr ndsleading infexaation about 

the effeot ox propertiee of the speciality. 

ïh« «ontrol of registered speoialities ia eaxxied «at ^ * «?»*•» 

baeed upon xaadoa «hooking.     Samples of th« speciality ax« ©bt&iaeá 

(ueuaUy fxo» a pharaaoy) and sub3#cte4 by th« S.?.i. to a full «MftiJiati©» 

this iaoludee «b«üio«l analyal« and oheoüag the labtllia« and advertieiAg. 

Generally speaking, the saie criteri* of ass««se«nt axe &ppii«4 ia th« 

post x«gi«txatio» oontrol as in the original * exasiaatio». 

If any change in the opposition or labelling of the speciality ia 

propoeed, this au«t be referared to the Kation*! Board of Saaitìi fox 

coneideration, similarly fundamental ohanges to th« pack« au»t xeeeiv« 

pxie* approval by tha Board.     TAiaa a change of sore than 1C^ in tao 

$u»tity of the aotive agent oontent, or a change 1» phaxa*o«utieai tarn* 

is pxopoood, noxsially a new registration application is necessary. 

Any new oliaioal finding« of iaportanoe affeoting a registered 

speciality oust be reported to the Kational Board of Health ana to the 

S.P.L.i    this applies eapeoially to side effects and eoatra-ir.4ieatioa*, 

and if these »ay materially affect the Uáo of a speciality, clinician« 

Bust be notified simultaneously to tho notification te ta« Authoriti««. 

So now indication may be claimed without the priox ooaeeot of the 

Batiooal Board of Health. 
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COKTROl OP TRA3E OF ¥?JätVAC'.'m~,7.vr *?.02ffQ?S pf VÌ^EX^A 

The Miniftry of Health and Social Welfare (wir.isìorio de S&nid&d 

y Aalstenoi» Social) it the body responsible for the oontrol of the 

practice oí pharmacy in Venezuela, and b&3 powers to license 

phar»aceutical prodaete fox sale and supply« 

Pharnutoeutioal preparations are diviata into four oleases for 

t¡» purposes of iuoh control t 

(1) Cheaioel produota which as« sold under their aoiertifio 

asjMsi 

(2) Pharaaoopoeial produot» «her« the preparation is »oli 

under the pharaacopoeial naaei 

(3) Bioloeioal productaj 

U) FhsxBsoeutiOftl apeeiaUties.     These preparations oust 

oonfora to the following conditions. 

(») Their formulae avxot not appear in any pharmacopoeia. 

(b) Their fonaulse oaonot be ohango«, 

(•) They must have sooe dofinit« pharnaoologieal 

•esita du« to their fora, node of a o tie«, novelty 

or «opposition« 

(A) Their nasee aust be acceptable and othieal in 

aooordance with seiemtif ie principles and oust aot 

suggest exaggerated ol&i&s or denote th«lr 

therapeutio indications, 

(e) Their labelling oust «haw   the naa« ana the quantity 

of each of the active agesta present in eaoh doeafe 

unit. 

the sale and supply of national and forai«« pharoaoeutioal 

•pooialitie« is prohibited unleaa authorised by 11M lüaistry of Health 
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and Sooial Welfare.     (This etipvCatic;-. id also applicable to certain 

other producta including injeotablo producta, cedioinal wines, hair 

dyes, depilatories and preparations for the purification of water.) 

To obtain authorization for tha sale and supply of a pharma- 

ceutical produot, the following procedure should be fulfilled* 

¿a application uuat be ¡nade by & ;h*»r,»aoiet vrith & Y«*eauolca 

Diploma, on national e tamped papar;   explications sust bt nada 

separately for aach pharmaceutic»*! fora «ad for each ooaoentration or 

straagth of th« product.      (It ia only ¿«oessary to notify th« '-aaistry 

of tat varying proposed peak siseo.)    ¿n authentic power of attorney 

(la Spaniah) oust be presented to tha JÄaistry by tha spoaaoring 

pheraeoiat, sad ia tha casa of a foreign produot this doouaant auat bava 

basa legalised by tha Van« lualan Consul ia tha foreign oountry. 

for foreign producta it ia also neoaaaary to aend a certificata 

of approval sad free sal« in th« country of origin aade out by the 

ocapetent Health Authority, and legalised by the Yaacsuelan Consul, 

Th« application auat too aoooapanied by a suaaary atateaent 

giving the quantitative and qualitative formula, th« expiry ¿atea of 

biclogioal produot», sad copies of tha labelling sad package leaflet 

«Mah will be used for th« product.     ia addition, detalla of th« 

active ingredients of the preparation sust be given specifying why 

the preparation asy be regarded, as a pharmaceutic«! speciality, and 

giving aa aooount of its biological or pharmacologic«! advfÄtagea. 

In addition to the above, in the cas« of products whiea contain 

a«w unofficial drugs, or whoa« ooopoaition, therapeutic us«» iadieations 

or tolerance are not generally known, the appliosat auat provide the 

following inforaationi 

(l) 0«neric nana, ehaaleal as&a and struotural foravia* 
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(2) Physical ana chemical properties. 

(3) Details cf the axperi^t«! wa-k (?haratoolosia&i and 

toxicoiosicôl) which nas be« carril OUï ouria¿ «h« 

development of the drug.      ;:r th« drag U of forain 

origin, a considerable part of this werk cus-a have böte 

carried out in th» cour,'.:r¿ of origin.) 

Ï«fat©g6aie studi«» mu&fc hava U«a carried out in at 

l«act thr«« speoias of aniraal i^e of whioh Bust r.ot be 

6 rodent), and oust have been ourried out"during tti« whol« 

of til« ««station period, uair.g graduated doces.     The 

nuabers of anis&la iavcivad ir. auoà studia« aust s« 

deolared ana th« Matar aust have beo» sufficiently large 

t© Justify th« eorrc¿pw«^¿ -w.iatical ev&lu&tioa, 

(4) staile of th« clinical trials AììOìì have bôan o&rried 

«tttf   paper« submitted should have ««Hit published and 

irti«« they a?« ¿a a for«i«p Icagua*«-, they ami b« 

accoapanied by a SpaaUh translation. 

Äa»ple« ef the product isuet be subsisted to tha ¡ani» try £m 

•aalysi«!   th« label« «ad fasksg« leaflet« east ]m fe««m «i^ned and 

i*t«é »jr th« «p«iSö?in« phartaeiat mi sast b*ax the naae and addr«*« 

•I th« aaaufaoturer.     2a« »aspi« p^v«, «ttfc th« «xnapti«* of that« 

Alali at« hermetically ««altó, aust be providad with a "band" or "ml* 

•W«» «nsux« their inviolability,     la th« oaa« of aapcule« tu« MH of 

tki product «mat be printed on tn« aipoul« iadaliblyf   if çfcia i§ not 

tea«, an undertaking that tfci« »ill be do*« wh«a registrati©» ha« baa* 

«oapl«Ud, »4U tuffi««.      (Ampoules paek«d individually in outer 

contain«« ara «xeapt fro« thi« requirement. ) 
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ìTaere it is intenditi that a produot shall be aanufaotuxed In 

Venezuela, saaplss prepared elsewhere may not be submitted fox 

regio tration purposes. 

If the produot is an antxbiotio, the manufacturing date and 

expiry date »ust be ahorna on the label, the month and ysar being 

specified in eaoh oaeo. 

îhe staples subaitted for registration aust be aoooopanied by 

the cheaical, biolcgioal or microbiological methods of assay.     la 

the cane of mixtures, the ânalytioai details aust be applioable to 

the phaxnaoeutioal fora and aust noi rafor to the determination of 

eaoh ingrédient as if it «ere in isolation* 

Where nsoesssxy, a suffioient quantity of the analytioal 

refeionoe sample suet be provided, and where the analysis requires 

syeoial reagents, apparatus, er instruments, these aust be provided 

by the appliosnt* 

If the Minister is satisfied that the various oonditions have 

been fulfilled, he will instruct the appropriate Cheaioal or 

Bae.eriologiesl Laboratory to carry out the analysis of the preparation. 

She r jaulte of this analysis are studied by a Cosuaittss, whioh include* 

the Head of the Division for the Inspection of Pharaaey and tfedieal 

Professions, two physioians and two pharmacists appointed by the 

lanista*. 

If the Committee finds that the results of the analysis) are 

satisfactory, and that the produot offers sons advantages in the 

treatment or prophylaxis of disease, and that the labelling, leaflets end 

publicity aaterial axe ethical in oharaoter, not making exaggerated 

oleina, the Minister will grant the produot a lioenoe for sals, specifying 

whether the produot nay be sold freely or by prescription only. 
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ïho labelling of pharmaceutical apecialìtiee Eu*t beer the 

following detaila on the inner ana outer oonUineroj 

(a) Saat and quantity ef produot. 

(b) Sane and adérese of the nanuTaotuxer. 

(e) She formula e^preaaed ia the metric ayatea. 

(4) îhe datas of n&nufaotura aad expiry, giving datable of 

"ölt month and year, i» appropriata oaats. 

(t) Vaae of aponeoring phax&aoiet. 

(f ) Bat îh nuaber. 

(f) fhe phraae "áatoriaado por al Kiaieterio da Sanidad y 

Aeiatenoi* Social bajo al nustero <«, «^ m r.a»0# 

indicating whether the product aay be eold frealy or 

by proooriptlon «uy 

(h) Inetruotione ocnoerning the uae and etorage of the 

product. 

(t) Special wording as appropriate, o.g. »Ugo Externo". 

(á) «afôuloo oust be printed indelibly nth the &aa* of 

the product, except in eaeeo w.iere toe eapoulea are 

packed eiagly in outer ecataiaera. 

*U packaging eoapoaeato (labelo, leaflote» at«,) asut be 4B tea 

Spanieh language, tut may, howerer, bear other languagea, provided thai 

taejr So not giva the falae iopreasion that a produot aanufaotured ia 

Tenesuele la of foreign origin. 

The lioenoe «Ttttad to a pharaaoomtloal product rieiaim ia 

*»»• paraanantly, but the lüaiotus nay from tiae to tiae order 

laveotigetiona to bo carried out to anoure that the produot etili   • 

eetiofiee tao oonditione under which the lieonea wao granted.     If it 

lo found that varietiona aovo taken place, tao lioaneo nay be revoked, 

approvai of «ha Ministry la, therefore, eeeential before any ahangoa la 
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titl«, noa«nol»tur«, «opposition, itetagth or reoornmwidation*, tie. 

t 
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EBB nu mm 
m QOmOL OF SALE OF MAmfi^rfiii «MOD« a «e^« 

Prior to 19411 oontrol of pharmaceutical producta in Prato« m* 

exeroieed V * I«» «gainst fraud and adulteration, and a raquiren.it «hat 

these produota listad in the French Codex should met the étendards of that 

BOO*.     In I94I it «as daeidad that «ora sodas» legislation «as Meoeesary 

«éeeaately to proteot th. public and it haa been atatad that t>» reesene 

waro that there had bean overwhelming oritieia» of th« ourrent tysten and 

i) it MS poealble to axploit any typo of pharmaceutical foxnulation 

without having producad proof of ita effionoy and «van ita fre-âdea fro» 

«•»I   ii) it waa pesaiesible on account of tha principia of tha non- 

patentebilitjr cf aedieeaente resulting froa tha Is« of Jth ¿ugust, ItU 

te iaitete without liait original aedicaasnts alraady aval labia. 

It »as further said that aa a »aault of this, tha oouatry found 

itself in tha prassnoa of a situation which «as prejudicial to the 

interest of tha pabilo haalth and at tha saaa tias to tha ij ventor* of 

as« aathoda of therapy.     Ttirthenore, th« groat vsristy of pba?.seautieal 

apaoialitiaa available for us« gava ris« to unfavourable reeoticv\ fren 

retail pharaaoiata. 

Tha tesis, of th« 194I visa la« is r«f errad to in this «ay frittasi 

aaoh product approved «as granted a visa as foUovai 

(i)    V« speciality should be plaçai an th« aerket unleas it had 

previously obtained an adainiatrative authorisation granted 

under tha for« of a Ministerial Visa. 

(ii)   A visa «as granted to a «p«oiality «han it had bean proved that 

it possessed oharaoter of novelty sad also therepeutio affieaoy, 

rnd that it shoved no danger to the aoral or physioal health of 

the public 
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(ili) For tix year« from th« date of grant of the vita the holder of 

tha via* found hiaaalf proteoted againet all iaitetiona. 

4a a result of harm arising from ti.« usa of predaste «hieb had 

received a viae, tha ayataa wae raviaad by laws ana regulation« of 1959/ 

I960, and at that tine attained ita partioular ohareotexietio la tha uee 

of "Experte Agréée" (liated experte), wfaioh It typical of tha Tsenoh agitas 

and net femad elsewhere.  At tha present tiae, however, tha COMMA Hasfeat 

la disoueaing thoir hesaeaisation asa considerine «hatha« tila ayataa of 

esnesta ahould be ooanon throughout tha ¿ix oountriea.  Sha exaasta ara 

loading ato in thai» own field, olinioieae, toxioologiets, pharaeoologieta, 

analyata, biologiata, ato. of a neutral oharaoter, being neither Qovemaent 

eapleyees nor engaged in iaduetsy.  It ia thei* funotion to oarry out 

tasta on all producta subaitted fas a vi ja, and to propasa a dosala« fe» 

eubaiseion to tha (tovemment.  Tha Oovarnmant haa to aocapt tha axparta' 

viawa, and if thay oan show adäquate oontrol, affioaoy and fraadoa froa 

toxicity, tha produot is granted a vita.  Beeponsibility stata with tha 

axparta.  Sha vita ayotes is appliad to all pra-packad phar&eoeutieal 

produot a on sale in Frauoe, with tha «caption of thoaa praparad by * 

ratail phesasoist for sala within hit own pharaaoy. 

Tha vita i» only grantad to a epaoiality whan tha nanufeoturex ota 

juetifyi 

(1) that ha haa ahown proof of tha haraleeeneae of hit produot 

under nona»! conditions of uaa« ita tharapautio affioaoy, 

aa wall aa adequata quantitetire and qualitativa analytioal 

oontrol. 

(t) that he oan deaonatrata the nethoda of aanufaotura ani 

notably oontrol psooedusaa of the natura to guarantee the 

product manufactured by hi« aathoda. 
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Th« IM «tat«« further that oottcrary to rafcU/.tiona 1« foro* baiar« 

4ta February, 1959, the proof that th# aacuíaoturar can próvida at to 

guarani«, of aanufaoture and oontrol cf the speciality i« insufficient. 

Ila t«ehniojiM and hla reeult« naiat, in aooordenoe with axtiele i.&S-a, 

a« thaaealve« verified hy experts ohoser; ty tha aaaufaatarag frea th« 

Llat of Ä*p«rtc aooeptad by the JUiiiatry. 

Ito aondltion« of aenufeoture to be juauflad ay Iba aaauf-oturer 

ar« «a follow«i 

te Mat provid« a dawription of th« aethod af aaaufactur«, whioh 

•hould b« aaffiaiantly detailed, and m partieula* ê%% eat «p«oUl 

aealpulatlono «a that aheaka aen b« egeraiaed.     Ha «hould al«« alv« 

adäquat« datali« of tha ooatrol,     If thor« i« Uotc of information en 

taahaiaal aaterial or tha aaaasea a* precaution« oeneiaesed iadlapanaable 

by th« Mini«try, hl« epplieatioa eaa b« rejeotad. 

Za api ta of the work to b« dona V the exparta» th« manufacturer 

hiaa«lf nut prooaad to eatablieh eontrol teehaiouaa for tha ap«oi*lity, 

alto far tha raw »aUrial« uaad.     FhajKeaeologiaal and elinieal trial« 

aia oonfined to tha expart« e trying ^t th« work on th« praduot,    Tha 

law lay« down ra^uireeeate fot ôontrol of raw statarla!« and th« fMiahai 

produot a« follows t 

1. OOgEROL Of RAW m^Afg 

(a) In tha oaaa of material« eavarad by th» Pharmacopoeia, th« 

aanufaotur«r aiiat «how a r«farano« to tha book, «ad alio adhara «0 th« 

aaalytiaal method« and atandarda whioh ara indioatad therein,     la la 

allowed to «now supplementary apeoificatioaa.     Having indicated tha 

Pharaaeopoeial referenda, h« «hould than oarry out ooanlete tríala en 

hi« emtertal and próvida documentation eoverinf th«««. 
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(b) Saw aatarials not covarad by tha Pharaaoopoaia.     Sha 

aaaulaeiurar auat hiaaalf tu&fttt icntrol teohni^ua« ouitabla f« th« 

íMu-.u-ftítux« ano «vantual uaa of ta« i«oòAWt.     It should «at out 

«•talli of th« raw salariala, giving oathoda of idsntiflottlec, taata 

£01* purity and dosage taohniqu*».      Hait a^ain h« jaust pgwpas« 

»»©cuaontation ca tha actual coa crol».     în tße oaaa of notarial« oovarod 

by a forale« ífe*raa«opoaia, th« aaaytfau turar ahould ino luda a photooojy 

of th« appropria:« pa««» of th« book citing sha r«f*ra»oaa, and oan? 

out trial«, tofathar »¿ta doouaenttìtion, ¿a sat out uaàar (a) abova. 

Tha fallowing point» ar« no o ¿aar;/ in tfc« oaa« of oontrol af th« 

finished produot. 

(a) Manufacturing standard:? »ut ba eatabliah«*« *.g. ertrag« 

weight of tab!ata ani telatane« limita, volt»« of aapottl««, ñí»Integrati on 

tine for Ublata and dragee« and or^anoleptlfi axaainaUoa. 

(o) Varifiaation of fonerei ohaxactorntioa, a.,-, deiyil^, 

pf » refraotiv« Index. 

(•) Idontifioation of dosa*« and aotiv« principia«. 

Hott, detallad information «ut b« given ^r the manufacturer, «ma ne titilli 

Mgftst aooaptabla liait«,     á oocplet« a-oalytieal loouneat «net be 

nob., it tad, aaá taata ehould b« carritd out m several batanee «I re» 

Qtttarial« and f iniehed proáuot« io that « baton eau b« t*ao«d right iïimi0 

ani a eeapUte pioture built up of re» aatariels «ad finieh«d prodnetê. 

îh« batea nuabero ehould b« shown oa ail doounente rafarria« to «aal/*!« 

and to enalytieel, pharmacological ana clinioal trial« oarriad out en 

paxbioular batches.     Furthermore, th« aanufaoturar «mat, in all eeaee, 

hir.aeif maka aa initial «tudy of th« «lability of th« produot usía* 

toohnique« of ejeeeleveted storage. 
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Shon tht »aattfoetuxor ha« osrrio^ out Ili* cm i««is as ei.own 

atavo, tfat «tporti than prooeid to fchair «zauî&iUen, an4 ta* Uw 

•totoa th*t fch«y oaa oaly earry out tsiAii m the thr«« di»eiplinwj 

fo* ohioh thoy *ro »oocptod en thô l'iautxy liât, i.o. «aalytU* 

ahaaaaoolofr *ad toxleoiogy, «ad oliaioal work.     Ta« exports aunt work 

M folloni 

*•       AMaTtttfrA fSJbftU, 

fho expost auot oorry out hiaeelf çualr.tetive end quantitative 

aaaljroia of the »edioaûent, tad havinj vexu'iea the validity of tòt 

toohaiqae eubaitted If the aenufeoturer, uust hiaeelf pooooâ to 

rerifioation of the eeaforaity «f the produot to tho stated foxaule. 

too euaatitetlve «id qualitativ« lul/iU, tho expert*e 

ehould MtMti dottila protocol «f the teohniout wood of the 

eoaufaetaror, «ad thon fir» tao roeult« ofetaiaed hr tao export, liaite 

of toloroaoo, iatcrpretatica of tho tornati ead oooolusioa* arrived oti 

ia particular aio etateaent whothox or aot a protocol eoa so prepared 

actvtÜ&f a oatiefaotory ooatrol.     ?ho expert it aot reejaircd to —y 

oat procedures oa products inscribed ia the ihataaoosoeia, but; «he* 

rofo»oae« it ead« to va* aetcriale iaooribeá ia tào fhirmaoopotla tao 

export aust hiaeelf oerrjr oat fnU eaalytieal «siala la àio oaa le »oratory, 

1% io alee tao duty of tho expos* to seoaeaead aooos4oMo teleraaece foe 

oU e«a§es of «ho oootroi. 

*•       iaataoloadaal  «i* Hal—íJ^ ftfaja 

faooo trials have «o thoir aia oa »stUetiea of tao toxicity «f 

tho prodaet ia aaiaale aad a vsxifioitien of ito paacaaoolotioal properties 

aooordia« to tho roooaaoadod aothod of m* ia huaoaa with «Uifeetieat fat 

aarciat of tolerene«.    tao triólo aust to eascied out ^ oec or aere 

atsorta aoooatod ia «ho List of 'TU*ro*o«l<^t.-ff<«ioolo*i«tê",     ïa 
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particular, toxicity studios must cover (a) atudy of août e toxioityj 

(b) study of oub-aouts, ohronic or median tora toxioityi    (o) study 

of long tax» toxioityi    (d) study of looal toloroaoo.     It ia not 

nctootisary to dolay olialo«! tritìi until tfco «id of * ohronio toxioity 

study t M this asy last on« or BOTO yoars. 

Blologioal telai« havo as thoir aia oxporiaontal varifioation of 

tht proportion of tho aaoieaaont, and thoy osa bo earrloâ out la 

difftront diooipllAM, o.f. aioro-blologloal, biologioal ohomiatxy, 

mini physiology*    Shay aro latoadod to guido tao work of tao 

olialoiaa M that at torn toa* a oortaia aaouat ia oxtoat of th« offoot 

tao •ittiustot »ill bar« oa tho patioat« to tooa ho stoiiilatari it* 

inalytiaal aaA. toalooloalaal marta ahauld ooaslaa toaatoaa ta aasaà. ^HVMiay wowwa*   ^PW»^    •wp»aapw»awp^pip*w^aoi   ^PHH^VPS *FOT    V^««^BB>B>^O   w^paow'Bapswp    vw^a^pTvssp*paa    Vw    onpojpova 

aaaalaalaaa oa tao itiaàlUtw af toa aaáloooMat. —^ ta ^r ^PPW^^PJMPPP^P^^P^PPJP1      ^PPä       »IPPPJP     1P^ W^PPPPPPPBJPPJP ^Pr       ^^^P ^'P W      ^P^PPT^WiP» ^FT^^PP•^PPïW y     WPW      IP^P^ 

«m what ooojfdoaoatary trials asr to ntiHtopf. 

3*      fiaJpttttaUuTiiaa 

af fatuo laalto 

3ftft« 

iatsilai Iftatetotloas 

tosto! |Ml 

trials tasa M tolte ato toa 

t toi •aft to 

fitto h» tot 

t îptVf raf • 

ail toi 

ato tosi toi that 

Bow too af toa malata» 

o» ^Ptp    o^^pa'   SMP^pjfW   ^Po*   ^P 

alao by toa Froaoa 

Ortaalsatlo». 

aâtalaaâ. issa ito sBaarta* it la aaÉ ^p^p^^p^ppappjiPSP^P'  apap^wss   ^psapap   ^papj^^^s^pjp ^PSTB   oa^r   or^p*   ^^POJF^P 

il rottiJT to toa Oaatial 

af Baal th.     tao« it rafaro to ft «to 

to aaooapaÄAod to saitoalo 

, sai this oooBMaaoao it 

Cojyaltoito sito tot Vtou 

t to avaat af toa risa» tot 
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•ípljr fe* psaUtioa te ttll, aaá la tu« OM# of Jr.no« satt Htiií* 

««tais *n*xwmu M to **r.rU.in«, „si«, 4tMrift4«, •*. 
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FMK» à 

HkJGBL IÎSÂ& TO BE TAKSÏ EîTO COK3X3ERaTX0l? «B3f POROSO 
REGULATORY STATUTES POR BS7ELOP2ÎG CÛBKT&I3S TO COVA 
ÇOft^OL OP ÛUAMT Am SSKCitCY . 

ISTRÛBOCTIC» 

In Seotion 1 th« a««d for sefialatieae aad a tei«f hUtorioal 

rovi«* m fivoa, »«4 outlined in Sootlcn 2 »su» «orit 4«« to '-Hi« fi«ld 

ey variowa Iat«raatioaal organiaiUionQ.     Sootioa 3 e»t out ir. test» 

detail aotoal re*ulatory statutes ausreatly la «*• of ta*«* ^if faooat 

typ««» bein« now iras, produot r*¿íateutioa» and ta« visa ¿y«t#s. 

It i« »ertay of aot« tMt too visa ay¿tea a** foaad ao favo« is, eoaairi«* 

outside Frano«, «xo«pt tao»« ¿miopias aatioae «aioh «ore originally j&rt 

of th« Irenoh Saie»,     la the countries %-aiea work a a«» druf syet*a, the 

teadeney i« to ohaage over to ec^lrte jrìduet regiatratiea tad, ia feet» 

th« aceoad int«rla report of th« taek fore« aet as hy the l&ited States 

Department of Health, Saueatioa «ad Welfare, saia ¿a reapeet of 

prescription dfttfs that it reeeaaoaded tao developae&t of a regiateetie» 

eyatea for all drug prodaota iat«r-otatea to oover %u4li*^r eoatsel 

standard«,    la ta« Waited *ias«»a, *-»** *»• voliaitasgr ayates uade* 

Dunlop, bein« tao Qoaaittee oa th» Safety of 2su¿e, *ee aet a? to ¿4*1 «ita 

ao« dra»«« tho Medioiaea Aot lois próvidos fes tao lioeaainé* (or 

roftlstratioa) of all aodiclaal products evaileöle. 

For developáa« oouatri«« th« obvious ayate» ia that of produot 

registration, aeosuee ia tho oarly atag«a of dovolopia« taoir mm 

pharoM«utioal indu«try, thoro aay «oil ho BOTO imported drugs or too«, 

produot« aado und«r lio«ao« rather than ao« drugs diaeevored «ithia tao 

territory.    fartheraore, ia order that their syatoaa say develo? to»»4e 

a aophiotieeted ooatrol, ia th« pubiio ¿nîereet it ia adviaahle that all 

aedioin«« ho «atiafaotory for quality aad efficacy, whether a«w or old 

and «bother iaeigcaeue or imported. 

MB«! 
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The question of uniformity is worth mentioning a-; -;hi¿ ¿-.¡¿&. 

As the registration prooedure« in developed countries fceccne cori» 

eoaprehensive, and on« sees tho ir.trodu3ticn of registration procedures 

in tas developing countries, it is beooaiag increasingly ti&e-ooisuöing 

for the pharmaceutical aanufeeturer to próvida the differ iag a eta or 

data required by the various Authorities.     For ezaaple, the r*au3ta of 

teratogenicity tests »re required by aany different Authorities, but 

often the animala ia whioh such t¿¿ts -ujt be carried out vary ¿*r©& 

oountry to oountry, e.g. Com try A, for instano», may ask for Uratogenioi^ 

tests in »Ass sad rabbit« t Country 3 ia rats tad rabbita.     In faming 

legislation, it would be benafioial fox all ooaoeraad if the 

lefislatinf oountry paid great attention to existing procedure, and ia 

•Ma rsspeot this present Working Group of ÏÏ.I.X.S.O. might veil bear 

itioa ia mind vasa making its recoemendations. 

It is intended la ta« following pagss to deal generally «ita tas 

requirement« of a national «yate* of drug oontsol» sad tbea coaclude by 

setting out recommendation« as to the documentation which should bs 

submitted.     3eeioallyf the controla applied should bs satisfied by all 

produsta, lessi er iaportsd, but ia rsspeot of imported producto 

certain additional saf «guarda or deawatatation will bs aeoässary in order 

last tas Health Department of the importing country Is satisfis* ss to 

origin of the aedioine sad status af the asaufaotur«*. 

Controle ars of tea related ts the stags of devslopasat of phantasy 

and the pharsaoeutioal soisaees ia the country ooncemed, thu« 00aat2ri.es 

with littl« o« as pharmaceutical manufacturé, and oonse^ueatly 

dependent on importation, vili toad to ooaoentrate attention on ehea&ag 

the quality of bula imports before distribution.     Can vera oly, in saay 

oountariee where there i« a well established pharaaoeutioal industry, «as 
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finds a great deal of responsibility -0i" ^.*1ÌV placca or. ín¿v**i¿u*l 

:sa.iufac turerà.      Stat« controlo as;* also vary accordLig to the »ía¿e 

of development of the drug ooaovwned, an* aoeordina to its natura. 

Oontrol may be exercised at various »ta&#s, ana the vigour riti; ahíoh 

it is applied »111 depend on the inportenoe assisse to the subject by 

the cottiflunity. 

POMOT 111 SCOfg 9F Ç^801 mre» 

any national «yeten should be basad on tha following» 

(1) approral of quality standards for products» 

(2) approval of ftstaods» preaise* *ad pstsonatl for aaaufaoturai 

il) testini of ssAples- 

(4) satisfactory «ridane* aa to affioaey and eefetyt 

(5) administrativ* requirements. 

i. m9m 9ì IMOT 

fhin should be baaed on the «Aaissian of teohníoal iiifo^atioa, 

in confidence, by the nanufaeiure?, normally comprising a ¿rief 

sp#oifioatioa on tha lines of a ph¿ae&oopcai*l «onograpa.     Uwtaar tha 

statesenta nade are checked in a State laboratory or in the l&vor&íor*dS 

of consultant analysts depends oa the stage of aávancaaent of the country 

concerned.     It «ut eventually ae the aia of all developinc ocuntriea 

to set up at least soon laboratori«« as will alio« of a oheok in cass of 

doubt, but a ayote« of aocaptanoe on a reoiproeal basin of one ftoveasaant's 

analytienl ©heofcs by another is »orto consideration.     Xa the antly stêias 

%he authoritis* nay have to raly on the òocunentntion alone, oonbiaed 

«ith proof of status and responsibility of tha SÄittfnotarse.     Sa »**? 

cases standards eubsitted by licensed a¿*d know manufacturers do not 

require tUe-oonamin« and expensive oheoks.    fSMottsntîy afta» a f»é»A* 

has bean available for a nuaber of years, standaaeds *PP«*r ia offioial 
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books or phawcaccpoeiaa, ima the«« standasda »hcul¿ *a¿ «captublw 

both to tha manufacturer and tha Authorities, and at thíj ¿taja 

heve usually baan ra^iet to independent laboratory ohecka. 

2. APPROVAL » gttyffnfl 

AB increasing nuaber oí eeufitsle« requira that praaieao used 

fta eenufaotare, prooesaing o» pMkiaç cf drue» be lieeraad and 

regdateved.     She natura «si frttquwicy of iaapaotioa and the alniau« 

atendards ef elea&line««, ate. of f «eteri«« and tha<tetuireoeats to 

teepeet ef qualifioatlona of ataff vesy bät#eea eountrie« aeeosdlKg 

te tlie fonerai level« prevailing at the Ma*.     Tha datali win -* a 

»attar fot tha oountry la whioh tha drug la to be aold when it la 

aenufeoturad looally. 

Th* Impaction oan rang« froa a ahort vloit it m ©xaain&tieft 

ieating pe«aibly aevaral week« and involving a datailad steady ef all 

raocrd* and predata«».     Ona iapor^aat genes«! tefuiraaent la that 

èli prooedur*a «hould be teeosded in dotali aa «Httaä ínetawtienfi o? 

cañuela and be avallasi« to th« Ausherislta.     M6aufâe*4*ir.g iaitratlca« 

•aetiU indioat. *veryttmig tha* it <&*ie te «void errat, aad indiala ¿lad 

lae ia the raaponaible p«r«ot at »aeh «tag« of aaaufaotu?« or psecoe**,-.^. 

Thara auat ba ale« direetivea to workers on hygiene and eUisliaes« t© 

avoid oontaainetion.     Quality oou-.trol -^thoda auat be defined, and 

•wet inoludt ttage of teetiag, for exaaple, »air sat erial«, preeet« 

octroi, fiaiahed product«, oethoda ef «idling, analytic*! t«obni<¿ue« 

and rotan:i on of reeorda* 

It la peaalbly a difficult eaHes for ¿«vaUpiiia eevstrias *ltheut 

•orna guidano« t« teclee en »feat provide« «uiWale infipaitica. 

Howavar, a« outlined in Section 2, o art aín e?ga&ia*tiena, psrtieuiaxiy 
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the 7/orld Health Organisation and thé Pharn&oeutical Industries' 

Association, bava published docuiaoats entitled "Rules of. Good 

Manufacturing Praotioe".     These publications provide all that is 

neoessary for - developing country on which to base an inspection 

procedure, and in particular that formulated by the Pharasoeutic&l 

Industries' Association in EFTA i» simple, effective and ea;isis.eto?y. 

Za the oase of iaporied ¿¿-«3», whether ixportod in bulk or 

the finished stats, it is not practicable to iaspeot the factory of 

the exporting oanuiaoturer.     However, it is essential that the 

developing «©»»try has some guarantee, and it is reo©s»ended that in 

such case«, provided the proviso« «ad personnel of too manufacture* 

are subject to UooBslag in his own oountry, «A authorised certificate 

froa the Departaent of Health in tr.e uanvuaoturer'i oountry should 

suffice.    Xa those fow OMO« whore lioonsing in the oanufaoturing 

oountry does not exist, a system of inspeotioa either by the developing 

importing oountry or under a national body, such as the lorld Health 

Organisation, will have to bo arranged.     It i« unfair to a dovolopiag 

country that they should accept drug« froo unknown ami uncontrolled 

souroee. 

goo» Health Authoritiee require to examine saaplee at the time 

Of application for registration, but it io moro usual to withdrew rendo» 

sso#los at intervale, either fro« a faotory, wholesale, or totoil.     & 

the case of dovolopiag oountries where the expenditure on State or other 

laboratories to earry out «aspling and aaalysis of all produot* bofor* 

registration would bo a heavy financial burden, it is seooottanded that 

rtmdoo saapliag after registration take place and that apples ho 

with     .m within the country fro» noraal souroee of distribution. 
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v*; ?h* Koflcra Cor.caat of Ou^litT 

Saving stated th*t approval Af quality ataadards for pivducts i¿ 

tha priât* aaaantial, it la well to aat out a modern concept cf (¿uaiity. 

lafor« tha praasat ara of sophiatioatad forraulationa,  ^uali-1;;'' \<g.¿ 

•ynonymoua with 'purity' or •stranita».     It now ezabraooa B£^y ;thcr 

faaturaa, Boat of whioh a?a aeanafcl« %o soso das?«© of laboïato.y crisol 

and to doeuna&tazy and praotioal evidenue.     Shay should» thariior*, 

f«atura in tha dot» aubaittad for ragia tr&tioa to tha Health A;-ihoriti*§. 

Th« noat important asp«oti aras 

i* drug purity 

ii. purity and safety of additivas 

ili* praoiâion of doiaga 

ir. »Utility 

v. phyaiological availability. 

i» Drug Purity 

& th« easa of naw drug«, or that« aado uadar patauta, thia m 

## pria* ioportanoa to th« aaaufaotarar and to th« aaalth Aathoritioa, but 

of 1«M importano« to th« pharmaceutical profaaaion or tha Industry at 

larga bscauaa tha drug it«alf eajr aot b« m artiol« of oooaaro«, b«lAg 

availaal« in a foraulated stato.     Tha date la luab OMO« oonoantratsa 

principally m standards for fcxmaatoa product« tad lasa on tha activa 

drug,     to th« othar hand, drug« whiaa a** fra«:/ availabl« ara aaanabl« 

ta aaapliag aad taating hy «starnai analyata, and la auoa oaaaa ataadaxda 

•ra naarly always availabla aad Hdaly appUad.     sa iataroatiag trand in 

«a «antral of drug purity is toward« aora apaaifia aaaay prooassas tad 

to graatar ralianoa «a dataation of pcaaiola laaariUaa aad »raakdow 
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ii. ^¿¿ltivtt 

Synthetio excipiente «re now Almost as cownon au ayn-hotio drugs, 

«id »ay require M «uoh detail, particularly ia respect of toxicity, and 

eepeeially wh«n adoinietered ayateadoally in relatively i«v¿e ¿OSAS. 

Boa« «xoipiente and particularly artificial ooloure ore used ir. food-, 

ana in a number of countries legislative oontrol in reopeot of fond for 

these produote is nor« advanced th£a that in tha oaa« of drugs.  It 

should be «sphaaisod, however, that el though food standard« provid« a 

guidef they axe not entirely eatiafactory because «xoipiente and colours 

ase oonauaed regularly in foode but ¿iv«xi only oooasion&lly and in aaall 

dose« in drug«.  It is better, vheràfore, to aseas« «xeipieats 

individually in relation to {&) the druj with which they will be ua«d| 

(b) the frequenoy and route of adainis'¿ration, er.d (o) ¿he proposed 

dosage level.  It la wrong te assuae ¿hat a •ubatane* which haa beer, 

used for »any year« in one way, for «xanpl», a «kfc» preparation, ia 

equally safe when used in another, for example, tdainictared by south 

or by injeotion.  Some additives, auch a preservatives and etabiliaera, 

are uaod sueh sore frequently as products beocs« sore sophiaUefrted, 

and therefore require apecial ear« ia their selection.  If no öt*r*davd* 

as« available for excipiente, it is essential the applicant aujoit full 

infewwUon on quality and staniiurCu ¿/.«i* tho documentati«!. 

iii. fppaiaioa of Seasjta 

At new druca tend toward« iaereaiid poteaoy aid as a result lower 

dotti« lévela, precision of dotage becomes cor« important. for thia 

reason alone, mit è&ëê forma, such at tablet« and oapaulea, are 

preferred to other «ral forse, for which the dote oust be ntasurad by 

the patient,  until rtoently, méthode used for control of aocuraoy of 

tablet« preauppoaed that the drug wae uniformly die tributad, control 

«ting baaed on uniformity of groee «tight.  In teat oaaea, h»ew, th« 
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dote of active ingredient may be leda then a niiligr«*E, and vl-.a 

proportion of drug to tota weight of tablet fails to below 1>*  In 

•uoh oaeet, the efficiency of nixing baoones an important factor, and 

the faot that a group of twenty tablets contain* the oorreot ¿ota on 

average does not mean that each one is satisfactory.  In special 

dosale HIM, therefore, it might be essential to devio« partioular 

oheoke. 

Stability under modern oonditiona is «a important aspect of 

quality.  Synthetic drugs, unrelated to natural products, a&y be 

distinctly reaotive in the oheaioai sense and susceptible to oxidation, 

hydrolysis and other fon» of chemical breakdown.  Deoonpesitìon ¡a&y 

MM plaoe during pharaaoeutic&l proceeding and tubseque&t storage, 

loading to loss of potenoy aud oven possibly development of toxie 

breakdown produota.  A number of nanufacturtd produce, especially those 

»Mon are exported, oust oater for a shelf life of several years to ¿eel 

the norial system of storage and distribution, and, therefore, in tais 

respect alone the question of stability is of la^or importaste in 

developing countries.  It is essential for the manufacturer to carry out 

tests and submit proof which show a reasonably accurate estimate of the 

rat« at which a préparation will decompose under normal storage. 

Modern conditions allow accelerated tests to be done, and tóese should be 

acoepted by the Author!ties, provided a oheok is kept on newly regittcred 

produott to tee if the estimated stability is supported over * period by 

aotual fact. 

4. EgPlQAcr m rnzmu mm «onerw 

Sate on these is required for newly discovered tubatane«*, but only 

rartiy it it required in the oat« of new preparations whioh art new 
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f ©mulet ion s of existing drus«.     There have, ir. the past, asoe.2~.aruu.ly 

been sedicina! products which, although ..ot UaruTvl, were net p¿rsiettla*éy 

volttaalo, and la the day» Ufore the cet. err,, "drug revolution" it vu aaid 

that although the bulk of the produca avallale were oaf«» and did not do 

naso MJ»I neither did they do SIWA good.      It would be wrong ."or «ay 

developing country to accept a ne• drug th^t ¿i¿ r.ot have proved efficacy» 

and therefore it is necessary for tha eenufactm-er to «uboit dotali« of 

clinico! work oarried out on the products to show that thoy have a 

therapeutic vole«,     á developing country should not insist ou culaio»! 

tríale bein« oarried out within ita ovvi territory, provided tao applica** 

foe regütration of a new drug can five full documentation of trial« 

oarried out I» reputable hospital» and sealed oentrea by duly «j«fcUfi«tt 

roeogclscd practitioners.     The xo¿l£to?¿££ eeuatry lo enti tied, how»*«*, 

to inaiet that where the medioinal product is intended for troataoat of 

dieeaoeo having o pur*ly local oàar&oter or endeoio only la oertaia parto 

of the world, the trial« be oarried out usdor condition normally found ü 

those countries «ad preferably in those couatrios thea««lvcs. 

It ha« been stated eever&l ila«« ¿Irsady that sedera 4ru¿« are 

aifhly efficient and potent, aad that ¿OJU.¿* tfendi to fall.     In addition 

to nifti potency aad accurate do«âge, there is sosetises & poaeiaility of 

toxioity or unpleasant aide effecto, at- therefore the aanuf&otorer su»% 

oarry out oufficiont test« for the safety of the proposed us« to bo 

assessed, or in the case of those aeuioinal products intended for «mvo 

condition«, that the riak fro« the disease being treated io greater thaa 

the risk of toxicity or unwanted aid« exeats, sad that the balance lies 

In the use of the drug under the recommended condition«. 

Koraally teratogenic test« should be carriad out on two «pooiee 

of animal.     Vrtien »ubaitting document*;.!*» on toxioity studies, the 

aanufaoturor should provide full iaforaatloa of the nuabor of aalawU«, 
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«took dh*ra«%trltnet, &u%, sailli cC *;-tiatí.o*l &,-&^-¿it *t¿ 

outtpay fiadiaft.     la tha aatt a* §%t?.«Lgr¿ preotáuret, ¿Ut^ii« af 

vhloa ota o» fully liw.'íéiid b/ &a¿<#, 11  -heule b« »uffioioftt to ¿ivt 

tao mat t.id raf«à#»iw#» 

IB aéáiUoa to %í* \«ohr.iw ».u«* prtvie*wly ot&Ué.td, vr.arw 

«M doriti* a4*lalttr*Uv« *•*«&£ *»mu wiúaa ta« AuthtrlUe.-. «¿i; aooá 

Él «rá« ama^utttly to tx«r«it< oontral aad M««M wh«th«r ti* croato* 

tfctwH feo Miiatovod o* aot.     Taj ftilcuiaf m tit« aera tapovtaatt 

(o)     Koatttalttura i TU« BAftuf*otor«r ¿:,©aL4 at&t* üí, or-.d r..ft.m.i 0*4 

tltc «y tUttaaata atte «ft 6jat¿¿%*tl¥t aa¿ $iiAttttft¿v« 

noaacaillaa «hoold It ¿a an «f«?v*d r.oaoaaUt««»    *r«y 

fwowotopaiit; raftrtaot« «houli fea giva*. 

(*>     ft» »ropotad Mthod §t áUuiftatlm, deludi*! M iüdiottici u 

to tin toatant» ftf Mfih paefcâfa ai*o» taw ¿f a. noval ¿'ora dl 

•«Bt*ír.«f la ue«4 » at »tutest *a U tat t^pt of toa******* -.** 

ftt*f M te lit tiAtafcUilp. 

(•)     fftoraaauUo lAdio*tioaa gkvm % ti» caauf actura* te Ut 

|4¿     4 util of tht at« product la tht fon m taloh %% will »a 

Met amístala to tòt ?r«ftaalO£, * sotk-up »«in« atttptaala. 

If ÜB »flotaría« owatsy hat tao floiUttot for «atóala 

ttMlf, tatto thtuld «la« *a * §ae#lt of tat »otiva priaoipla 

aac aa/ AM axeipiant« tr. ^aoaUtio« «uffitiaat for tht 

¿g^^^^^r^p^B^w^B   ^^^a    ^^^n^vMP|aT '"|tt'"tP o 

(•)     A ftoUft&tftty 4r*f% of tht Ubai w.d laafiot vats. tat Uv.«* 

Ml oaoloitd la tilt paoktit of the ¿redttet, eolaly at 4 £âs«râ* 

IftiUotioa of tht finta werdlag. 
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(f)     In th« tate ©f ta iaportod produit, it hat already IMI 

•tatti that «à« MAufActurtr au*t tubai t ft certificate M 

te hit lloonaiag by hi» CWA «üthoritiea.     flhta »jplìoeble, 

with the *p¡>lio*tion tha;?e should be tho r.wM of the 

retpcnaibl« distribute* or cj«nt within the territory tai 

with «bee the Authorities MA ¿4&I should «ay çueatleaa 

•JfiS». 

(i)     f*e» Sal« Certifie»« 1 In «¿¿¿Usa to proof that ta* 

limili fin Ulf- it ft lie an* od ¿liaÄ.i.^-u-^-j»! caauf»atur«r wi'.àia 

ais ova country, sea« Mi-.l-^ri'-io- Ilk« alao to hsv« ft ?r«e 

tale Cextifieate,     fais la ft dooyseat iatttad If th* 

country of ©rifia ehowing th&t tho produot htê alSfttiay »ft« 

aassfttd la tho oountry cí i;~¿i± ^d ieevailfchle ¿a* tO* 

thoro.     Until «Mb tiae ft« ft d*v*:opini country whifth icp^rts 

ft largo nuaoor of phftfaaoeuttoftl jsadaeta sea ftot up A full 

oontrol or*ani*etion, tho Fr#o tele Otrtifiooto próvido* ft 

uooful guárante* fron tho *uthori-.*c« of the country of «Sí¿íA 

thftt valueless aedloinet art sot eeia¿ iaponad.     Thoro Till, 

hewave?, bo sea» drug« whloh nato li-.il* or at aediOftl use la 

tas country of origin out *xo required la certain eres« ovexseftt 

•uoh *o tho tropi«.     In «uch oaooo, it as* h* Aiffloult tft 

próvido « Certificato static th&t tho product 1« on twm sale 

la tho oountry of origin, «ad -Ay ether suitable aoawnnmy 

evidence froa too authorities of ww exporting oeuniry ahould 

ho accepted. 

Bewdvar, whoa ft developing country hao se» u? «a efiioian* 

oontrol oyete» depending proof as to the caaufee tureca ét*tua, 

whether he he indigenous or over*«.*, proof at to tho effieaey 

and safety of the product, and sufflolont infosaatioa to ta&ols 
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•H wl/ M lit ova oeataei *&i proo«4ur«s, *n¿ A fr** uu 

Ctrtlfiooto ìm* &oitòot pi*«» ao? ¥êltt# in tho *o«l§«sftUtA 

MWM Mttiaf «ttt te« MtHi¿ dâoyt»uti«i, it «tat M not«! 

is #•*•* fox ft rof lttrttlon im^Ki u mák utti^ii^i, 41 |* 

tft Mro tat fttl •o-op^tia.. *£ ,át Mfl§tM%4ai «^m^ 

»It» ta« lam*tay*    Am It fi« Máat ir. éptoiiyiaf * imiUi Uot 

•f MU MMáMA If tM «UltUritjr «OftOOSBOO «MI Mt i»V« tM fu**, 

fM»U M fftOUitiOO IHIIIMy M «WlMM *M« Mtft f*M?t^. 

•M« fi« %*^JP MguOTiMMt MMâM M ".hai* 

h 1* M« M#a? ¿«vtlft?«* wwt*y i\ ¿4 cui,* 

*Utr Mftt tM fftOilltU* MM ftv&Oftèlo M tM *»>u IhUUMUui 

TilllNttay M« &ftt Mf floiont M oiu'âl« &«s M Miny *»% «àate 38?o>ov 

tftftk la A Mtitfâotory p**i©* tf Usé.     ¿¿¿IüMM or« awr Mví¿d¿ i&ftt 

Il lui   tftJCO 4t Uftft tv« fMIti   «fi¿ «U Ä^* é^iiî thU ¿é*&S¿ ê£ *S 

M ttMMM« í«»wi i^pUMUtia fcv ^¿¿«Nal« of * ?ut¿*t ,4 U 

MBlliMtA.      «IMO é*Urt ftU SftM¿%ft ta M «Ml«   ftf ft*»Oa&« 

ift4**-.*Ul property, ma *1M m^t ¿£$§*%iat 4é^4t it VAIUHUO 

Mtai HttteU froa tM populou«; «f v« oo*Wy I^HMIê, 

1% M MtlMMtll tflftt tM fftüfffej tftMMfttfttl« M UÜ W 

MMittia« M *pplU*ti« f M %M r^.-.^Uoa of ft ^iwmnitUfti 

m« «MVMftVfttlftB IH til« MIA ¿ft RMNMiy tlBttMf tM >*0*»t M XOftftU* 

MMÍMto*««, iMftUjf pookod or ptMtMaà, or áa»*ftt4 la tM iCu MM* 

At ftftOWt Of MMttOftl Mftl/»1« «4 OàOOklaf if MMÜftU vili 4MM« ViMft 

tM MoouroM la th» MM of ft éjvaioslas aovatqr, taé «orUia oortiTlMtM 

»111 M M0.UÌM4 la tho MM of iapoxtod profciot«.    Jay f«ii*U«i ow 
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iadicatad agaiA«t ta« itraf li«t«d. 

(l)     Th« aaao And adoro«« of tho »panufacturôr, «nd la th« oas« of 

•fi Uportod produot, th« nao« of th« local prooesoor or distrifctttor, 

•o that the Authorities OSA diseuao oattors looaliy and alto know 

te pl*o« responsibility should aay t¿u«ry aria«. 

(t)     á looal MimfMtugor should «tat« ih« licita r.uabar of hl« 

pr«ot m » aftd in th« cas« of lmport.d prodaeta a o*r-lineate ëhoalil 

M «uBsittsd fro« th« Authoritiea in tr.a co^ntr/ of osi¿ls., «tatiag that 

UM NNpfMtwo* i« duly liooMod ¿& th&t aouatry.     la th@ oase of thos« 

fu oxMVtiM: oouatri«« *h«r« no llMMlag «data, t»§20«tloa of th« 

prwiooo AU %• ntum^t «ithax lay th« iapostia« oountry, or if îhio 

at Ml fooolpl«, If «A international m§mám%%mt «uoh a« ta* Voi-ld 

Malta) GMMAMJIÍM* 

ii)     If It is Intornloi io ««11 th« nroduot undar a trad« a&2k, tfc-? 

propriotary MM should to« giren,     th» fr#« MM of th« produat, teisg 

oltMf in Ite fo» of internationally approvai nos«nola»u?4f ausa ** 

1.1,0. fro« M«MO or tho approved . -ic. of a*y goeofftiMd pharmaoopo«ia. 

•JHB    «JPSP^S?    ^PW^BBP•      •MPM*    «*^PJSH*   Paflpp^psjp    "aíOP   *•** v    «Jp>w«Ä>4p><«psjO«jps^o>S4P a.     «A   'SWO^p^B«pW^Bjfc   asjSjBjsjB^OF    «JPWIP^P^P'PP'«*0»40PH 

M «MP MOOflalaoA inWnkAtiooal nnmsmiT «tur«. «TP?     aHpjpJBJf        ^P^P^F^P^IBPPP""^*^*     ^^P* '»'P^WBP^Pi. IP PIP w 'il^H      PPÉW"^ppppr^r5^P!^PP Vfjppp Wl 

(4)     Hi IM MM of M« supctanoea, a d«£oription of IM phytioal for«, 

feaaul«, toleoula* ffcrjwlt ma »olaouler wai^t. 

(5) 4 otatoaaat «hould U given of tM Iat«B«e4 rout« of aasiaiatratio» 

•M he* the iiMg i« to to« aai»«t»it, i.o, fat popular »alo es OAI? through 

MM pMfoooiom«. 
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(©*)     For M« tubatane«», a ofc*aic*l and pìiarsaotutical ioi^ntlfxo 
MMttBto oont*inia« th« following iaforaatioa about ta« activa 

ingradUnt», «ithar told la thoir «siitir.£ fon er aor< likely ia 

formlation»i 

(*) Xrthod of aaiiafêotur«, inoludinS a flot-ahett áiésra*, «né 

a» applanation of «aoh 3tago of A synthetic reut«, 

iaoluáiaf final purificati«*. 

{%} Ividano« of Bolocular jtruotus« and diêtinguiâhlng 

«haraotoriitiea of thô 4c-5¿o»i# o.g. í»osara, oto, 

(•) Standard» far iiaatityi purity and potanoy, tog«th«r with 

analytical method* «aployad. 

(i) Chaaioal and physical »î&'jili-.y ¿Ata. 

(I)     à ohe»ioal and ecientifio mmomtkèm containiaf linfçrrr.Mlnn about 

(*) A oomplata foriaaa, ¿«olareá *uaûtitaUv»ly par 4o§« 

©r p**e«&ta¿« conpoii^íor.. 

Cooatítuoat» »hould &ù dc3©?i;3d by approved gas«*, 

•e wh«r« thi« la not p©a«ibl«, «ooaptad ohanioal aasas. 

li th» eu» of lutatiti«« of excipìant* whor« th«e» ara 

variatioa« in aaaufaotariag technio,u», a, g. fer tabl«t», 

• amitabl» rang» ehoulâ b« coatta and *ay overag«« 

iati«*«* la th» foraulation ahould alao b« aWt«4. 

*tom any oolouring», flavourinoi « parfua« ooapound« «M 

uaad, detalla «houle b« givec, together with »oa« ae&as of 

iáaatifleatioa, i.». th« colour index anabá* r«lattò to 

•«y Imana ay»t«a. 
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(o) líethod of sunufao ¡,ure of forsila-sad product. 

(o) In order to enaure quality ooutrcl, a specification of 

«ash oon*tituont, together with a specification of the 

finished product.  Where tr.j »jonatituanta or the 

finished produot are contained ii* a pharmacopoeia» a 

pharmacopoeia! reference «ill auffioe.  If a 

constituent is not already accepted for pharxaoeutieal 

use » evidence as to its safety aust be given. 

(i) Analytical oontrol proosdurea for constituent« fo? 

oontrol during proce¿sir.¿ and on the finished product. 

(e) flmiftal and physical stability data in the ease m? M 

for the aotive ingredien*». 

(f ) Proposed labelling, inoluding * statement share 

appropriate at to suggested shelf life (which oay *ae 

inoluded am the labelling in cado) and any cautio-iaay 

notioes necessari' fa» storegs. 

(I)  In the ease of new substances, a pharmacological a*4 toxicity 

setting cut «he fcllowlai• 

\VS#     flRsWar   «aPlsWenP $    WWWWS^IWïKPW   MW*    ijUMsswls es • (pl^w vap^^wSP   ^He     ^^Bw   Jp^pai^a"P*w^P 

iaveetigating toxicity 

(•) details of experiaental studies *si «tea obaarvatioM m 

which statistical calculations axe baaed to »a shown la 

detail,  lull lAfofBatioß should be given of the nuuber 

of eniaals, stock aharaaterieties» diet» autopsy findings 

and as/ other particulars involved in aassssi&g the 

results. 

1% is reoooaended that unies* thtre are epeoial re-.¿on*» 

teratogenicity tests should he earried out on at laaat .wo 
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spooU* of laiwi, iaoluáinf, if powibi«, rabutt. 

ft* 

<j)     4 011*10*1 trial Ao„i*r giv4llg Wl r^ort, ^ ilUiitl %gUXt 

«tpiti «it on th. to*f rt-priat» o* photootfitt of *»i«*.ttrit w„ 

*"" * «î»»i*^' <*•*** itettifitd, «4 it i, .SMB*U1 thAt ^^ 

«te tent U Mntiociod it o« W idwttifUd with tte produot *oin« 

•uteitt«*.     laéindatl e««« records shouU set b. »«^mi««*, M * «WM< 

tea ««rtrtl m tfftot», «.f.t 

t) it «»oux«¿M ¡»«»pi* te ctett r*th.r tte* tte wmw—t 

%) it tete» te »Ta tte «mut of rtapcntiWlit/ for dttüteg 

ttent t*t (rff(MtiTMM« «ad poMíbi« fiijy ^ tí» miim 

twm tte tltottim toa tte ¡MA»;*» ¡¡«ut, t» «MI tfty 

Hfteljr toittft « W ;u U^Ui^vt AtttteviVl 

•) i« it oft« difficult to ObUift food OMO 

It 

it 

IB «M ttjt* 1tnj>Mifit (ff. «tett atti 

M« la tte t*ijtoa, but in tho OM« of 

vtll te ttet thoj «ut la^t « oi^^ 

« ttt »totft (MAUiftlAf tte lSjXttttAt 

te*t?.f.}*i«ii 

Jl^MBWrn  m&  W 

tf tte 

Ittttio», tte tte 

i tettettag * 

«H tte trial« 

MMM Ott, «ittet ii 

ati. jN¿U**4f f«U 

»• Uat tf Mm 

t» to 

ttettX<& W 

it I 

(W)   *«tlte tte^ te *** t* tte itttf* tte t* 

te te tette** to teteit mê/m tetttet»   tte tette« 

Mit Mt »ài 14m, «i if teteu* «ml/ ft» «t 

te ttettlr ¿tetti. 

ttnttetts? a*tiAM 

teteUte tte« ft» 
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(XI)   SttftiU ef th« prepoood talot paok ihould b« tubal*.t»d# «nd U 

tMM of 4o»*t »taw« » oovntry h*d «U^UA«« »lulyUo*! faoUltU*, 

•âtfetf Gov»a»nUl ox und«r oont*et so «A« ¿ov«ma«nt, *otu*l tpoolMM 

•f 1k« prndiint, tof«th« with «17 unusu&l r-coipieata, should »1M fc« 

(li)   I» «it MM Of d»v«lopjji4 oountrioò without adequate «octroi 

fMlUtlot, m * 8tf«£UMTd for th« public, IM uy?lio«it la UM «M« •/ 

«I Uportod product «hould euboit * î*ôO Sait Coi-tifio»*» dâtotir.j Hü 






