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quality and efficacy, wheiler for export,
isport or nome danilusture,
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The prizary purpcse of any ccatzol bystex In Toli.lcn %0 1aariateutical
producta is the protection of tne pablie and eafepuardia; o1 thuir health.
inotinnal aspecis apart, the healih of the population shouid bu, i i3,
& major concern of Goverawint and any ateps necessary L0 . fupimd asaltn
should be taken. The increasing complexity of modern dmuUs, thein potency
nd, a3 & ooxollary, possible side offects, mean that i% is egseniial for
sdeguate control of quality and efficaoy to be instituied ia creor toal no
risk can arise. It is recognized that msaufesturers will cuascicniiously
thezselves take all the necessaZy steps %0 ensure quality, efficacy and
safety, but experience has shomn that under modern oonditions snd with the
vast inter-chasge of pharmaceutiosal products between naticns, voluntary
systeua and ocontrol bty conscience and Teputation are not encugh in theuselves.
ds long ago as 1951 st & Symposiun in Belgium to study intemational sontrol
of pharazceutical specialities, it vas stated "The problem cf tre control
of the pharaaseutical speciality fisds itself anong the great sacial
prodlems of our times. i.li have an obvious interest that the prodlem 3
should be resolved olearly and without equivoeation; ‘ac praruasigt
bocauae he hag & prolessicnal zesponsibilitys the pharauc sutiical industey
beosine it i3 a matter of 1iis reputstion and eredit; the Joclor because
the whole valus of therapeutic effisssy is in Quaction, end inally, bt
most important, the patient, becsuse the problem plays o d<Swite part in
bis heclth and even his ldfe."

Up until the time of the first Vorld War, the Preuies of diug

coatrol was relatively simple, as nearly all medicemernt: ihot wese




cvuilable wore of an unsophisticated charaster, being mainly of
vegetable or mineral origin or inorganic or siaple organic cheamicals.
The synthetic and antibiotic drugs currently produced in such variety
and number 3y the pharmsceutiosl industry were wnimown. Nertherore,
the drugs available at that tine, although not particularly effective,
wore for the same rvason not particularly haraful, except such classie
polsons as arsmic or strychnine, ete., azd slight varisticns in
quality and potendy in most cases had listle effect. The developaens
dmmnuxmmmmcxmmm1m.m
pasticalarly sinoe the ead of the seccnd Vorid War, has crested an
atirely mew position. The result is that the doesor ean ne longen
have 2 cenpreensive knowledge of asteris medice, and the pharmesies is
ao mmmoummwwma@mmamm
whish he dispenses. The Mhite Papiz- on legislation of medicines
pudlished by the United Xingdon Goveruuent ia 1967 stated:s “The
phamnaceutiosl revolution of the last thirty years W introducing
poverful and valuable new mediocines, which have supsrseded nost of the
traditional aedicines, has given rise to new problens for whioh owr
oxisting legislation m never -designed. The need for grester safe-
Buards has ben zecognised in maay other oountries.®
u:mmnmbmm»m.momm international
eharacte of the pharzaceutical industry and the prectics of nedicine,
whioh means that 20 longer can efficient comtrol cystens be linited to
an individual caumtry or even the cajor manufacturing countries, us o
systen nust be devised that is adequate to give world prostecticm.
Countries without & pharmaceuticsl industzy, or these developing comtwies
in the initial stage of establishing an industry, must not only have
tdaquate cantrols for their own nanufacture, dut must ensure that




products imported into their territory couply wiih equivalent standards.
Murthermore, those couniries whidn export need o know clearly the
standards they nust meet, and even vhere exporting to countries withous
standards as yot, must easure these is no lowering of Quality. This is
Rot oply for their own reputaticn, dut is & duty, a duty which cuss de
recognised in lav by exporting end izporting countries alike. This
zaises the question of standards for domestic use only snd the question of
Teoiprooity and unifornity in standaxds, which 4s dealt with ia Seetviam 4.

A:ammmemmawmmmm
m.muumumwmm. for amuple,
atmwmmmﬁmtmm 12 theve
ucmumumnnanmmm.
#hould be dene by other neans and not incorpereted in legidlsties
Wtommwg officacy and safety of pharmscsutieal
prepazstions.




gaerion 1 (b

IAIZF REVIZY OF HISTORY OF :IDTOTNE CONTROL

weiieins control wun relavively simple prior to the pharmaceutical
revolution, and such ccatrcol nainly concisted of zeasures to ensure that
there was RO aduliteration of vhat were chiefly vegetable diugs. The
Imowledge of alxaloidal and other active oontents of drugs was Sparse,
and the type of controls axercisel untii well into the twentieth centuxy
oould %o oarried cut by the pharuacist in whe hospital or pharmacy.

With the developaent of manufacturing and wholesaling of dwugs in
the ninetesnth century, it was considered necessary to establish seme
standards, and many of the pharmacopoeics oziginally prepared as desks of
recipas, reference and inforaution for the medical and pharmscsutisal
professicn wers selected as legal standards. In zany cowmtvies e the
Continent of Burepe, where the profession developed earxlier tham ia We
Anglo Soxen countries, net only national law but the professicnel mmlee
of the Governaent bodies gave pharusecpoeias amadatory effech &t en eawly
dete. In the Anglo Saxen countries there was & tendeney to oomtvel feod
and drugs together, as deing rolated iteas vital ¢o the pudiic for health
and life, For example, in the United Kingdom there was & Food and Dewge
Aot of 1675 which instituted control, and ocntrol of drugs in the saia
has desn wnder food and drugs legislation until she Medioinss Aot passed

caly in late 1968, Canada, Australia and New Zealsad ané other Commtmweal®d

verritories had similar food and drugs lezislaion. In the United Statves
the first real Pedoral control was under a Food and Drugs Aot of i’“s

and even today, although drug coitrol is mcst sophisticated and advanced,

it is governed by a PPool, Jruz anld Coszaetios Act. The relatively simple

n:stu:c of the controls wes showa by ithe requiremeat in 2ost oases that

tne drugs 30ld "should not be to the prejudice of the puxchaser'.




Rezulations coverliiug quadiyy wid ¢ificacy in e wolerr sease,
wider vhat is now kueva as a ragictration systiex, devaloped in the
ainctasa~twentios, (rd ¢.o o the Sisot countries to recosnize the
aced to set ssandaric Jov pacrnaceutica. apecialities was Spain, which
institutcé a registration syotex in 1924. Spain had regulated import
of druge in 1864 and pronibited certein advertising in 1865. 4 simple
form of quality cantrol red wliwedy veen instituted ia 1872,

Tac Latin dmorican countries, possibly influenced by Spanish
sulture and practice, iastitutel regisidation of pharmaseutical
sposialities between 1920 snd 1950, cno of the first sophisticeted systems
baing that of Venesusla, incowporated ianto law ia 1943, After 145 the
registration systin began to spread throughout Burope, among the last
souassies $0 establis: it being Gernany and Eolland, fellewing wp the
eatadlishnent of the Oocamon Narxet with its need for harmonised pharmaseutioesl
iegislasion. In the last ten yoars, registrution systeams have spread
throuchout mueh of Africs aind aost of asia, Essentially, & registratic..
systen insists thai all pharzaceutiocal products are registered wita a
Coverament Authority, and the registrant when applying for peimission t0
sell must satisly the Auzaozity as 0 quslity, suitable controls, safely
anl efficacy. New drugs systeas, waich require the olearance emly of
aow drags, staried in whe Unital Sicies under the Food, Drugs and Cosaetics
0% of 1938, and %he uysver aodifiad slizntly vwas aecepied in Canada &
few years lates. A similer systea of new Cruz application is in force i
Indda, Peliistan sind the Gc:m;;raa:ﬁh ol ausitruiia.

‘ Franoe, in 1941, inciituted a psrticulerly French systea, known as
the visa control, which will be deaald with wore fully later.

It is fair to say a% the present time, now toat a legal system is

in force in Crest Sritain, that all the coustrios manufsoturing and




¢tporting pharanascuticals have resulavicas covering quality and efficeay.
4 sreat nuaber of the imporiing natione aave regulations, but thexe is
wile variation and i many ceses these latter rezwlations are net

disisned gpeeificelly to sako into accouit the needs of a modem, develeping

prarazascatiocal indusury.



SEQTION 2 (n)

WORK DONE IX s FILLD 5Y THS VORLD ESALGE GROGAIZIZAMICH 4D

The VWorld Health Organization has fox & nusuer of yoasa takaa o

strong intersst in the coutrol of pharsscoutical speciali:ic. und has
ocavened 2 nuaber of ueetings of expert jooups to oluGy ik ucations
involved and aanke recomueudations.

Ia the early ninetcen~fifties the tnea Chiel Phar.aciui to ilae
Oxgmisation made an inforaal srrengeammt with the major ;harusceutical
emufacturers, principslly ia Surops but also in she United States, that
they would sead hin copies of their Scietific Memcrsnda [taciu.isal dase
sheets) relating %0 nev produsts. The inforwation providod would be
soufidential, but made avaiiable in suitadble form to help develcping
countries set up coatrols for pharmaceutical produsts. Tho Scicatifie
Nenovends would also assist im the preparation of she Iuiarnational
Pasascopoeia, shioh has besn pudlished in two volumes axl estaolishes
standards for those eountries which have 8o far not produced thoir owm
phatnaseposia, or sdopted she pharmacoposias of obher eouwniries,

In 1957 & study group was established on the use of spoecilicetions
for phaswsocutioal preprrntions. This group occusisied of Goverameat
experts, amalyets frou industzy and the colloges, snd their mcsozxendatiens
wele publishad in the dosuaent "Use of Specificasions for Pharc.ceutical
Proparetiens”, Tochnisal Report Series Fo. 138. The repors eovered a
seviow of the situation in certain countiies, the exsaivation of
phasmaceutical preparations and possible future action by the World Health
Ozganisation. Reference was mie to the omntre for authmtic chicaical
subetances, definitions were deslt with, and the essential requircionts
for the introdunotion on to the markes of a pharmaceutiosl praparation vere
8100 sovered in gemeral part. Detailed statements were sade on inforastios



ca cnalytieal, physico-shemical, zicwodislegicel, sharzacological and
orthor cetneds; of eonmirzoi, tosciner wita ctatements on the organizatioca

& a assienal control authorivy.

[«

Tn 1962 & teennical maevdng w0 desi with She quality control of
saeznasautical proparations wos aend, and the findings of this meeting
weme published in Technical Report Series Fo. 249 antitled "The Quality
Seatron of rharnaceutical Proparciicmc".  There was a review of the
cencral situatica regarding quaiity control, definitions were dealt with,
and alco the problan of coatrolling new pharmaseutical preparaticns.
Siservations were mace on ths raaponsidility of pharzaceutical
soaufasturers and the naccseity o astablish tae szlety of new pmﬂm
rreparations pricr to sale. Grg&:ez avsenvion vas paid to methods for
she exazminition and aneaysis of phasasentical preparations; particular
20ints reoeiving study were orficinl methods, analytical methods used by
<ho ssaulacturer, need for stanicsiizeticn of methods, modera physico-chenieal
cethods of coatrel, biolosizal ani bastericlogical methods of control, snd
the seod for new mothods of quality coatrol.  Suppleaentary requiressats
such a3 labelling, inspection and the orcanization of services for offieial
pharcaceutioal quality ocontrol were dealt with.

As recently &s November, 1968 a further oconfersnce om quality
oontrol of pharsaseutical prejarations osganized by the Yorld Health
sganization was held, the report of which is 8o far not pudlished. Amomng
thase §.tcndin; were representaiives of the Cocuission for the Ruropesn
Cozammities the Souneil of Surope, the lurcpean Free Trade Associstion and
the Internstional Pharmaceutioal Foderatiom.

In Jammary, 1958 a very detailed ruport by the Director General on
tho control of the quality of madicexcnts was published under reforence
E3'1/38. This covers requirozcnts of an administrative rature dealing

with manufactuge, export =nd izpors of prarmaceuticals, and certificatiom.




Ia i ennexe it cortaing detailed rocommanlations eoncezaing comtrol,
suoh as speoification of the firal produc: and raw zeterisl and
inserzediates, sonsirol of production and decailed rulcs ¢n good
savlaotundns prasiice. Theose ditailed ules on godd waulfacturing
practice illugtrate an aspect ol cwnirol ich is receiving incressing
attention, and the cubject has becn stuci.d also By cthar international
bodies. 0ood mecufacturing practice is 130 incorjorated in the Tnited
Stases legislaticn, but pogsidly this Worlc Lealth Organization Teport is
one of the most copprohernsive documents so far availadle on the sudject.

In 1967 the Sciemtific Oxcup of the Vorld Health Organization ia

Technical Repert Series No. 403 made Tecoumanéations, including one that
10081 recesrch cocmittecs should review tue purnoae and Lesign of elismieal
trials, ané procedures should de dosizned to protect the patient and
investigator detter than existing lsws. It was aleo considered that
better reporting cn adverse resctions should be sought. The World Health
Organisation aleo has a Soientifio Menitoriag Group on lonitoriag of
Adverse Drug Rsactions, together vith a procedure for notification %0
stxber Covermamts.

The Vorld Health Orgenisation also publishes quarterly in Inglish
and Preach the Internationsl Digest of Bealth Legisiation, whioch deals
not only with quaiity cantxol fat covers the whoie field of laws (ad
rezulasions affecting the zsnufsoture, distritution snd sale of
pharmsssutioal products. ﬂholthotots.nmmsﬁnmmm
which ave imvaluable, an illusszatics beiang Volume 19, ¥o. 3, 1968,
which has an article on comparative heslth legiclatiom, including sdvertisiag.
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Althouzs the Torid Fealtn Ougoaizat.on is the wost iaportant of
the intarmational or ciizacicrs working or. the subject of quality contzel
ené has probably gon deessd into tie onw liic question of analytical and
curlity cenirols, a mw.btar of othar Goven wontal ad jucsi offisial bodies
have studied the quosiiun, some witi &ai <313 o the aluiniatrative aspects.
In any system of coatrol invelving quinity and efficacy ca adequate and
well designed adzipistrativae simuciurc i3 Juccsaary.

Thoge ercanizations daaling wiin the question iaclude the Crganizatiom
for Doorcaic Co-opevacion end Ceve.ozment, tho Jurcpean Zooncaic Comsunity,
the Internaticnal Pharzsaseuiical Federaticn, and ke Pharmaceutical

Industries' Association in iPTa. Set cui below is & suamary of the work

and main recomméndaticne made Ly these bocies on the question of registretica

of pharzaceutical spocialitica. Che ézphaais on specislities is due to the
faet that National Tharmuconoelas, the aiwmational Tharmacopoeia, and
shortly the Buropess “harrecopoeis, act standarxds which are considered as
adoquate for gmeric drugs, and in respect of these tho main requireams is
for adequate amalytical and control jrocecurss. Recozzendations on suth
procedures will be et cut later in Sectica 4.

The Comnsil of O.E.C.D. st typ an el hoe Faarnsceuticals Coumittes %0
d0al with the questica of product rsristretion and the labelling of
pharzaceuticals, principally from the »oint o0 view of standardising
procedures based on the best and regcardcd as internationally desirable,
and with a view %o &ininishing any reciriciions on the froe passage of
pharcaceutical products botween sember covatries.

3
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In their docuzeat CP/F(62)2 dated 2 August, 1962, the
following resonmendations war: wuwonHted Jor comcideration by memder

countries.

All zpplication: Jor o-cicumasion «f a pharmassatiocal gpeciality

shculd be aecczpanied Ly Gotumc.ts souitaaning the following informatiom,
which is to be rogarded oo nocussery anc adequate.

1. Baze 2l edéress of e wrmwloliurer O resjyonsible imperter.

2. Eame of the specialiiy.

3. Desoription of the phaxmaceutical preseantstion.

4. , Information concerning ichelliing anl pasckeging.

5. Declaraticn of the cualitative ani quantitative composition of
all ingrediexts.

6. Statezeat of qualitative and quantitative testing methods %0
Yo exployed. |

1. Statement of stability.

8. Theraoousio indicetions, cuntre~indications, side-effests and |
9. Results of pharaaceutical, paysiclogiosl and clinical teste of
sy origin of cdeguate reliability, showing in particular thet:
(a) the therapeutiio indicaticus aze based om nedical faots,
(v) she product has no nerzul effeots exceeding whas is
acoeptable in ihe prezaat state of medical knowledge.
I% 18 of no uae having alaguate controls if a aystem of supervision

48 not exercised, and one of ihe 2a03% coomonly used methods of suzervision
45 & olear declaration on latelling. The icbelling should give required
information t0 Govemnment Authoriiies, doatoro.‘phﬁnnutﬂ and others
concemned, thus £acilitaiing a check en the proluct as well as providing
pecessary detuils. 0.2.C.0. in .anaxe ZIZ to CP/7P(62)2, set out their

oriteria for 4he ltuslling of suzrmaceutical specislities.
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The Toliowing 1ist gives tua zuxisan inlorwatica whieh, from the
putlic heslih point of view, shouil hava %c be showm by law on the
sutside of a pociaje ecntaining & rusrnaceutical speciality or en the
coazaimwr (botsle, tute, etc.) ccntainiang the speciality.

Mig 1ist should not be conailered to preclude the insertion e
1sdels of other information (sush as price data) which natiomal
resulations require to be show:, insgoler az this additicasl data is
callcd for on grounds other thun those of public health.

It is recogaised that the iufcoruation 0 be included ca sapoules
ané other smsll ccatsiners must be lLeft to tue diocretion of the
autherities.

1. Rase ¢f the speciality;

2. Composssisa (Zorsuls)

(a) qualitative

i of astive prineiples;
(v) quantitative

3. 2oference nunber for idintifying production
(batoh mmber)s

4. The aundexr of the marketin; suthorisation
5. Nexe and aldregs of

(a) “onufactuzer
or (%) lesponsidie vendorp
6. Restrioted distriduiion, where applicadle;
1. Pharzacsuiical form and contents)
This daforzatim should caly be shown on the outside of
the package. it should be zoted that, under the
!:I‘mesiaa rag.lasions, 4na prarzaceutical fora and contents
should s ind.sated oa botiles, ‘ubes, eto., waiiss the

oontainer is vary small.




5., ethods of uas;

5. Date of expizy (4f neceasary);

20, Spesiel conservation precautions (if necessary);

11. Special distinotive carks under legislation relating

t0 poisana and naxrcotics.

Lainy

Tae jalormecior requived wuder Itexs 8, 9 and 10 should be given
awmmcalwammwnmmwm
speciality is belag s0ld.

It will De noted that the reccunendstion on lsnguage is restrieted
0 Ztezs 8, 9 and 10, and it may wall u;um&mmm
s fira recezaendation on language or languages should aot be made in
reapect of some of the other itens.

0.2.0.D. in sddition %0 setting out requireazents in Tespest of
doounontation for Tegistration and requirements for ladelling also
establithed oriteris for zesistratien, and these were set out in docusent
¢{81)106(Pinsl) dated 27%h Septexber, 1962, The criteris ades

axfiniticn

A ptarmaceutiosl speciality is auy medicine vwith & specifis
sezpositicn, prepared in advance and offered for supply to the publie &in
a distinotive pecking apé uader & trade nane.
b sogumentetion for resdsiration

4n applicaticn for registzeiion should be scoompanied by documents

showing emong others that the product has ao haraful eoffects in normal
conditicns of use.
2. 13 %) reristpantics procedare

Pine 1inits should be fixed by the comzpetent Authorities in the

variocus Lezber oountries for desling with registrstion applicstions 80




that aduinistraiive delays may Lo avoilled in the intoresta of publio
health. The tine limits edopled ty the varicus Mexbers countries ahould

ve ssanlardized and shoull be as short us possisie (for inssance, 60 days).

An application for vegistrition ghould only be rejected for
Teasoas of public healih and not for esonomic ressons.

Turtharaore, aa appliostion should not be rejected on the following
£younias

(a) a0k of sucical asod,

(v) the Laot thal the prodict La aot relistered in other

sountdies.

iy wejcation of aa apiplissviea for registration of a pharmeceutiond
eneainliity should be Justified. There should be provision for an appesl
in the evant of rejection.

4. Dunogasion, withdraze,
Rogistration of a spesiality wila a view to diztridution may be

suspended oar withdomm 15 tae suthozities find that the original supportiag
dccuaonts presented do not correspond with ihe fects ccncerning the produst
SR Al the product o longer corresponis with these docunents gp if the
product, although used as éireated, is subsequently founi to be haralul to
public hcalm a3 a result of ssienstific or therspeuvical inovwliedge g2 AL
adslending nudlicity continues to de conducted after wamings have bem
Jive.

Bxaepting eny untowazd circusstancss, there should preferedly be o
time linit for the period of regiatration.
- B Yiwdnz of & gnociality

Tho naniag of a pharzaceutiocal speciality, end especizlly the free

3noice of a trade nane, 3usjedt to international conveniicns, should be




vasteld dn the nanulacturas Lt no naue walsh is likely to be mialeading

ghould Beo ehosan.
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<.2:Ce i3 the Common Narhet and must, under the Troaty of Rema,
hornonise 4ts legislaticn where poasiblo, and one of tha sudjects which
regoiveld eaxliar attention waa that of phamuaseutical prcduets, and
particularly the registration of them, 80 that adequate controls can be
sxercised. It ahould be notud thal although tz'm sxizasy purpose of the
work was harmonisaticn, novertheless each of the nmexbaer countries
Jozncernal was anxicus to casura that any directive should give sdsguate
seetastion frez tha public health sodnt of view to their nationals.

The Joumal Officiel des Communautes Duropaennas ¥o. 369/65 of
9th Debztary, 1965 contained the Council direotive on regzistrasiocn,
¥o. &5/65/CaE. & free translaticn of the directive is as follows:

irtiela 1l (Articles 1 and 2 deal cnly with introduotion and

definitions)

¥o speciality siaculd be placed on the market by & mecber State
without an =suthorization having been previously obteined fxom the
soapetent Authority of the zember State.

ixtisle s

The person reaponsitle for introdusing the product on the asriet
should aaka & request to the coupetent Authority, subuitting the followiag
docungitation:

1. Uase and registered alddress of the responsidle person, Or

wheTe applicadle the manufsoturer.
2. Yace of the spaciality (brand name or gmeric nase assooisted
with tho trade cark or naze of the casulacturer, o &




seientific wane Gssovdalow wish the truie cark or rame of
LA2 GRAGTGS vulCl )

o Qualitative Lid UL vaveldn s SoEDSAtica Wl wld dngredients
¢f the sposiality ia waswad terud oxelucing ovap.icated
shenical foluulee sad wiih the faternciizaal ceanon name
reccanonded by the W.E.O. whsre such azie exiass.

4. Swuary deseripilon of the rethod > prejpanatica.

5. Therapiuvle indicativag, contra-indisuticas i sscondaxy
effeots. |

8. Doaaje, pher.ateaililel low., mothod wat zouss of aduministraticn,
aad stabilivyy A Undn letiex ls loce thon thres years.

7‘. «ethols of sontrol used by she marufacturer (analysis and
estimation of the ingredientc of [inicued product, specisl
tosts, {or example, sterility tesis, pyrogen tests and
dotoduinatica of heavy ustale, stebility triale, biological
and toxicity trial:c).

8. Results of the following trials:

physico~chemical, biological or niero-diologiocal
phamnaoologisal and toxicolerieszl
eidntecl

an addition, bitiiographical docunesiation rcolative to the

pharzaselogical, toxicclogical and olinicsl trials, presenting

rosults as fo.lovws! '

1) In vespoct of o speciclity alvealy exploited and having

veen triad zufficieantiy for the effect on oan, insluding
8ll effects sscondary, and appearing in papers and
Journals,




..
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11) Por & aew cpaciality, 21so tho compsiition and active
principles #hen they cre idantical %o specialitice
already .ciovn and exploitad,

124) In the caze o a new sjaciality, iacluding ingrediants
vsed for the firet time, alrcady associated in
proporticn coaparable with medicaments elreuly

sufficiently tried and exploited.

() In respoot of ~ new spooiality sontaining imown ingredieats
tut those whioh have not alrcady been used for therapeutic
Jurposss, conplete docunantation on the trials oonceraing
these new ingredients.

9. One or nors sazyles or ze0keups of the sales pack of
he pharpacsutical speoiality and any printed matter it
is p»oposad to inelude with it.

10. A docunont which states that the manufacturer is
sutherized in his om cowntzy to produce pharmaceutioal
speoialitiea,

11, Aa suthorisation for sale obtained for this pharmaceuticel
specfality in another mozder State or in & third countmy
viare such cuthorization exiasts.

Artiodes § « 12 inolusive are meroly o2 administrative office procedures.

Containers and outsile packagos of phaimaseutical spscialities
should carry the following indisationas
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1. Jdape of sae codcialiiy, wiviher 13 @ & tradc aack or a
seientific ~xle 2szociateld nth the itrade zark or name of
tha moasfic oo,

2¢ laxediatoly advur The oz o tae spetiality the qualitative
and quaniitative composition of tihe active principles stated
cither oy comlent <2 eugcivnge.

Inteonational commoa el Jusoumondes by the W.E.0. should
be used whera thase exiul,

3. A referesce nuaber to ileslily produotion (1ot or btateh
auaber).

do The rezistration number autucrizlng sale.

5. Jmne aad zegisterad sddress of the reapoasible persen

o er vhere appilczule the swulacturer,

6. Nothod of sdministration.

T+ Expizy date for specialitien vhere stability 4o lese Y
thres years life.

8. Stezage precautions where these are applicsble.

T phasmaceutical for and the content In weight o velume
or in units oan D snowm on the cuvside package oaly.

Whon it 48 & cucstion of amtules, the fngicatione set ous 4n
Article 1) may be placed on she cutside paokazes The costainers need
only oaryy the following:

the nane of the speoiallty, .

tho quantity of active principles, |

the method of acdministration,

the expiry dute.
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2 %he case of suall conseiness 09237 haa capsules containing
only Snd wose ead on which it is izposaible te zev outl ell tue requirexzaats
of Lxviile L4, fha roguiresenus of artdelo 13 are gpplicable only to the

cutsiic container.

el . LLaCPh
The Councii of Zuropa, whioch couprises the six Cozaon Warket countries
with Svitzeriand anl the Taited Fiagdom, Laa »ratilicd the Purticl Asroenment
on Pharsaceuticals. Of parvicular interest is %the ocllaborative revision
By the Swropean Prarzaccposie Cozpissica of pharmacoposial stancards.
Shese will boecae the official stundands in eack of the jartioipasing
occuntrios and will replace the sxissing zenogrephs in their respective

national pharaacepoeias. The first volume of the Burepean Pharsacoposia
is now in the precs.
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The Industrial Pharsssists Sestion of F.1.P. was samng the fivet
of the interaaticaal wuumummmmmm um
and wosied ¢losely on the subject with the F.I.P. Speciality Gemsreol
Goriission «nd whe Scotiem of T.1.P. couposed of Direstare of Contzel
Lubozatories and Directonra of Pharsasopocias. 4 world survey was made
in 1958 ocowiring procidures and oontrois throughout zost of the eountwies
then having lesislation amd arising £roa the work end stundies & document
vag sudbmittod to tha Cenercl Asscadly of X 2. in fezioader, 1958 and o
resolution adopted recomrmonding :ao governing bodies of pharzaqy to
ocnsider sympathetically the views put formaxd. As 2 nouver of interess,

tra report produced by the F.I.P. vas usad &t the neetiass ol 0.5.C.D. ad
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Z.2.C. on the subjoat of control o pheruscsuvicol iyscialities, and
comy 5 Gl BECSITINOLIAARS aLdiue.  Tha seeemzandztions in respect

0:‘ R LU ,_‘\‘.‘ e * ]
- e et iaten 20U w... PRI IS

1. The gqualitative und guintitative coupociiion declared in
corenly accepted no:er.clatlz:re, snoluding sll the ingredients (sotive
urinsiples and excipients).  Soiubilizing and eawlsifying agents, eto.
srould De seciurod vo the Jrug Consrolle: im order to Lelp him to check
Sue DTOSMCE 4a quertiea -nalydicselly, but smo decLeration of these should
Ve requiszed on the labal, apaxt :‘:-c{:. those oonsidered neceasary bWy the
scne2ei sexvice. 4 is for th.e protestion of publis heaiih that ne

inzreliont should te permiusible wadch hez rot bean declired to the Img

Sontrollcoe, % 23 this is valussle zanufacturing know-how this inforsation

should be treated as coufidential.

2. The ficld of indications and dosage.

3. Contanta of each packaZe size.

(to she pudlie or restricted %o the practitionen).

5. A& saxmple of the speciality, together with the raw
(sotive srineiple, ani exsipients 1f neccasazy), in & guantity suffisims
for she purpese of analysis.

§. The draft of the package, ladel and leafles. Whem
sdvertiaing is planned, tae dreft of ithe publicity texs.

Although the ladelling of speciclities is stricsly sutside Whe
ruxit of the Sub-Couzittee, it i35 thouzh: this matter shouid be studied

ned By the Sub-Comuittcs or inat the >emit of the Sub-lomaittes
wniforicy of l:beliing of poiscis ciculd be exteaded., Tuay soacider
what ~ label ahovld saow, frea ths ragistratior poiat of view, the

Jolisuwang pointa




() The acnufactures's nese.

(b) For izmporied products, tis name of ho agent.

(¢) The mention that the speciality Las been o’ Micially registered.

(8) A nwaber or referenso allowing cne to itsce the history of
wanufactuse,.

T A cortificate of oriuir and acoeptability issued by the
appropriate Governrent Departaent of the ccuntry of manufasture.

8. If a speoislity cmtains substances or cosdinatioms thereo!,
the soticn of which is not kzow:, 1t is required o furmish in sdditices
(a) Pudlicstions or works rogarding the pharmscologicsl seticm of
 the subutances and their toxicity, elinicsl reports om their

therapeutio efficsoy, as well as sheir side-effects. (It s

desirable that cxperizental and ¢liniocs)l pudlicstions of resl

selentifio value should be acospted intermaticsally on &
resijzoosl bdasis.)

() 3£ the substences or cobimations in question exe mew, the
pPhysico-cheziosl canstanis.

9. Nothods of analysis of the predust and 5 secessasy of the
sotive prireiples sad excipients.
) 10. Stctcmant of vespoansitle perecn ia e texvitexy (few
taperted profucts only).

:{mmmcma&- information which will be yresented
bWy & amufaoturer ooull de set out in one suitsble docunent, and they
sz ested that & standard inforcatiocs dooutent or date sheet ox
ssientific memorandum be accepted Ly ali couniries, and that it shewld
essstein the following in she oxder giveas

1. Qualivative and quantitstive cocposition.

2. Xeshods of analysis.




3. Paysico-chamical comctw.ts (S0 Bew SuDLILNces)e
4e The £i0ld 0 indisaticns aac ldszage.

5. Details of toxacity.

6. Contents of each racksge sizo.

7. The type of ;ublicity projosed.

™e 7.3.P. has slso studicd regulsticas melerring to good

papufneturing prectice, indlwding comsrol ol LniALv/. GLaLl VaeWS

and reccucendaticns are in line with ta03e of whe W.3.0. senticned ia
Seotion 2{a) and are alsc in line wiih tacse of the Frarmaceutioal
Industrite' Assoclation sentioned below,

L s T T et - T e e .« T
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fhe Pharssceutical Izdusiies' asscoiation, which 1s & Federstica
of the national assooiations of canufacturers from the nexber couwntries
of IMi, togethar vith the csesciated country Finland, have prepased
bosic Mulcy an pharraoduticnl legislaticn, including registraiion.

Their recccnendaticns ares

1) The reglstration of pharmsceutical specialities in & pudblis
register roy de useful for the supesvision of their sale.

2; I the resistr:iisy of e shorasceniicul apycoliality is legally
nedecsary, it tiouic not bo subiec. to exanination of aedioal
or eootnomiec aaaét .

3) An applicatiam for regisiraticn chould be acocompanied by valid
documents showing acong others shat she paarmaceutical mmw,
when used as prescriled, has no havmful effeocts exceeling the limite
which are acosprabls in accordance with existing medicel lmowledge.
Registration should not %e refused becsuse of way special conditicme

azscoiated with aa indiviiva. case.




4)

5)

§)

7

The intrcduotrica w0 the macket oJ a phuvauseutical apeciality
Lhould Lot bo wulga L) nae regilirelica procsdure.  Every
appaisavicn Jur veslotiation dhouwld Le CRacisad WAthIn a
poriod of 30 doye. TI Lo wathorivies have recsoasile ssuse
TS cuesticn ine vililiyy of (e locuments sutaitted wita the
applicaiticn, %haoy should e at lilorvy 1o excesd the prescridbed
time-lizit vy 0 = maxmizun o 60 cays to allow for completicn
of tie documentaliun.
If, homever, no conclusive odlecticns are riisad within the
seTiod of W doys, uhom who pasmiiceasicsl speciality miy be
Placed or she zaries after Lhe expiry of the eaid period,
2veTy Tejection of an applisction for regisiraticn of o
pharzaosutical speciality should be sdogustaly Jugtified.
IZ the spplicant congiders that the Teoscns Zives for rejection
e invalid, there srould le a right of wppual.
The rosistretion of s phurmacgutical apeciaiity should not bde
ande comtingent upea & similar ragisizsiicn having been
effected in another country.
The period of validity of registration of a pharmaceutical
spoelality and thus the right t0 4sll suok pharsaseutisal
spooiality should not de subjeot 10 any tize linit.
The State should, however, be catitled to prohibit the sale
of & phavmaoceutioal spooiality alvesdy registared if it is
estdblished thats
a) the documents subcitted in cannectica with the procedure
for registration 4o not corespond with the facts,
») n'l speciality already cz sale does not correapind, or
no longsr cotresperds, with the docuzents subcisted at
ke tize of ajplicatian,




0) 9 the speciality, vhem used as presoribed, has given rise
to harmful effects exceeding the justifiabdle limite,
d) gx mislesding information or advertising is being comducted
after warnings have been given,
¢) ¢¢ for non-payment of fees.
In the testing of sutstances, those analytical or other methods
laid down in a recogiizcd pharmaccpoeia should slways be accepted.
Furthezmore, the appiicant should te free to cite any other
teating method aveilable. If & testing method for the substance
in question is not given in & recognised pharmacopoeia, oxr canmnod
bs wsed for the pharmacoutical speoiality submitted, the appliosmt
u;t indicate & testing method.
T™he nesing of a pharmaceutical speciality, especially the free

ochoice of a trads mark, should be left mntirely to the mamufastures

Wt such & asse should in no sense be nisleading.

I8 i deooaing inoiussingly recogised that proper control of quality
40 Yot offected from the first stages in the sanufacture, and that the aim
should de to obviate any poseibility of error or lack of quality esrly in
the maufactuxring ssage rather than exercise s testing prosséure after
produot has reached the doctor, hospital or pharmecy. It is for this
Teastm that organisations such a8 W.H.0., P.I.P, and P.1.A. axe paying meme
and nove attention to standarde of good manufacturing practice and vy sweh
stendards are beginning to festure in national legislation, P.l.A. i £%
Plenazy Meoting in Stookhols in Juno, 1968, sdopted standards es follews.
Theeo standards, irrespective of any legislative contrel, have bewm
accepted By all member firms of the national sssocistion belonging %o P.I.A.




RASIC SUANLARDS OF MANUFACTURING PRACTICE
¥ PHARGACEVTIC AL IUNTRACRURING E ]
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AFPLICATION,

The Besis Stan®iode of Manufacturing Practice shall apply to the

manufacture of wll phvsrmaaa tizal preparciions intended for humen

use,

BPECIFICATIONS FOil Fit“ARATIONS

Prepsrations shal) ocompiy with the specifications eatablished dy
regulation or which are accepted by the appropriate Authority in
the sountry of manufacture.

Produots wanufactured for export shall comply with any additional
specifications which may be required by the inporting cowatry.
FRRSOMIRL,

Each establisheent sunll employ sufficiemt perscnnel poseessing
adequate eduoational, technical and practical attaisments to
maure, and maintain, the idontity, safety, purity snd quality of
the products asmufactured.

Key parsonnol shall hoic such qualificaticas as are recogaised
Wy the law of the countxy for the supervision of semufscture and
oontrol of the pharnaceutical products menufactured ia the
establishamt.

Key perscnnel shall have wpecific rcsponsidilities and sdequate
authority to discharge those responsibilities.

Decisions ocomoerning approval or rejection of materials must rest
with the person responeible for quality ocontrol,
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4.3
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4.2.1

4.2.2

4.2.)

4'2!‘

4.3

4.4

4.5

4.6

4.7
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PREMISES AND SACILITILG

Buildings shall be of suitable consizruvotiun and be meintained in
e hygienic siate.
Premiscs shail Lo of auwificient sige and adeguate facilities
provided to eneurai-
the olear Jdiffercniiation of raw meterials, bulk produotis,
lavels, psckegin materinls and finighed goods both in
storage and during piocessing
thuti crosg~contamination of §reducta does act ocour in
wanufacture and packagings
the control of air humidity, oxr other atmespheric conditions,
where thia is neccsuvaxrys
that appropriate procedures nre observed when assptio
techniques form part of the mf.gmriu procuss.

Hygienio garments shall be worn by all staff ia processing and
packaging areas.

Handwashing fecilities shall bo provided in all aress.

Other sanitary and toilet fmeilities, and eating places, shall
not fom part of sreas in which nmufeacturing proossses are
oarried out. .

Quality control shall be provided through a funetionally independemt
amalytioal lavoratory provided with sufficient equipment to carry
out all necessary asiaye and taests.

If, in exceptional circumstances, the services of an independent
laboratory are employed, the testing shall be couparable with that
which would have beean undertaken by the msnufacturer.



5 BRRIPMGNT

5.1 Equipment shall be maintiained in & hygienic comdition; 1t shell
be non-reactive in reapect i paterinls Leing hmélod‘ and
oonstructed so as to be ocapable of easy and efiicicnt ocleaning.

5.2 Veighing and meussuring equipment shall be of appropriate ascuracy
in zelation to the work being carried out and shall be subject to
pexiodic testing.

%3 The arrangmeent of equipment for finishing and paokaging shall
iacorporate sdequate safeguards to avoid intermizing of differeat
products.

L

61  Systematio procedures shall be eatabliished to oeatrel at all
agprepriate stages of maaufocture, the idemtity snd quality of
oach product and its rev materials and other components.

6.2 Thees procedures shall incorporate sufficient indepemdent eheoks
o2 neshaniosl safeguards 0 eliaimste dependence upon & single
individual at all oritical stages in the handling of rew saterials,
paskaging materials, materials undergoing processing, snd finished
producte.

6.} Bach producs, ite rew materials and other ecmponents, shall be
olearzly identifiable and securely labelled ¢ all stages of
saufacture, storage and transportation.

6.4 Mok product shall have & aaster formila safeguerded ty & porecn
of Jespomeibdilivy.

OGopies of the master formula required for working purposes shall
b prepared in & manner, e.g. photooopying, which will eliminate
any poesidility of srehsoription exroxs.




£.5

6.6
6.7
6.0

6.9

6,10

6.1

6.12

6.13

Batol records niall be maincained trom which, Ycgether with

other records, it +hall Lo readily possible 1o ascertain in
respsot of any batch of any producti-

the date of mapulsciiva

full manyfacturing Jotal’ls

the origin of all raw materials and

other components.

All releveat records snhall be retuined for the period required

by law, or other agroed period, in the emtx: of samufactuce.
Stooks of incoaing vas materisls shall be differentiated from
those raw wsterials approved for issue.

ALl yew materiale shall be kept separate from saterials wndergoing
processing.

Records shall be kept of the use of the mkuuﬂdls such
records shall make provision for the eignature of the persca
responsidble for weighing and isaue,

Representativo samples of all rav materials shall be retained for
the period required By law, or other egzeed period, in the comatwy
of nanufeoture.

Dasches of products snall not be split, or ecudbined, during
sopufasture unless the peraon respongidle for quality contrel ia
satisfied that vecords of such operations exist for future
refavence.

Records of all operations or amaterials shall be eigned by the
person{s) carrying out the operation(s).

An adeguate number of snmples shall he examified during, and after,

sanufacture to ensure, in recpect of each producti~
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Uniformity of composition
Correot proportiona of ingredients
Uniformity of dosage (in unit dosage pxeparations).

6.14 Yields of products shall ve carefully couwpared with the input of
rav materials and any abnormal disorepanoy thoroughly investigated
and accounted for,

6,15 Representa‘ive sauples from finished products shall bo retained
for the period vequired by law, or other agreed period, in the
comntry of manufacture.

6.16 The departaent resyonsible for the issue of labels shall be kept
uu; adequate security end all issues therefrom shall bo made by
& Pesponsidle persca.

6.)7 A procedure shall be established for the issue of labels to easure
that 1adels issued correspond with the produot being packed.

6:.18 A procedurs shall be estadlished t0 safeguard against issued ladels
beooming interaixed before and during use.

6:18.1 Ladels of final containers, oi the final containers theaselves,
shall bear & distiagaishing sark t0 emadle the history of the
cntente $0 be readily ascertained by referencs to batoh
records.

6.18.2 Bech distinguishing marks suss de suffioient to ideatity a
partioular batoh 1¢ it is necesssry o withdraw that dasoh
fron open ealo.

6.28.3 Safeguards shall be oporated t0 ensure that the correst dateh
susber 1s applied to lebels or final ocatainers.

6.19 Procedures shall be estsdlished to ensure that packaging lines, tables

and squipamnt are free fron materials used in previous operetions.
€.30 Procedures shall bo established to ensure that the contents of
filled oontainers are ocorrectly identified.




U 21

6.24
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The number of firal paokagea shall be careiully compared with
the number of units which the baten was designed to' prcduce.

Any abtnorwal discrepancy shall be iavestizated and satislfactorily
agocounted for.

Pinished packages shall he differentiated froa peckages passed
for sale until approval has bdeen given by the person responsidble
for quality conirol.

The procedure for stock-keeping shall be such as to prevent
preparations of uxluiy oid wanufeciure belag relessoed for
distribution.

¥here necessary, products resdy for distridution suall be
periodically inspected and tested to ensure that deteriovation
has not taken place during shelf storvege whiiet awaiting Pelonte
for smle.




SECTI0N 2
REVIEA OF THE THREE LAIN 8YSTZ!3 CF REGULATORY S2.TTITS KOV
S JORCE,

\1®

Control is exercised over ;harmaceutical srepiratioas bWy saree malor
nethods, being a) new disug subdaissiono; b)) procust registratics; ¢ the
visa system. The fundamental aiz of all throe systeas ic ihe saue, i.0.
t0 ensure that pharanssutical producis Kace availsdlie o the professicus
and the puhitc satisfy definite oriteria a3 o quelity, efficaqy and
safely, snd the wariations in proceduse have growa ‘woa the wiffevent iypes
of nasional legislation and the type of paarsaoy ani pharmeseutisal industry
fomd withia he tesmiteries. A detailed swrvyy illuetrecive of these
Wpes of eantes) L0 net owt i the foliowing peges.

Fer $he nost past contrel is wmezsised culy over pharsaseutical
pociuste intended for sale, But in & fow countr:ies, notadly the United
Nates and Taited Ringlon, appooval is alse needed %0 take & preduct So
e)indsal trial. Although the information vequired for approvel feor
eliatenl wial 1o lese than that required for apyroval fer aale, thewe is
& Sendeney t0 senplicate wtat 15 & nesesseny otop ia the develojuent of
phasasesutiosl preducts and & utep vaish s elosely sujervised Wy trained
ohoorvers wadertaling what 18 veally o researah projest.

0o V.65 Joosciuve for appuovel for elinical trial or for
“lavestigimiomel 4suge” o8 thay are refesred 1o ia the Aes, is set ous o
9 44 - 47, It is enggested that developing comtries shauld acsept
a0 dsuge (sad enly new Grugs should be subject to eliaical trial ceatol)
for elinienl twial provided 1) thaat the new drug Las been acoepted clreedy
fon olinisal trial ia & coWMdEy exervising oontrol over trisls; ii) o,
thet the applicent has sudnitted eviience om analytical oontrols and
tedieily) 1i1) end that the trials will be carried cut by registered

puastitisneme 0¥ ia approved hospitals.
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Details of the threo .uin systacs faliow aau it will be seen that
thc "mew drug" procedure ise roc aw’ficientl; wide for a developing
country baocause of ifs resirioticn 3 new drugs and the d1ffioulty of
defining such in ti.a contoxt of B pharmiceutical induscry in Aevelopment;
alao for some iiwme tnere way poss.hly be considerable juports of
finished products. The visa (yates a8 vnsatiefacioly painly becauses of
its reliance on listed expert: rather Lhcn on the responsibiliiy of the
sanufscturer, which shuaid be the m.in considaration.  Purtharsore, it
is doubsful if a suffioient nusber of experts would be available.

The suthor aonsiders tuat s developing country should rely, for Whe

protession of she pudlic, on & sensidle and reslistie jrocedure fow e
regietration of pharmsoeutical products and the resommendations ia
Sestion 4 ave designed to that mnd. -




The oontrol of pha.mansuticals by approvel of new druge is found
esammtially in comaon law countiries, Q:g. the Jaited 3tates, Canada, the
United Kingdoa, Australia and India., The United States wan the firat
oountry %o set up & procedure for approval of new drugs, eand in the
following pages the detailed aysien of coatrol is set out, The contrel
of quality of lmom drugs, for exaaple, products ia the pharsasopoeis oFr
genarie naned drugs, is exurcised by food and drug legislation on quality
eentvol, sinilay ia neny ways %0 the carly food and drugs laws of the
United D%ates aad Taited Kingion. It was the orgunic chemical revelutien
alfter the firet War which set W & nood %0 investigate ware closely the
conpleox nov dsugs soning on o the sashet. The United States hes
extended the e0ope of 1%s legislation teo cover not only new dMgs, ut aee
uees for drugs alresdy Imown, and thio has happened in other comtiries
also. Uesmtially the ayeten Telies on adequate documentatiaa, o
moviedge of the company sehaitting the applivation, and whewe feasidle
tnepestisn of the prenines, ind an oxpers assssanent of the ovidenee
sslnitted. In the Snited Stetes, samples mnd analysis ere aot pest of
the emntrel aysten, and such procedur:s would only arise in the sase of
susposted Yreach of the law, No particular legal forms, sush &
legalindtion, stanped paper, offidavits, efo. are ncesssary, altheugh
the applisation sust e ia & apecified mcnner, making use of the
appuepriate forus when nessssary.

Podovel logislation in the United 3tates 18 subject to the doetrine
of Btate sovereignty, and therefore ccatrel of dxugs at the Feierel level
oo only deal with inter-etete traffic. Intra mu ccutrol of dvuge




rests with the Suate Legiulatars, 2un w0t Zuaten ave enictoo similar
>

legislation to the Fodural Pood, Tougs w.d dcumelice Act. ter-state
means not only vetween the v.rions Gtate: of the Uraoun, but aiso export
out of the Union and L port Lito the national tercilery.  Therofore,
products iamported mist conply witih the yequi~ements of the drugs oontrol,
and products meaufactured in the United Statos, even L€ destinad for
ovarseas oouniriaes with d4iflerent controls, must, decause thoy are intep=
state, satisfy the requirements. There is » tenduncy to eonsider the
iaplementation of a system of approval ov registration of all pcoduots,
new or alresdy knowm drugs, and, in fact. the "grandfather"™ clauses of.
the Drugs lmsndnent Aot éo Mdc for the eventual sssessment and
slearance of all pharmacentiocal products slready on the market.

Canada, whoge original Pood and Drags Act was a combination of the
United States and United Kingdow, now has new drug legisletion similer
¢ that of the United States. In faot, many United States companies
treding in Canada use their U.S. nev drugz subaission as the basis of theis
Osnadiam application. It &s only in minor matters and form that there
are differences. The Provineisl Oonstitution of Canada is different
from the Btates Constitution of the U.8.A. and Federal legislation cen be
més to apply throughout the countyy. Therefors, Canadian Federal doug
sonsrel ie not limited to intar-state teaffie,

The United Kinglon, after the thaliidonide tragedy, im%roduced &
voluntary control system dy a Commnittee vader the Chsiruanship of
#$ir Derrick Dunlop, and theraefore “he ayatem is known as Dunlop Cosmittee
olearange. This is essenti-liy a new dvug procedura, and although the
requiresents appear similir to those r.ec2asary to satisfy tho United

States Authorities, thore are differonge;.
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The Dunlop procedure is less bureaucratis than the Fecc.al rag
Authority (P.D.A.) and & produot is approved for sale more quiokly.

Ia the csse of appcoval for olimical ivail, & pesitive acdupiunce i3
required froa the Dunlop Commitiee which takea adout taree conths,
vhersas wnder the F.D.A, prosedurs tridie zay stacs naedictely alftor
subaission but can e stopped by order at aay tize if the 7.D.A. have
queries on the docmentatioca.

However, following smwcoessful clinicai trials, the Danlop
procedure is much siapler as materisl suluitted for appreval for
olinical twial is takem into ommsideration im cpproval for sale, and
clearance for sale normally takes only three mcatic. She F.D.A. should
elesr for sale in 100 days But in praciice ccastantly raise guexics and
a8 they Tequire a completely mew sulaission for approval for sale, all
of which must be slosely examined, cleurance usually takes about two
yoaxrs.

%8 F.Deh. aloe require fudividus. case pecoris, a requiressat
whioh is oriticised in detail ia Seotica 4, p, 93, aud decand as
sescondary evidence, in addition to U.8. work, dilliograshy emd ciinisal
trial results on the product wherever used. Furthernore, although
there is nothing governing 1t ir the regulations, ire 7.3.4. is prentice
require for aany drugs toxicity data ca work carried oui for a period of
90 years as compared with the Dwrlop pericd ef three $o0 oix mocths.

Although the Duulop Committes procedurs works well, it is net
suitable for tremsfer in Ste entiveiy to developing oouatries.  Suiteble
portiens of tho procedure are ocontained in the reccamendations om
doounmtation in Becticn 4.

Uader the nev Medicines Act, 1968, whioh will come into force soon
in the United Kingica, clearemce of new drugs will be replaced by




a licensing or registralion systia rejuizing ail pharsoscatical
products to be ciwacvd and cntured upun A reglobler. Foi a
sransitional period &ll products currently on sole st that tine will
be acaepted, bui the Authoritios veserve thoe richt o oenii for
oubmission of data later and may then review their miatus.

Federal avatrslis has a new drug proccdute similar to that of
the V.K, Dunlsp Comatttoes, and aliiough there are variations in fova
and socetimos supplementary information will be requosted, aa applicant
vho oaa #tiaty Dunlop can ususlly meet the requireaents of Australis,
The Australiaa Fedora) Oonstitution is siailar to that of the United
Staten, and the States have rights > their owm. In this Teupact ANy
of the States have » registration systea for veterinary drugs, and the
State of Viotoria has a registration system for drugs intended few
kuman use.

1adie is similar to the United Kingloa but is cne of the few aew
drug countries that requires sanples and sonetines snalyses them.
They s¥e aleo very psrticular about printed matter and eloesly regalete
sivertising snd promotion.
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'!horo‘ are three lawe which regulate trade in pharmaceutiocal products
at the Federal level, nanely:-
1) The Pedezal Pood, Drug and Cosmetio Aot
11) The Federal Trade Coamission Aot
u.i) The Public Health Service Act

Of thess, the most important is the Yood, Drug and Cosmetic Aet, and
this will be treated in some detail as far as it affectes new drugs, but
nmmmun.mcumumumm.t

The Pedezel Trede Commission Aot prohibits the dissenination of false
astvertissnmte (other than 1sdelling) of &rugs ia inter-stete commevee and
$% is adaiaistered 2y the Trede Oommission. The P.D.A. aleo regulete
advertissnmts and ladelling wder the suthority of the Food, Brug and
Cosmetie Ast.

he Publie Health Sexvice Aot controle biclogioal drugs (soxums,
toxing, vaosines, viruses, o¢t0.) intended for use in men. Under this Acs,
the Bivisiny of Bielogical Standards of the Publis Health Servise sdninister
o lioensing aysten. ‘

huum.m-wmmmmtnwmw
Beug Ast, vhioh 10 enfevced Iy the Duresn of Narcotios of the V.S. Treeswsy

Pinally, st thd state lovel, there are Aote vhich follow the
prevision of the Pederal Food, Drug and Cosmetic Act %0 & varying exteat.
There 13, in fest; & "wodel" Aot, unifors with the Federel Aot, which hae
boen adopted ly most of the States.

~ The Pederal Food, Drug and Cosmetic Aot 1930 is, in the words of
Congress, "An ast %0 probidit the sovement in inter-state commerce of
adulterated and nisbranded food, druge, devices and eoswetios and for

othexr purposes”.
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Under Section 501, & drug ia deemecd to be adulterated:

(s)(1) If it consists in whole or :.n part of any filthy, putrid,
or decomposed subetance; or (2) (A) if it has been prepared, packed, or
held under insanitary oonditions whorety it may have been oontaninated
with £il¢h, or whereby it mey nave bDesa cendered injurious to health)
or (B) if the methods used in, or the facilities or controls used for,
ite manufactuze, processing, packing, or holding do vot confora to or are
not operated or adaministered in conformity with ourrent good manufesturing
preactice to aseure that such drug meets the requireaemts of this Aot as
%0 safety and has the identity and sirength, and meats the quality and
prity charesteristics, whieh i¢ purporis or is repressnted %0 POBNESS)
or (3) §f i%s ccatainer is composed, in whole ox in part, of sny poieencus
or deletorious substanse which mey render the contents iajurious to
nealth; or (4) if (A) it bears or coutains, for purposes of colouriag
aly, s selour additive whioh is wasale vithin the sesning of sestion
706 (a), or (B) 18 16 & coleur additive the intended use of whish ia or o
muﬁmammuuwtamm-m
of sestiam 706 (o).

() I 4% parperts %0 e or is repreaenied as & drug Whe name of
Waieh ie recogaised in an official compendium, and ite etrength differs
fren, o 1% qualily or purly falle below, the stendacd set forth i
oush cenpondium. No drug dafined in am offielal conpendiun shall be
dosmed %0 be sdulterated under this paxugreph becsuse it differs froa the

standazd of etreagth, quality, or purity set out in suoh compendiua if its
differences from such standards are plainly stated om ite lebel.

(o) If it is mot subject %o the provisions of paregreph (v) of this
scotion and its stzength differs from, or ite purity or quality falls
elow, shas whish 4t purports or is represented $0 possess.




(d) If it is & arag aud any suavewiiss s veen (L) mixed or paoked
therewith 80 #a to reduse 1ts juacciy of strangtn or (2) substituted

wholly or in part therufor.
Under Section 3502, a drug is desmed to be wistranded:

(a) If ite labelling in frlue or sis.esding in ady partioular.

(®) If in a package form unlews it beare & label containing (1) she
naze and place of bupiness of the nanulactirer, packer, or distributors
and (2) an accurate etatement of the quanti’ty of the contents in terms of
weight, measure, or numerieal count : Provided, That under cleuse (2) of
this paragraph reasonsvle variations ahall te permatted, and exemptions
48 % small packages nhall be established, hy reguiantions prescrided W
the Secretary.

(o) If sy word, statement, or other information required by ew
under authority of shis Act to appear on the ladel or labelling is net
proninently placed thereca with such conspicuousness (as coupared with
other womda, statements, designs, or devices, in the labelling) rad fa
owth torms a8 %o remder it likely to be read and understood by the

osdinary individual under eustumary conditions of purchase and use.

(4) Xf 48 is for use by man snd contains any quantity of +he
aasvetio or hypnosic substance alphs-eucaine, barbituric acid, bete~
susaine, dromal, oannabis, carbromsl, chioral, oceos, coocaine, codeine,
hozoia, sarilmens, morphine, opiun, paraldshydc, peyote, or sulfonmethene;
or any chemioal derivative of nuch eubstunce, whioh derivative has bemm
Wy the Sesretary, after investigation, found to be, and by regulations
designated as, hadbit forming; unless its label beare the nane, and
quamtity or proportion 'of suoh substance or derivative and in Juxte~
posision therewith the statement “"Warming - May bde habit forming®.




(0) If 44 is a drug, wilesa its labes hears, to the
exclusion of any other non-proprietery nana (except the applicalle
aystesatio chemical name or the onemical foraula), (1) the utablnhd.
name (as defined in sub-paragrapn (2)) of the drug, if such there be,
and (41) in case 't is fubricated from two or ncre ingredients, the
ostablished name and quantity of each sctive ingredient.

(£) Unless ite labelling bears (1) adequate directions for uae;
and (2) sueh adequate warnings againset use in those pathological
oonditions or by ohiliren where its use may be dangerous 40 health, or
againet uwnsale dosage or methods or duration of aduinistration or
spplicaticn, in euch manner and fora, as are Becsssdry for the protecsiom
of usere. ”

(g) If it purperts to be o drug the name of which is Fecognised
ia ea official compendium, unless it is psckaged and labelled o
presaribed tharein.

(B) If i% has been found by the Secretaxy 0 be & drug lishle o
deterioration, unless it is packaged in such fors and asuner, and its
label bears & statemsns of such precautions, ss the Seoretary shall Wy
zegulations require as necessary for the protection of she public health.

(1) (1) If 4% is & drug and its conteiner is &0 made, formed, o
filled o8 %0 be misleading: or (2) if it is en isitetion of snother dvugs
or (3) if it 1s offered for sale under the name of apother drug.

(3) If 4% ia dangerous to health when used in the dosage, Oz with
the frequency or duration presciribed, recopmended, or suggested in the
labelling thereof.

(k) If it is, or purports to be, or is represented as & drug
composed wholly or partly of insulin, unless (1) 1% 1 from & uateh with

sespest to which a certificnte or relesee hes besn issued pursuant %o
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section 506, and (2) such certificn:is o~ celease is in effect with
respect to such drug.

(1) If 1t is, or purporte to be, or is represented as a drug
composed wiolly or partly of any Irind of pentaillin, streptonyein,
chlortetraoysline, chilcraaphonicel, basit: a in, or any other antibiotia
drug, or any derivative tnereot, unless (1) it is focm A baiteh with
'rupoct to vhich a certificate or ;eleass has been issuea pursuant to
section 507, and (2) such certificate or reiense is in effuot with
Pespeot to suoh drug.

(m) If $% 48 & colour additive the intendad use of which im or on
drugs is for the purpose of colouring oaly, unless ite packazing wnd
labelling are in conformity with such packaging and labelling require-
sente applicable to such oolour additive, as may be coatained in
regalations issued under seation TUb.

(n) In the osse of any prescription drug distributed or offered
for sale in any State, unless the manufucturer, pscker, or distributor
Shereel includes in all advertisements and other descriptive printed
‘MatIer tasued x Osused to be issuea by the manufacturer, packer, or
dissributor with respest to that drug a true statewent of (1) the
ostablished name as defined in section 502(e), printed prowinently and
in sype at least hali as large av tha* used for wiy trade or brand name
Shereof, (2) she formula showing quant)‘avively each incredisnt of such
drug %0 the extent required for lavels under section 502(e), and (3)
sush other information in brief sunanry rel st}.xd tv aide effects,
contraindications, and effectivervas se £hall be required ‘n regulations.

(o) If 1% 40 a drug and was manufactured, prepared, propugated,
conpounded, ez proocosed in an establishment in any State not duly
regietsered wnder section 510.
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The Aot prolsb o i dubo o ucliae of roew aaaps 1ato inler-state

¥4

gonmierca wile.n 'y cnve boega appreved oy Lhe

Guoana Drag administration,

A "new ciun" ip detareea

“3

v, Wb onpteition oF which is nol generally

reccgnized g gal'e w.t erleciive (ur vos wndor Ge conditions recowaended

or suzgested b th. Tadelling, or one ‘bt A’ & result of inveeiigations
to detersin: its anfeiyv ~nd offectweass, for wae hus becone recognized as

safe and eifective, ot =whiicn heg oon ofbeorer e tuasa in guch investigations

been used 10 8 Gaterisi erxtes L. & dmyp which any be regarded as safe and
effective in othar counir.es and w.ich pir have enjoyed exiensive use in
such countrias hul which has aot been na-ceted in the United States 1is
usually reguorded as A "new drug” undsr U.s. law. Tndeed, arising out of
the time takten to obtain drug spproval. it is not uncoumon for new drugs
not only from foreign mources, hut uisc of U.3. origin, to be marketed in
other couniries hefore being mavketed 1n the U. 5.4,

In addition, olearance of a new drig ix fuvour ¢f an spplication
from a particular applicant doss not zean that this particular drug is
eleared generally for eale. For example, & ¢ruy already spproved and on
sale in the U.8.A. by Cowpany "A" nust go througn the whole prosedure again
4f it is to be sold by Compaiy "i". I respect of the subnission of dats
by Company "B", date praviously subniited by Compauy "A" osun only de

taken into account if Company "A" gives ila purr.srion.
oAy ¥

In order to have & rnnw
filed with the Food an<d Drug
and complete tranalations of

be appended to the cslginal.

spplicant or by an authorized sttormay, agent or officia?

arug Mapurored®, ennideations htfev to be

Adcuniatretion (P.D.A.) in & preseribed form

sny materii. not written in English have to
The applicetion has to be signed dy the

If tae

applicant or represealntive does noi reside or have a place of business




within the United States, the apnlicant must also furr.isl. the name and

post office address of, and must Le cowtersimed by an authorized

attorney, agent or official, resicing oo maintain ing & piace of busainess

within the United Stutes, The prescriloi foru veries sonewhat accoxding

88 %0 whether tae drug is for huzan usc, voterinary use or for nadicated
feeds use, dut the same Lagic information is required in all cases, that
is, assurance of safety and effecidvens.s for the purpose recommended.
The form for drugs for ruman ueo compriscs:-
1) Table of contunts
2) A sungary
3) An evaluation of safety and ef ectivenass
4) Copies of the label and all otier labelling to be used
for the drug
5) A statement as o whether the drug is to be limited to use
under the professional supervision of a practitioner
licemsed by law to adainister it.
6) A ful) 1ist of the articles used as compoments of the drug
7) A full statement of the composition of the dxug
8) A full desoription of the methods used in and the facilities
and controls used for, the manufacture, processing and packing
of the drug. '
9) Bamples of the drug and artioles used as coaponents
10) M) reports of preclinicsl investigations that bave bewn asde
to show whether or not the drug is safe for use and offeotive
in use.
11) The nanesand addresses of all investigators
12) il reporte of clinicsl isvestigations that bave besn nade to
show whether or not the drug is safe for use and effective in




Applicants are peruitied (erd encouwsaged) to gubmit s more

detailed sumxary and evaluation &ccordirng to gpevified guidelines 1n
place of the nomel sumpary end eviouaticn lait down.  Such “expanded
suzmaries" are said to facilitate ila evaluation of Lne uyplicaticn.

An applicatiun may be auendcd ot any viwe curing 1ts examination,
vat the "filing date" is adjusted sccardingly. if iv ie found that
additional evidence 18 necedsary 10 e¢sour: the safety and effectiveness
of the drug, tre applicaticn my b wotiloew, vithout prejudice to &
future filing, woiles the necsasoacy Saca a8 ootziped,  Vpon resabwiesion,
the time limitation runs from the “ate oo regabripaion is received by the
F.D.A. A decision on the applicalion suat be given within 130 daye, afser
the filin; deate, unlees an sdditionel pericd be agreed vetwean the
applicant and the F.D.A., or the applicetion Le declared "{ncouplete’.
Both these contingencies comsonly arise and most new drug applicatione
take oonsiderably more ‘han the stipuiated 160 deys pefore swpproval is
given.

Following approval of & new drug, iy ehs. -3 in saawlacture,
comtrol or labelling must be notified to the F.l.i. a2 s supplenental aew
drug application and s decision regarding the soceptance nust Ve given
within 180 days. It ia necesssry to caintein rosoxds and reporse
soncerning experience on drugs for which approval is in effoot, and al
sdverse drug experiences muat be reportec tc the F.D.A., wiho have the
suthority to suspend any K.D.A. previously grested.

N"' G \\l b g €

Regulations are in effect exeupting from the New Drug requiresants
drugs intended solely for anvestigational use. In sush Sases the
drug wust be labelled "Gaution i New Drug - Limited by Federal (ow U.B.)
Law $0 investigational use", and & Motice of olaimed investigational
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exemption for & new drug" (I.X.D.) ouet Ye filed with the F.D.A. | 4

& "spensor" who meintains contrcl over al. espectis of tae investigationsl

study. If the investigaticial arug i inperted, tie fuporter oust adt

&8 the agent of the foreigi exporter and cponscr the elinicel

investigation to assure oocrliance witn the oondi-ions prescribed. In
certain cases it is possitle for & foreigrn exporter to wvcid the use of
an agent by shipping tlhe druyg direetly 1o o r=cosnized und approved
scieatific institution whioh acts as the aponzor.

The I.K.D\ wust & suomiiice 10 W prosesibed (orm snd sust

inolude

1) The beat available desoriptive niue of the drug.

2) Complete 11wt of components of tie drug. including eny
resscnable altemrnates for inaet.. o components,

3) Cemplete statesent of quantitstive compositics of drg,
incluiing reascmable varisticss that may be expested
during the iavessigation.

4) Deseription of ecwrce and preperaiion of any components.

5) A statenent of the aethods, faciiities and comtrols ueei
for the mmmufecturing, prosessing and pusking of the nes
g to establiak and seintain appropriate siundards of
Umtity, stoemgth, alily end puri\y as nesded for
aalfory and %o give signifiomoce to oliniesl investigasiens
aade wish the davg.

6) 4 svatenent oovering all inforsation available te the
oty devived frem preclinical investigations snd any
eliaical studies.

7) Copies of all informational material, imclwdiag ladel and
labelling whieh 1s %0 be supplied %0 each investigater.




3) The ACaeniilio Walhiiad Bu CXHULLehCe Clabiuuaid Wpprepiiale
by tas suon.or Lo gu waad el WBVULIIJLWUED L WUl Ladas
axpersd o aavebwgate g VLA

J) i0e Bamus Wi d chesady 00 Ll Walilng Al e edsdide o
BT B rolegbiely b 00 Tae meeGaViGEes Canlgus wilh
SOLISOT RS A8 FOOLTI05 © Rl aaVeaTa s ualn,

W) oAl Cdexan0 0f Do pleciod SaVUs L Gavai,

The avestigativn is conulieria o oLarade W larec pnaces. Faws®
OO SLFEd WHES VA LW LI a8 faiet hathebel ouvt L witn the
purpoge of devaraining o eliuitel puiiewiiiogl O tue Al
ghaso two covers the initial trinle 04 & alnited puzber o paetients for
specific discase sonlrel or prophylaxis purpossss phise thres covers
full seale clinies. trisls ia viich the drxug's safety is oseesssd and the
optious dosage schedules Are detertinc.
il) A states. at that the eponsor will notily the F.b.i. if the
invesiigation is Ciscontinued,
12) 4 statoment ti. 4 the sponmor will notify esch investigater
Af & mow drug application is approved, or if the investagatisa
is ddscontinued.
atmhmmwﬁammntm“i&ﬁhﬂ
ok shipuent of drug %0 cach investigaior, Wi he is required 0 scuivee
the procress of the investigations thrcughout, The spocser Lo reuivred
80 notily the F.D.A. and ali she dnvestigaters of my Jindings suggessing
signifioant haserds, swntreindications, side effecis and precsuticns
pertaining to the eafely of the Garuy, anc iI the finding is alaxming it
shall be voported immedistely sud wia cliniesl iavestigetaca discontiawed
unti) & decisfon is reached as to whether it is sale for the trisl %o
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sontinue. The sponsor in required t. “1suontinue deliveries ©f the
Rew drug %0 eany investigitor wio repeatsd «J falle to neintain or nake

aveilable nis records or rup.iis of niw iavesli . ationt,
RS A NRLE el
Any drug intended for hunan uce thet conteins an astibiotio er

insulin end Gertain opeclfiod antiv.ot.cs far veterinary use, may not

amter iater-sta‘o comaciuvo or be fupes ed O Vhe U.9. unless it is from

& batoh whioh las been tosted Lad cwcllvd ed by Lhe Fob A, Tha
masufacturer sust first provide (uil detuils of the rapulacturing,

PPOsessing and paching cperatiois sl con.xoi exercised at all stages of
W amufasture and despatoh of the fiuisned drug. Any foreign

samufasturer must agreo to permit an autnor:sed officisl %o inspect She
sanufesturing facilisies concerned with t..o producvion of such drugs.
Ones the F.D.A. are satisfied on these poinis each datoh of anti™iosis
oF iasulin is seated for certification on request and on paysens of &
foe.

Bash U.8. drvg menufacturing satablishaent ia requized %o be
segistered smually end must de luspected by P.D.A. officials at least
GBAS Svery two years. The aulhoricy to .nepest sush establishments
WAPN0es 480008 to all things which have a cearing on violation of the
ow with respeet $0 suoh drugs .rwoords, .Jiles, pepers, process, eomtrols
and fecilisies). The only excentioas aro fin.acial data, sales data,
priciag dats and resesrch data.

Regulations applicable to pwutwoturing sstablishmenta in foreign

oountpies are still to be yromulgeted, buil they are permitied to register

wder the donestio arrangement: on condition that they comply with ell the




requireseats which neve Lu Ba L.y UlL, wiad ' JeTie.  They wust
Ahus e cpen to tumpedtion. Li. enwrtiing ivow fureign estadliishments
shioh are not regisiorc. wubt de eomnied by the P00 A, 10 deternine

1 J

whether suoh drugr ur~ suaaaniula,

The oriteria applind in culemminiig waevhei the methods used in or
the feoflities and contiols veed oo ke a.udecture, nrodessing, packing
or holding of & drus confeorn 1o Lre benon iy 3basieris are gset out in
the Oood Manwfeaciuring Practice ugulat! .as., “hese Regulationes cover

such shings 8 bBuilciags, equijseunt, per (nhek, Joupinents, MALer
¥

fonmulae and datoh production 1200093, production and control Proeelnres,
prolnet oemitainere, packaging ond isbeliing, labometory cemtrels,
dhosridution records, stability Jate snd c.upleint files.




Produot registration 18 tLe COnLLLWST wystenm ol cuaiicl of PUASLAC U tices
products. Countries whach aave a coniicl systad dealing Givay wiovh new drugs
tend to develop thecte coatrols and extond tholr applicatacu 1o
preparations mede froa knowm drugs, ficotly by oontrolling aew coobinuticna
or new uses of human drugs and later ali. producis, thus woving toward e
registretion or licensing of all products. Thve Dasic principie is toat |
overy pre-packed product commercially acld, whetuer for tho doosor, hospital, 1
o over the coumter, must be registered with the Authorities, aad befove
rogistontion there must de & sutmissien of dosumsntstion and samples. It :
Bay ariee fres the Bational chareoteristics, tut whereas legal fors and '
semples play little part im the nuow drug systems, they aypear to be

important with many regietretion Auihoriifes. Thie s espeoially eo in
Lasin America and Aeia, where documcentatica frequently hus to ve preparcd
on fiscally stamped paper. Juoh cocumentwtion and the Seriil.oates
subnitted Uy overssas countries must be varified by tae Foreig Cffiee ia
the csuntyy of origia, meturialized cnd legalived by tae epproyrie.s Comsul.
There sesas to be little value :a ti.la logal form, and one would expsot
Hat & cisple certificate froa ihe suthorised offinials 0f tue Scmyeny W
appropriate Govermnent departaent of the eXpurting cow.tiy shacwid sullice.
Reglatration in Sweden $s wet out ir detail in the following pages
68 an exanple of the aystex found ticou hout the Nordia couatries. It
is particularly designed for uophieticatoa countries where saup.es ¢ua
be andlysed and & rigid state oomtrol set up. Itu disadvansage is
that 1t otrays into the economic ares, for exsmple, limiving the snusber

of brend names in Denmark, favouring manufecture by district phammaciss
in ocomparison with industey in Sweden, and a price ocntrel in Norwiy.




Nevertheless, it is honestly and uel. opurated. Dotailed procedure
for Venezuela is asct oui us tyniced of walia Axeride. Aithougs tauve
are BINCE VLGIiALions, &N ApPaIiLInt LN L LURE thaty a8 e a5 avao 1O
provide docuseatation Lo LoLein ap,rovel i VeRezasla, Le will aave
eufficicnt iaformatior aad doguwentation for apprication N lilo webd
in Latin ameTicMd.  4%0utl TH COULILLOs CLIGNCe Produat DSl deiabiing
and aitnough the procedures vary, ass ~oLuice subalesiun of Gobe Tos
ail p! arwaceutiocsl products inbLeicea Tua bes®s  The UGG es o
apyroved are envepéc i & Ca b bt i e abd xc.J [ TERPIUREC N R aer
Renewal poriods vary {roh one 10 Wi juw.d il pOwe Cokeliue Ahuelinitvely.
Holland w& Gersany set up systems choiily &lter e Josnetaun 0f the
Comaon Narket, and so far harmcniioiaon Tetiid Whé @BEWGS COW Wi
has not yet Lecn achieved, The J.ich awd Seriih aysteds are Jund WO
40 not insiet 0N UNNECESAATY legas form, Wit are very seaddhiiag W Lae
requireaents {or olinical trial prool «ié lent o Javeur wlada® OHITIOG
out im the registerirg country. Austris is an exsuple of pariicular
requirensnts in that one sust subzit sauwpies not only of the produst wt
of the astive ingrediepts and evem own exXcipients. Thousands of
sanples are stored in the hewith Liaist.y and apart from deterioretion,
ia tae oase of Imown consliiuents.

1n Bustemm countries where registzaiion occeurs, thezc is a tadeney
%0 insist on & great deal of printed material and aul ti-lingual packs
Are Sosmon A8 Woll as allowed ia, for exeapic, Thailand, In e case
of Taiwan, laxge nusbers of mock-ups (24 for each Jroduet; are required,
and this sust oreate 4iffioulty of svorase ..ad nancidng in o deveioling
cOUmtYy. A;Wﬁﬁcpm-osamoafth-muﬁ&epﬂﬂ
doveioping Asiatis and ALricen oduntries shows & need %0 study she
question more closely with & view %0 siuplifying the procedures,




aboliching winecsss.ry paper work, and yoi exvredsing w ¢loser
supervision., Woere sopristicated ani'ysis is not posaibie Lesauve
She resowrces sre not available, ihoro chould de a reguirveuat fop

Detor SUEPOrtAng MAterial nd u Gioues LbudSETERL Of 41,




A B
id

QUIXROL_OF TMADE IN PRARMACEUTICAL FRODYCTS IN CWRIA

The ssaufecture, impurtation, labelling, dietributiom, control emd
inepection of medioines in Bweden ie govemed by the Decree No. TO1 of
the l4th Decesber, 1962 and by o intionn issued uudnr the authority

of this Deores. The Docroe duecsna efleciive on the lot Jupuary , 1964 and

-

replaced the criginel Aot (Ne. 00U Af the L4tk November, 1913) and
proclesstious sade wnder that Ael.

Administration under the Dscrre im chiefly under the Netiunsl Bosxd
of Health {(which is wnder the Ministry for Sovial Affe .x8).  Certain
fumetions Are under the comtroi of the Scate Pharmaceuticsl Laborstezy
(8.P.1.), which 8100 work in sonjmotion, where appropriste, with the
S4ate Sactevislogionl Leboretoxy sad the Naticmal Institute of Publie
Beadth. W B.0.b. i divided lulv [ow. wain Bivieions, namely:

Chanistey Divieion

Meolegy Division
Maswssotherapeutic Division
Phaseacy Inspestors Divisiom

Sathentostim to menufacture pharmaceutisal products is grented by
the Deesd of Tenlth end Bosdal Weliaze. The amufssturing licence sy
o tosued for & centatn peried or watil further notice, end may relate to
one o newe opoeified products or %0 pharmecsuticsl products in gemerel.

oufesture ‘¢ pharmsosutical products on presiees otber then &
mmuw-tudwsmqmvdwmhﬁnﬂ
Soard of Health; in lazger feotories, different managers sey be approved
for the variows departamts. 4 person may be approved 88 & manager caly
if, in respest to the mature and extent of productiocs, he possesses the
requisite theeretical kmowledge and adequate practical experience and is
comsidared in other respects %o bde suitable. The manager 1s responsible
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for the technical quality of the manufuaciure anéd aluo for the
coapiiarce wiila the pharzaceutical resuiations.

autnorization to manufactire punrnns utical products may be
revoked in whole or ia Laut by ihe Saticaal 20ard of Heulth if the
sanufscturce folls 4o coaply wilh oo DLomaccutioal resulaiions;
or if the mansger is ahsent or failc $0 exeToice proger supcavisica
over the manufacture; or iu clesll) incapavie ol exeroising projpar
supervigivn; or if in the course 0° mawladturs a serious mistaze,
or repeatod mistakes are wade; or if .. nanufaciure is othexwisy
carried out undor conditions wnich cze clearly unsatislfaoctory. 3eloxe
the authorisation is revoked, tre iaticisl Board of Jealth auat, usless
there are special reasons to tie ocontray, give the nsnulacturer an
opportunity to provide an explanuticn and take cay cerrective messures
whioch aight be necessary.

Pharnaceutical products may only be imported into Sweden bys

1) & person who is authorised to manufecture or carry oa
trade in pharaaceutices products.
2) oertain research institutos for use in researeh.
3) & person who has permissica o impurt a pharmsceutieal
- preduct or products inzo ihy countzy.
4) travellers who may br:ng into the comntry s produst

for their owmn perscnal use.

Cextain dacteriological preparations may be imported ;.n%o cweden
enly by the Principal of the National Jacteriologioal Lawdzavoxy.

Wolesale trade in pharmaceutiocal products may be oarriod oa onyy
Wy the persm who lawfully aas manufaciured the produsts ia Sweden, YWy
the mansger of a pharmagy, Or 3y & licansed wholesaier, A licence to
wholesale pharmaosutical products is grarted in a siailar way %0




asnufaoturing licences and similar conditions apoly to the approvul
ard oonduct of the approved mudaged.

Apart frou exceptioans ralating 5o “he supply by wholesalars <o
certain establishments, and the su;ply of bastariological preparations
to dootors and veterinarians, retiil iTade in paarmageutical procucts
may only be carried on by the munigor of a phirzacy.

Clinical trials with wnregisarcd raarcaceutical prepariiions aay
only be underteken after & notirication in the proscrided iorm has bemm
lodged by the physician with the S.P.L.

The responsibility for the axperimental laboraioxy testing of a
new pharsaceutioal preparation lies with the maaufacturor. Vhen She
sanufaoturer ccnsiders that suff<cient evidence exiats to Justify elinieal
trials, he must come to an agresaant - Luis subjeet with a elinician, whe
then becomes responsible for such iriuls \possidbly together with auother
phyeicisn in a responsible position). Tne physicien must thoa maxe the
aotification to the S.P.L. at least two woaxs before tho trials are degua.

Trials are classified as Type & o Type B according to their
charsoter. Type A trials ave linited trials %0 deternine the olinisal
pharaagology, ete. and the initial therapoutic effects of the drug.

Type B trials involve extensive invessigetions into the therapeutic value
of the drug.

The notification must be acconpanied (irrespect of the type of tuial
proposed) by a detailed report ou tne pharnscologioal and toxicologioal
investigations carried out, including intex alie sxperinental data an the
uptake, metabolism and exoretion of the drug in animals. The chemiocal
structure of the preparation, if imown, zust be given. The purpose of
the trials, composition of the patient material and the approximate number
of patients, together witih the principies underlying the proposed procedure

zust also be given in full desail.

B




In the case of Type I trials, any recent zesuits of importinoce
(o.g. data from supplementary toxicity “ests) aust alsc de given.

Ag a rule, clinical iriaic zoy oil; take piace in hospiials or
inatitutione with sizilex resources. The physician responsidle for
the trials aust koep & racord book for the jatisats involved L the
trial; he must report iuzediately Loth to the £.2.L, and o Lho
zanufacturexr or his ageni, all seriouc sicc—-elfects which appesr during
the trials; he aust a.s0, in ocollaburaz on with the nan. facturer or his
agent, repoxrt to the 3.P.L, ruy sejor cranges in {he plansg for the srial.

In addition to the above procedure, tue Nationel Boaxd of Realth,
on specia. applioation being wadae, zay authorize the sale of non-
registered speciaiities for testing by cliniciana or for the treatment
of oertain individuals. The application must be acoompanied by the
data as needed for clinicel trials as desoribed above and the eontrol of
the sale is generally similar a3 to clinical trials.

With the exception of specialiviea wahich are xanuflactured im a
Svedish pharmacy which comply with standaxrds for such preparations ia the
current edition of the Noxdio Pharmacojoeis, and slaso specialities with
special authorizations for sale as desoribed in the preceding paragrazh,
all pharasceutical apecialities must b rezistered befose they nay de
sold.

An application for the registration of a speciality is lodged with
the National Board of Health with the dats as desorided delow. The
data is first studied by the 5.P.L. ~ the Chemical Divigion of the 8.P.L.
considers the ohemical and pharzaccutisal data, the Biologicel Division
considers the animal experimentel data, anl iae Pharazacotherayeutio
Division oonsiders the cliniocal data. The S.2.1L. oftemn coi.aborates
with outside agencies during the study of the application, e.g. the
State Bacteriological Laboratory, the National Institute ¢f Publio Health

| ————-;




aad ﬁtnido specialist consultants. During their exacination the
8.P.L. wili often contast the nanulioturer and ask for supplomentary
dats or suggest further ciinieal testing.

#hen the application heas been inveatigeted by the 8.P.L., the
arplication and the zeport of the 8.P.L. are considered by an
independent Oommittes, the mexbers of which have been appoinsed by the
Governsent. Its mestings are attended (in an advisory oepaciiy oaly)
by the 8.P.L. wau the Board of Health depariaental heads wino 1ave deait
with the application. The Committes will recomnmdi whether or not to
approve registration or it may postyons ite decision panding further
ctudies or the subzission of further cata.

The final decision om approval or rejestica is taken by she
Eational Board of Health. An approved cpeciality is antered in the
Tagistry of pharasceutical npocmiiica and is given a registration
awibez. The registretion is valid iadelinitely (subject to the payment
of annual fees) unless it is surrendered by the zanufscturer or struek
off by oxder of the Board,

If sn appircation is refvsed, the reason for refusal must %e
stated,

The following zust be supplied vhen an application is nade oz
the registratioa of a pharmaceatical specialityi-

1. Haae wd 8dress of ipilisant
Applicetions nust be nade by the manufaocturer of the apesiality.
Where the dzug is manufastured outsiie sweden, the nandfeoturer nuut
have an agent resident in Sweden to represent the manufacturer in all
matters concerning the specialicy. The &gant should hold a powex of
attomey authorising him as re)resentative, and his name and aidress
should be stated in the application.
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2. lang of ]

The name of the spesiality consists of the tzade or generic nane
under which it will te designates, tho piarzaceutical fora and, waere
applicadle, the strength.

The nane of the speciality must nct be misleading ox Gesigmed to
be aistaken for another preparation. G&pecialities not containing
siailar aotive substances may not be givea 4he seao name; d4Aifferent
forms or strengths of the same acvive ing. uiients tust bear iho same nase
whea ande by the same manufasturor. Hovwwer, specialities intenced
solely for veterinary use must be 4istinguished from specialities for
wse in huzan asedioine either by the use of entirely diffusent names or by
$he inclusion of, for example, the wosd "vet" in the naae.

A speciality's pharasoeutios. rora should, where possidle, follow
the noamnclature of the Nordie Pharmasoposia or othe:r nowenolature
approved by the Nordio Phareocopoeis Comzission.

In the applicatica it should be stated if-the trede name is o
sogistered trade mark.

All ocnstituents of the speciality must be desorided fully. If
the oonstituent is desoribed in the Nordio Fharmasopoeis or snothes
Pharmacopoeis or well-known oolleotion of monographs, this is nevmaily ell
that need be stated. 4 comstituent which is not unequivocally desorided
48 & pharmacopoeial product or the 1ike, should be desorided Wy giviag
details of the analytioca.. ocontzol employed by the asnufesturer set out in
the sene way as & pharmacoposisl monograph.

In the case of a new therapeutically active constituent, the mono-
gvaph must be accoapanied by the fullost {ata possidle oa the structurel
formla, molecular weight and appearance, togeiher with physical data

s




suoh as solubility, melting or doiliaZ point, speotrophotonctric
properties (togeshexr wita oopiea ol stancard spestra) and opiical
rotation. & descripiion showsd e glves of +.e wethods of aynthesis,
panufecture and soientific procf of <ho cenpsgitien.

The preparation of the finished szecialivy aust be dascribed
and details of tae speoificatioa and anc.ysioal controls waloh axe
exeroised must de givan. In the caza cl a apesciolity whioh is
sanufactured aseptically or s guczilisce, infornation shouid e given
on the procedures adopted to ensurs ree.om fron niorovio.ogical
conteaination. For deleyed releaso fornuletions, full Getalls aust
de given of how this is acaieved and the ressons for the ohoice of
certain particle sises or crystalline forns,

The application must eontain istoils of the packaging materials
and evidence presented for their suivability of use, £0T ExXALDLE,
details of the quality of glass in containers aud the aotion of aexosel
packs desoxibed. The coaposition of noz-standardised materisls sueh
a8 plastios should be declared if thay oone into oontact with toe
pharmaceutioal preparation in such & way that the latter sould de
affected.

The applicant zust atate what tae oatipsied 1ife of she
speoiality is when stored under the recormenied storage eonditicns,

If the 1ife is estimated to he more than five years, the presise 1ife
need not be stated.

Details of the stability tests carried out should de preseated.
These should demonstrate physical and cLvwicual docomposition. 4As &
rule, re; w8 are exped’ xd on BuVar.l ma wlaoturing batches, waich aze
examined quantitively at the tiao of Casiscoiure and at suiluble tiamas
during the storage period. Previous sxperiance on similer preparations,

together with the results ol acceieraied experizents, provisicially oan

o
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be accepted as a basie for registration .citiougn further data should
be presented afior regisiraticn until testing, a8 Jesoxribad above, has
baen oarsicd out IoT Sive yosde).

4. Eharmacslozical, Toxicolodcar snd Clinical Dnte

Mll details must be given ol the ;harzacological, toxicological

and therapeutic properties ol tha caecialivy, togethesr with the
indioavions, conira~indicaclons, sile cilects sad dcaage.
The documentation ghould be prescnicd iii the foza of artioles o

nanusoripts for articles in well z.uwn soientilio jouraais, or as properly

—— So—————,

written reports fron speciiied ingvitutions or oclinics. Undoocumented
statenents and testimonials or unprcoessel data are not normaliy
aoceptadle. The documentation should be available in Swedish, Danish,
Norwegian, English, Gexman or Frenoh. ii applications are made for
several specialities with the sana aotive agent, referencq zay be made t0
ons of the applications with regard to this documentation.

Data and documentation rejuirezents vary with the oharacter and

properties of the drug but the following desoribes the general requirexesnts
in respect of & new drug:-

s) Bharnacologigal propertizs

Data is required on the general pharmacological effect of -ae drug
on different organic systeas (e.g. oirouiatory, respizatory, nervous
systems, oto.) and on indiviiusl organs; detailed information is reQquired
on the pharmacological effests which are correlated to the olinical uses
of the speciality.

Documentation should be supplied on the adsorptiom, distriousion,
petabolisn and excretior. of the drug unlessc there are special ressons w.y
data on rne or more of these projorties is not avaeilable. 4s Jar &t
possidble, full data on at least one anizel species should be presested and

the work correlated with the action im humans,
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In the case of veserinary ixugs, invessigations iato the adbove
metabolie processes and alco the tissus residuss which nmight Ge
expeoted to be found ir slaughtered anizalo cod in foods cuch &8
milk and egze shouid b3 ldesorided.

») Jexiedsy Siudied

Tae studies ars expectad to be relnted o the propoced use of
the drug and follow tho goneral :etezuendetioas given in the guidelines
iseued by the Biological Departaent ¢f t:e Swedish Stato Shasuadutiesl
Laboratory and also she recozaendations published by the Burojean
Toxicologioal Sociaty.

Data on acute toxiofty tests snouild genorally be given foo at
least two animal species and the :.350 wnd yreferably also he LB, ad
w”) caloulated £or different metzods of upplicaticn. The aniiais
waed should be desorived (Yy sge, sex, weigit, breed, diet used, <te.)
and as a zule results should be given alver aa observation neried of
24 hours and, in eoze casas, after 7 days or mere.

Data on prolonged toxisity tests st be supplied for all new
drugs. The teste should be oarpied out on at least two species, ne
of whioh si:ould not be & rodent. The drug should be givea Ly the sade
poute of adainiesravion as will be usad Uy suzcns., A eonirel a‘a"w FEY |
at least two dosage gzoups should Le used; the highost dose levei should
be suffioiens to induce one of several toxio eZfests and the lovess level
should more or less correapond to the higheel olinicals dose in Lumans
(4n the rat an intermediate dose level shouid usually also 0s chesan).

The daration of the test and the naubor of animale chosea should
depend up.a the olinics. usage of tie drug, For druge intended to deo
sdainistersd olinioally as a single dose, sa¢ proloaged toxioity test
should be of two to four weeks suravion and Jor drugs invended o

proloaged administration three months teating would genaraliy bve oonsidered
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desiradble. The examinationa ari obs.rmrot.on: carsi-d ous shoile Lo
ohosen iu relation %0 the test e=pleyei «d she UEsje cavideged for wie
drug, and would usually include weighiegain olevks, appeArance and
behaviour, mortability, haematoiogs, urine olochemistr, ronal and
liver funotion studies, sutopsy ouvservaiionc, organ weLite ant duteilewn
histopathologioal examination.

Results of tests for teratugenic ellests must be presonted fop
w08t new drugs. These teats should norually be ourried out in at lesst
two animal species and with at lesst two dosage leveis. ‘here A
applicable, information on dead ‘oetuses sad on foetal absorptica ahould
alse be supplied. ‘

For certain drugs the effests of dermal application should de
asesrtained and, for example, dats on adeorption and on seasitivity
renstions may be required.

Only in exceptional cases would iz ormation be demanded on mtogenie

offeots, oarcinogenioity or effects on fertility,

o) Theraneutic F{focts

Por aew preparations, weli-prescated, sysiematic investigatioas

into sherapeutic effects and sice offects wust be provided, aithough ia
s0ae o8ses & study involving only & scuill rumder ¢f patienis may be
a0septadle, 88 & rule extenaive clinical testing ourried out at aifferent
elinioal centres over a sufficiently long period is required (uiually
involving over one hundreu patisats;. Studies involving different
dosage levels and using oontrol groups, and in certain cases inveiving
doub.a blind techniques, &re normally necessary. The trials ahouild be
suffioiently extensive with regard to number of patients and time of
usége 60 as to indioate the possible side effeots and their frequanay.




Tetails must de statod G hiw c.ud. L Jrec s end choLr Treguiney
have been investigatec. LealiTalur tusie lerried out Uor e purpose of
indicating si‘e effucts ahculd va rseribed, {for exemple, n.cmatological
investigations, liver —ic gicaey fancv.cn veste).

In the case of veter.nary pre.ari:ivis) clinigal testing should Yo
coucersed chiefly with the sricies ol nissis Jor which %ie preparation is
mainly intended. Fcr other specia. wa:ixe the incicaiions are sizi.ar but
in which the preparation is expectsd L0 Ye of iLesser iaportance, sasiler
toule studies may be socepted.

The indications aad Josage wiidh “ho meaulscturer intunds to
recosaend must be stated, togev.er with “Le ooatra~indications, side effests
and symptoms and treatnent of acute overdosage. This inforaation aust be
inciuded in information liserature snd advertising conceraing the
epeciality and acoordingly & mote an Low thia will be presonied mast be
given, and if possidble sazpies of tus piauned sdvartising peesented.

In the cass of coabinatiom preparations, in addition to supplying
information on the individual aciive agcats, the applicant should, as &

nle, pruntsamih of investigitions to iilusteate the pharmacoloegical

and toxicological properties of the coabination in question.  Resulie of
olinical iavestigations should be presenied to support the ccnteaiion

“rat the cembination is therapeutics..y desirabls and does not cuuse any
spooisl side effects. In a cowdbination praparatics, all ccastituents met
2e chosem for valid reisons. Lf olaimo are made for a therapeniic effest
which 18 &6 ..ditdom %0 ihe total efico: expscted froa & ocoabinasion of
knowa druge, clinieal doousentation aust be of the seme sharasser and

extent 89 for a new dmug.

5. Caskages and Frice. 9.
The different aiszes and types of pack tust be stated, togetacr with

tl.o prices to ba charged to piarmacies.




Two saiple packs of the specialivy (usuaily ihe smalicst size of
pack) must be subnitted, ‘here iae 3pec.ality has sctivae azents which
Are new drugs, sen;ios 0 cush adtive ingTadients shoull be Jutaitied,
Vogether with saomples of standard relaence zaterials (witi cetails of
potenoy; if needed during tne exeminitiun ol the speciuiity.

8amples of ihe proposed Swed:iih Loholling must Lo cuvaiited wish
the application, possibly in the foza of piroofs op Luscriyts. The
labelling should be in Swedish or Latin (slihough any directions for use
or wamings should be in Swadisi). any special storage oondisions muss
be stated on the label, t: - iher wiih «a eipiry date (where the produot
is stable for less thau tiree years,. .3 a genersl rule, the dosage of
the drug should .not be stated cn tae label, although direotions for use
(.. diluting vefore wse, swallciing & vatlet whola) should be iacluded.
The datoh auaber of the drug should be included on all labels.

The presoribed application fee zust be sant at the tize of lodging
o\ application.

If the speoiality has Deen registered, or applications sudtsitied,
in Deamark, Finland or Norway, details saculd e suppiied.

A pharssseuticsl speciality may not be granted registration wiless
1t 10 suitable for the purpose for which it is designed andi=

1) 4% 10 of & pesfectly satisfastory qualiiy and, waea put to ncrsal
use, 1% does not produce injurious effoots waich are at variznee with the
offeot intended.

2) 1% io labelled with a complote dedlaration of ite ccaposition
aad the proportion of ingredients unless the National Board of Health

has directed otherwise.
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3) the nane of the speciality is not misleading in ralation
to its compositicn, its effects or gezesal properties, nor is the name
designed to be zisteken for another sraszaoeutical product.

4) the price of the speciality s resscnable.

Registration may be cancellec if the ¢:roumstances on which
registration was based no longer provail. Cancellatiom may also take
place if any conditions laid dowmn regarding the supply of the speciality
are disregarded or if it becomes the subjeot of adversising which
sentains wtrue, greaily axaggera’cd cr misleading information about
the effect or properties of the specianity.

The oontrol of registered specialitiea is carried out iy a systea
based upon rasdom checking. Sazples of the speciality are ootained
(usually from a pharzacy) and subjected by the 5.2.L. to & full exainatios -
shis inoludes chemical analysis and checiing the labelling and advertising.
Generally speaking, the same oriteria of assessunt are applied in the
poss registraticn oontrol as in the eriginal examination.

If any change in the oocposition or labelling of the speoiality is
proposed, this must be referyed to ihe Kational Boaré of Health for
consideration, sizilarly fundamental ohanges to the packs must receive
prior approval by the Board, Wisn & change of more than G in the
quantity of the aotive agent conteat, or & caange iz pharanaceutical fozw,
is proposed, normally a nev registration &pplicstion is necessaxy.

Any new olinical findings ol importance affeoting & registered
speciality must be reported to the National Board of Jealth and to the
8.P.L.; this applies espesially {¢ sice cffeots and coatra-irdications,
and if these may matevially affeot the usc of a speciaiity, ciinicians
pust be notified sivultanecusly to tho noiifdcation to the autihorities.
Yo new indication may be claimed witiout the prior concent of the

National Board of Eeslth.

e e
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CONTROL OF TRADE OF PUARMLOT™™TrT “20BGEMS IN VINEL LY

The Ninistry of Health and Social Wolfare (Mirisiexio de Sanidad
Y Asistencia Sooial) is the boGy responsitle for the oenirol of the
practice of paarmacy in Venezuels, aud has powers to license
pharmaceutical products for sale and supply.
Phamsoeutioal preparaticns are divided into fouxr olasses for
the purposes of such control
(1) Chemical products which are sold under their soieriifie
nanes)
(2) Prasmacopoeial products where the preparation is seld
under the pharmacopoeial name;
(3) Biological products; .
(4) Pharmaceutical specialities. These preparaticns must
ccaform to the following oconditionss

(a) Their formulae sust not appesr in any pharascopoeia.

(b) Their formulss cennot be ochanged.

(o) They must have some dofinite pharmssological
merita due to their form, mode of aotion, novelty
or coaposition.

(d) Their names must be acceptadie and othieal in

| aecordance with scientific prineiples and nust not
suggest exaggerated olains or denote their
therepeutic indications.

(o) T™edis labelling must show the name and the quantity
of each of the sotive agerta present in each dosage
unis.

The sale and supply of national and foreign pharmsceutiocal
spesialities 49 prohibited unless suthorised by the Ministxy of Health

e e ————
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and Sooial Welfare. (This stinatic is also applicable to certain
ot.er produsts including injeoctable products, medioinal wines, hair
dyes, depilatories and preparations for the purification of watexr.)
T0 obtain authorization Jor the tale and supply of a pharma=
csutical product, the following procedure should be fulfilled:

An application uust be made by & ;hazaaslst with & Venesuelin

Diploma, on national stemped paper; copplications aust be male
separately for each pharmaceutiocal forc wad for eaoh concamtration or
strength of the product. (It is unly uecessary to notifly the Winistzy
of the varying proposcd pack sizes.) 4in autheatic power of attomney
(in Spanish) must be presented o the Ninistry Yy the sponsoring
pharaecist, and in the case of a foreign product this document must have
bom legalized by the Venesuelan Consul in the foreign ocountry.

Por foreign products it is aiso necessary to send a certificate
of approval and free sale in the country of origin made out by the
ocapetent Health Authority, and legalised by the Venesuelan Consul.

The appliocation must de accompanied by a suamery statement
giving the quantitative and qualitative foraula, the expiry dates of
biological products, and copiu of the labelling and package leaflet
which will be used for the product. In addition, details of tae
aotive ingredients of the preparation cust de given specifyirg why
the preparation may be regarded as & pharmacentical epeciality, and
giving an account of its biociogical or pharmacologioal advintsges.

In eddition to the above, in the case of producte waich contain
new unofficial drugs, or whose ocomposition, therapeutic use, indicaticme
or tolerance are not generally known, the applioant must provide the

following information:
(1) Generic nane, chemical nans and structurel formula.




(2) Pnysical and caezical prezarties.

(3) Details of the axperizontel wonk (sharaccologzisal aad
toxicological, wnicha nas bacs carried ous awring she
developuent of the drug. (I the €rug 1s o foxeigm
orizin, a considerable part of :iis work LusT nave beon
oarried out in the cour.iry of origin.)

Teratogenio studies must havo Lsea carried out in &s
least three spocies of aninal (one o whioch must ot be

& rodent), and must have been corried cut“duriag the whole
of the gestation period, using draduated dosss. The
nunbers of anizals inviived in suon siudiss must e
declared and the ruzver must have becn swWiliclenily large
to Justify the covvcouciing veaiistical eveluaticn,.

(4) Details of the citnical trials waiol Lave bean carried
out; papers submitted shoulc have veen nolisied and
where they are in a foreim snguage, taey uust Ve
aocompanied Yy a Spanish translasion.

Samples of the product zmust be subziited to the “inistxy lex
analysis; the lavels and paokage loaficts tust Lave teen signed and
dated by the spoisoring charzacist and must bear the nace and aldress
of the manufecturer. The sazple packe, with the exuepiion of those
which are hermetiocally sealed, nust be provided with a "band* or "seal®
whioh ensure their iaviclability. I the oase of s&spoules the nane of
the product must be printed on tue axpoule indelibly; 4f skic is not
done, an undertaking that this will be doze when Tegisiration has deea

ooapleted, will suffice. (Ampcules packed indavidually iz outer
oontainers are exeapt froa this requirezent.)




waere it is intended that a product siall be manufsctured in
Venezuela, samples prepared elsewhere may not be submitted for
registraiion purposes.

If the produoct is an antibiotio, the manufacturing date and
axpiry date must be shown on the label, the month and year being
specified in each case.

The samples submitted for regisiration aust be accoapanied by
the chemivcal, biolcgioal or microbiological methods of assay. Im
the case of mixtures, the wnslytical dotails must be applicable to
the pharmsseutioal form and zust not ruolor to the determinatiom of
each ingredient as if it were in isolation.

Where necessary, a sufficient quantity of the analytiocal
ceferonce sample must be provided, and where the anslyasis requires
spocial reagents, apperatus, or instruaents, these zmust be provided
by tha appliceat.

If the Minister is satisfied that the various conditions have
been fulfilled, he will ingtzruct the sppropriate Chemical or
Bac.eriological Laboratory to carry out the anslysis of the preparation.
The rssults of this -nalysiz are studied bty a Committee, whioh includos
the Head of the Division for the Inspection of Pharzacy and Medical
Profcisions, two physicians and two pharmacists appointed by the:
Minister.

If the Committee finds that the results of the analysis are
sati.factory, and that the product offers some advantages in the
trentment or prophylaxis of disease, and that the labelling, leaflets aad

publicity material are ethical in oharscter, not making exaggersted
olains, the Minister will grant the product a licence for sale, specifying

whother the product may be #0ld freely or dy presocription oaly.
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The labelling of pharmaceutical specialities must besr the
following details on the inner anc cuter ocntainers:
(a) Name and quantity of vrcduot.
(b) Name and sddress of the nanulacturer,
(¢) The formula expressed iu tho metric system.
(4) The dates of manufacture aad expiry, giving details of
the month and year, in appropaiate ocases.

(e) Mame of sponsoring pharmacist.
(£) Batsh number.

(8) The phrase "Autorisedo por ¢l Ministerio de Sanidad Y
Asistencis 80cial dajo sl nunero . sees”, ané & zhrase
indicating wheiher the product nay be s0id freeliy or
by presoription ou.y

(h) Instruotions eeaeomiu‘ the use and storage of the
product.

(1) special wrding as appropriate, o.g. "Uéc Zxtemo",

(3) Ampoules must be printed indelibly with the name of
the product, except in cases viers the aapoules are
packed singly in oyter coniainers.

ALl peckaging components (labels, leaflets, eto.) must be ia the
Spenish language, but may, however, bear other languages, provided that
Wy do not give the false impression that a product manufaotured in
Venesuels is of foreign origin,

The 1licence granted to & pharzaseutical product remains ia
force permanently, but she Ministcxr nay from tize t0 tine oxder
iavestigations %0 be carried out to ensure that the product still
satisfies the oonditions under which the licence vas granted., If it
is found that variations have taken place, the liocence may be revoked.
Approval of the Ministry is, therefors, essential before any ochanges in
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title, nonenoclature, composition, strength or reocommendaticns, ete.

»ay be aadse.




Prior to 1941, controel of sharmaceatical products in France was
exercised by a law sgainst fraud and adulteration, and & requiremmnt that
those products listed in the Frenoh Codex should meet the standaras of that
book. In 1941 it was decided that moxe modern legislaticn was :1e0essary
adequately to protect the public, and it has been stated that the reasons
were $hat there had been cverwhelzing oriticism of the current aAyatem and
1) 1% was poseidle to exploit any type of pharnaceutical formulasion
without having produced proof of its efficacy and even its r&m- froa
barm; 4i) it was permissidie on sccount of the principle of the non~
patentadility of medicaments Tesulting from the law of 5th .ugust, 1844
%o initate without limit originsl medicaments already availadle.

It was further said that as a result of vhis, the countxy found
i%self in the presence of a situation which was prejudicial to the
interest of the pudlio health and at the same time %o the Liventors of
nev nethods of therapy. Murthermore, the great variety of plaruacautical
speoialisies available £or use gave rise to uafavourable reaction froa
retail pharmaciets.

mum.ormlmmmumw:eum.ww
each product approved was granted a viss as follows:

(1) ¥o speoiality should be pleced om the market wnless it had
previously odtained an adainistrative authorisation grented

wnder the form of a Ministerial Visa.

(11) 4 visa was granted to & speciality when it had besn proved that

4t possessed character of novelty and also therspeutic efiiocacy,

end that it showed no danger to the moral or physical healt: of

the publis.
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(i14) For six years from the date of grant of the visa the holder of

the visa found himsalf protected against all imitations.

As & result of harm arising from the use of proeducts whieh had
received a vise, the aystem wae revised by laws and regulations of 19”/
1960, and at that time sttained its particular charsoteristio in the use
of "Experts Agraes” (listed experts), whioh is typical of the French systea
a.zd not found elsewhera. At the present time, however, the Common Mazke$
in discussing their harmoniszation are considering whether the aystem of
experts should bde common throughout the six countries. The experts are
leading men in their own field, oclinicisus, toxicologists, pharmacologists,
analysts, biologists, eto. of a neutral character, being neither Governnent
eaployees nor engaged in industry. It is their funotion to carxy out
tests on all products submitted for a visa, and to prepare a dcssier fow
sutmission to the Government. The Government has to sccept the experts'
views, and if they ocan show adequate control, efficacy and freedom fron
toxicity, the product is granted & visi. Responsidility rests with the
experts. The viea systen is appliAod to all pre-packed pharmaceutioal
products on sals in France, with the excsption of those prepared Wy a
retail pharmacist for sale within his owa pharmacy.

The vies ir cnly grented to a speciality when the manufeoturer osn
Juestify: v

(1) thas he has shown proof of the harmlessaess of his preducs

under normsl oconditicns of use, its therapsutio efficecy,
as well as adequate quantitative and qualitative analyticel
eontrol,

(2) that he oan demonstrate the methods of unututm‘ and

notabl; control procsdures of the naturs $0 guarantes the
product manufactured by his methods.




The law states further tnat sontrary to reguiitions in

forca vefore

4th Pebruary, 1959, the proof that the zarufacturer can provide as to
guarantee of manufecture and control ef the speciality is insufficient.
Hie teolniques and his results nust, in acoordence with Artiele L.60%-2,
be themsolves verified by experts ohosen Yy the zanufasturer frcm the
List of Experts accepted by the Ministry.

The eonditions of manufacture to be Justified by the sanufsaturer
are a8 follows:

Re must provide a desoription of the nethod of saaufacture, whieh
should be sufficiently detailed, and in pariioular set out special
mnipulations eo that ohooks oan be exexcised. He should alse give
sdoqguate details of the comtrol, If there is leck of fnformation on
teolnical material ov the absemce of precautions oonsidered indispmsadle
Wy the Ministry, his epplication can be Tejooted.,

In epite of the work to be done by the experts, the manufacturer
Riaself must prooeed to estadlish oontrol techniques for the speciality,
also for the raw materials uged. Pharuecoclogical and elinical trials
are oonfined to the experts cerrying ~at the work on the product. The

lav lays domn requirezenie ot control of raw naterials and the fintahod
produot as follows:

1. QONTROL OF RAY MATERIALS

() In the case of meteriale covered by the Pharzaoopoeis, the
sanufaoturer wmust show & referense to the book, and also adhere %0 the
analytical methods and standards which are indicated therein. s i»
allowed to show supplementary specifications. Having indicated the
Pharmacopoeial reference, he should then carry out oomplete trials on
his material and provide doounentation covering these.




(b) Raw materials not covered bty the Pharzacopoeia. The

aanufecturer aust himsel’l suggest adcmtrol teoiniques suitable for the
paculacture and eventual uee of the produot. Ke should set out

uetails of the raw materials, givi.g uethods of identification, tests

for purity and dosage techniques. Here again he must prepare
documentation ca the actusl coairols. In {ae case of materials covered
by & foreign Pharascopoeis, the msnurscturer should inoclude a photocopy
of the appropriaie pages of the book citing ihe referemces, and cerxy
out triale, togesher w.tn documentution, as set out wader (a) adove.

2 SEY PREITSTS

™e following points are nscossaxy in ‘e case of conirel of the
finished produet.

(a) Manufeoturing standerds zust bs eatatlished, e.g. aversge
weight of tablets and tolersnce liuits, voluae of ampoules, disintegresien
time for tablets and dragees and organoleptic exasination.

(v) Verification of genersl oiaracteristies, e.g. density,
pH, refrastive index.

(¢) ldensifioation of dosage and active principles.

Lost detailed information sust be given Ly the msaufsacturer, snd he sheuld
suggest acoeptable limite. 4 cocplete analysical document mmst de
subzitted, and tests should be carried out on ssversl datehes of rew
matorials and fimished products so that a batoh can de tseced right Shreagh
and a complete pioture Wilt up of rew aaterials and finished produets.

The bateh nusbers ehould de showma on all doouments referring %o amalysis
and to analytical, pharmaoological and clinical trials cerried out on
pariioular batehes. TPurthermore, ‘he manufaoturer must, in all cases,
hingelf make an imitial study of the stability of the product using

techniques of accelereted storage.




Bhen the mauufactures has carried cu 4is cri “esis as sl.owm
adove, the experts then proceed to their ex2iination, and the law
states that they van only carry out trials in the thres disciplines
for which they ure sacsepted on tho “inlstry 1ist, i.e. analysis,
phareacology and toxicoiogy, and cliaical work. Tae experts sust work

as follows:

1. Analvtigel Txials

The expert must carry out himself qual:tative and quantitative
analysis of the medicament, and having veriiied the validity of the
Seshnique sulmitted Yy the msnufecvurer, wust himself prooeed to
wmsmwwve:mmmeummmm
Osnoerning the quantitative and qualitative analysis, the expert's
MMMC&QWI«‘;“WM&.W“&N
ssufaoturer, aad then give the results obtained Wy the expert, liaiss
of tolexease, interpretaticn of the results and oonolusions arrived a%;
nmmnunmmcmtm«m;mwmbopm
providing a satisfactory comtrel. The expert ic net reguired to camgy
out procedures on procucts insorided in the Pharascopoeia, dut shes
m.u-mu«:..mm.wmummum
wmmrmmmwummammm.
nunsmmwetmmtemwnmmta
all stages of the ocatrel.

& Paxisalesical sed Mioloriaal Ttisla
mwmm¢umwau%uanﬁmmuwd
mwsamﬂeuwmmxmmmmufm
ae0erding %0 the recommended nethod of use ia humans with auggestions for
sarging of solerenece. Mtﬁdawthmidmt{ymum

exRperss ssoepted in the Lisgt of "Tharassologiste-Toxioologiete”, In
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particular, toxicity studies must cover (a) study of acute toxiocity;
(b) study of sub-scute, ohronic or medium term toxioity; (o) study
of long term toxicity; (4) study of local tolerance. It is not
necessary to delay olinical triwls until the end of a chronic toxieity

siudy, as this may last one or more years.

Biological trials have as their ain experimental verification of
the properties of the wedivcament, and they oan be carried cut in
diffexent digoiplines, e¢.g. micro~biological, dioclogical chemistxy,
anissl physiology. Thay ave intended t0 guide the work of the
olinieion o0 that he oan Imow a oertain amowit in extent of she offest
the sedisanent vill have en the patients $0 whim he sdainisters i,
Analytical aad temicological experts shwuld comdiane tegether %o 2essh
conslusiens on the stadility of the medicament, and %o nabe rescsnmdstione

o vhet sonplensntary t2iAls may b neecssany.
3. Sliadaal Ixiala

hese trials have ae thedr ain the verifisstia of the thesepeutie
offiessy of the sedicine, and aust o carvied sut in cosendance vith

doteiled Snstousticas given W the Minister of Nilie Bealth in o
doovamt dated 9%h Desendew, lﬂ.ul‘-ﬁm.

Yo all the iafemmatien hae boen asesshled ty the ammufestunen,
boing his om and that odtalned fyen the emperte, 4% 45 oot ot 2
sppueved foun and subud tted divestly to the Cantrel Phesmasentieal
Sezviee of the Mintotay of Nealth. When 4t zefone %0 & 2ow poodnst heoote
winowm in Frense, it anst b asscapanied ly suitedle docunentatiom ashing
for the grent of o conmen Bane, oad this ccumea nese io wowall 7 sleased
also \y the French Maruscopocial Cemmiseion with the Werld Bealth
Orgenisation. Sabooguent 0 great of the vise, the asaufesturer omn thea




apply for permission to sell, and in the case of France zwst sgtisfy
certain requiresents as to advertising, prioce desoripsion, ete.




g s i R i PR B Sl s

-18 -

SRCTION 4

JAJOR ITEIS 70 BE TAKEN INTO CONSIDERATION WHE! FORILNG
REGULATORY STATUTES FOR DEVELOPING COUNTRIES 70 COVER
ONTROL O EFFIG

INTRODUCTICN
In Section 1 the need for zegulations and a Wriel histonical

Teview was givem, sad owtlined in Snoticn 2 was woak done in ihie field
by variovs International organizaiions. Seotion 3 net ous ir. some
Aonu sctual regulatory statutes owrrantly in ugse of threas diffexaat
types, being new drug, produst re latruiion, and the vics oyetac.

It is worthy of note thrat the visa sy.iea has found a0 favour in countries
cutside France, exoept those develsping natians which were oriZinally et
of the Freuch Unicn. In the countries which work a new diug oystea, the
tendency is to change over to ccx;lito Ziduct registration &nd, in fact,
the seocnd interim report of the task foroe set up by the United States
Departaent of Health, Bducation and Velfare, said in respeat of
prescription drugs that it reccasenied the developaet of & registaation
systen for all drug products inter-otaies to cover quality ccntres
standards. In the Tnited kingiva, Wivse she voluntary systec uader
Dunlop, being the Oczmittee on the Safety of Jugs, was sat wp o Geal with
aew drugs, the Medioines Aot 1963 provides Jor the licemsing (ox
registration) of all medicinal products svailable.

For developing countries the obvious systea is that of produet
registration, because in the early stages ol developing thelr om
pharmaceutical industry, there my well be more imported drugs or ko
products made under licence ratier than new drugs disoovered within the
territory. Purtherzore, in order that thair systeas nyy develoy towsxds

a sophisticated eontrol, in the public inserest it is adviseb.e shat all

. medicines be satisfactory for qualiiy and efficacqy, waether new or oad

and whether indigenous or importid.
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The question of wniforzity is worth mentioning as iiis SULgGe
As the registration prooedures in doveloped ccuntries beccmo more
comprahensive, and one sees the introdusticn of registration procedurss
in the developing countries, it is beocouming increasingly tiue-vousuaing
for the pharmaceutical manufacturer to provide the diflering seta ¢l
data required by the varioua autiorities. For example, the results of
teratogmicity tests are required by meny diffarent Authorisies, but
often the animals in whioh such tiots st be carried out very iros
country to oountry, e.g. Countiry 4, for instansc, may ask fo tvratogenicity
tests in nl0e and rebbits, Country 3 in rats aud redbits. In foening
legislation, it would be benefioial for all ooncexned if the
legislating country paid great attontion %o existing procedures, and in

this respect this present Working Croup of U.K.I.D.O. might well dear
harmonisation in mind vhen making its recommendstions.

It is intended in the following pages to deal genarally with the
requirenmts of & naticnsl system of drug control, and then conolude by
setting out recozmendations as t0 the documentation waiech should ba
subsitted. 3asically, the controls apnlied should de sstislfied by all
produsts, local or imporied, but in respect of imported produste
certain additional safeguards or documsaiation will be necossazy ir. ordexr
that the Health Departuent of the imporiing country is satisficd as +o
ozigin of the medicine and status of the meaufeoturer.

Controls are often related to tha stage of developuent of jharwasy
and the pharmaceutiocal sciences in the cmt:;; oconcexned, thus sountries
| with little or no pharzaceutiosl manufeciure, and consequansly
dependent on imporsatica, will tend $0 conceairate attention on ohasuing
the quality of tulk imports before dissribution. Conversely, i: zany
ocountries wvhere there is a well established pharmsceutioal industry, cae




finds a great deal of responsibility Tor gualivy placed on indivilual
—znufacturers. State controls =3y aisc vary accoriiag to tis stage
of development of the dxrug concurned, anu wccording to its nature.
Control may be exercised at various stages, and the vigour witi waidh
it is applied will depend on the importance assigned to the subjeot by

tho coamanity.
FOT N A\ "

Any national systea should be dased om the followirngs

(1) approval of quality standards for products;

(2) approval of methods, preaises nd persorael for masufaoture;
(3) sesting of sazples;

(4) satisfactory evidence as to efficacy snd safety)

(5) administrative requirements.

This should de based on the subaissior of teohniosl inlo.mation,
in confidence, by the manufectures, norusily comprising a vried
specification on the lines of & phoiwidopceial monograpi. waetaer tha
statezents made are ohecked in a State lalozatory or in the laborator:éa
of consultant analysts depends ou The stage of advancament of the counily
concerned. It must eventually be the aim of all developing ccuntries
1o set up at least such laboratories a5 will allow of a& oheck in ca3e ol
doubt, but & systes of acceptanoe on a reciprocal basis of ane Govemzant's
analyticcl checks bty amother is worth consideratiom, In the early stages
ihe Authorities mey hive to rely on the documeatetion alone, oombined
with proof of status and responsibility of the manufasturer. In sy
cases standards sutzitted by liceised aud owa manufasturers do not

require time-oonsuaing and expensive cascks. Frequently alfter s produet
Las been available for a number of years, standards appear in offieial
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Looks or pharcaccpceias, and thess stancanis showld 20 Gecantadly
both to the manufacturaer and the Authorities, and at tiaia otage

have wsually bean subject to indepencent: laboratory checks.

2. APPR S 2akdd

1

An inoreesing nuaber of ccunties require thal proaises used
for smnufucture, processing or packing ¢ drucs be licarsed and
registered. The naiture and frequency of inapestica and the minimu:
standarde of cleanliness, ¢io. of faotcriss and the roguirenents in
respect of qualifioations of staff vayy batween ocowntries socoxrding
$o the general levels prevailing st tao0 tizme. The dotail will Se o
satter for the cowitry in whioh the drug is t0 be sold when it 9
asnufactuszed looslly,

The inspestion can range from & showt visit to an examination
lasting possidly several weeks and invo.ving & detailed study of all
reoords and processes. One imporzant goneral reQuiremant is taal
all procedures should be recorded in desail as writte: instmusticrns o
Ranuals and bde availadle to the Auwshoriviss. danufacvurdng instouotions
should indicate cverything ihat is dome to aveid oTror, and indiacse also
who is the responsicle perscn at eash stage ol manufaoiure or procossing.
There zust be clear directives to worikers oa hygiene and cleaniiuess to
svold contamination. Quality ocontro: nethods aust be defined, and
sust inoclude stage of testing, for exauple, raw satariais, Drooess
eontrol, finishod products, methods of sempling, snalytioel techniques
end Teteniicn of records. '

It is possidly a &iffioult zattar for GeveLoplig oountries without
some guilance to decide on what provides suitadle Lnspestica.

However, as outiined inm BSeotion 2, certain organisations, partioularzly
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the World Health Organization and the Pharmaceutical Industries'
Association, have published dodunents entitled '"Rules of Good
Manufscturing Practice". These publicatione provide all that is
necessary for & developing country on which to base an inspeoiion
procedure, and in particular ihat formulated by the Pharmaceutical

Industries' Association in EFTA is sivple, effective and saiislaciozy.

In the case of imporied wrizs, whether izported in mik or
the finished state, it is not practicable to inspeot ithe factoxy of
tho exporting manufacturer. However, it is essential that the
developing country has eome guaranies, and it is recoumended that in
such cases, provided the premises and personnel of the sanufasturer
are gubject to licemsing in his omn countxry, an suthorized certificate

fron the Departaent of Health in trne manulectures's oountry should
suffice. In those fev cases where lioensing in the msaufaoturing
country does not exiet, a system of inspeoticn either by the developing
importing country or under & national body, sush as the World Health
Organisation, will have to be arranged. It is uwnfair to & developing
oountry that they should ascept drugs from wninown and unoontrolled

3. RARLING

Some Health Authorities Tequize $0 examine sampies st the ime
of applicstion for registration, but it ie more wsual to withdraw rendos
sanples at intervals, either from a faotory, wholesals, or rotail. In
the oase of developing oountries where the expenditure ca Stato or other
laboratories $0 osxrry out sampling and snalysis of all produsts belove
registration would be a heavy financial dburden, it is zeconmanded that

randon sampling after registration take pisce and that sazpies be

witl .. within the ocountry from normal sources of distribusioen.
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Eaving stated that approval ~f quality standards for produchs ic
the prime essential, it is woll to set outi « modern eoncept ¢ quaiity.
Before the present ora of sophisticated formlations, 'quuli‘y' wie
syncnymous with 'purity' or 'strengih'. I¢ now embraces mpeny ssher
features, most of which are smenatls o sozc degree of laboratory control
and to documentary and praotical evidlonve. They should, thexiiore,
feature in the data subzitted for registration to the Health AlGhorities.
The most important aspecis are:

i. drug purity

ii. purity and safety of additives
118, precision of dosage

iv, stability

v, physiological svalladility.

i Dg Rupity

In the case of new drugs, or those made wnder pateats, this was
of prime importance to the manufacturer and to the Ees.th aathorities, but
of less importance to the pharmaceutical profession cr she industry at
large because the drug itself may not be in artiole of coumerce, deing
availadle in & formulated state. The dats in swsh cases oonoentrates
prineipally on standards for foimulated products sad less on she active
drvg.  On the other hand, drugs viiich are freely available are asensdle
0 sanpling and testing by extemal analysts, and in such cases standexds
&re nearly always available ant widely applied. Mn interesting trend in
the sentrel of drug purity is Sowards mora spesifie aseay proeessss and
%0 greater reliance em detestion of presidble impurities and breakiowm
produsts.




ii. Adcitives

Synthetio excipients are now almoat as cormen &c synshatic drugs,
and pay require as much detail, particularly in respect of toxicity, and
especially when administered systemioslly in relatively large Goses.
Some exoipients and partioularly artificial colours are used ix {oods,
and in & number of countries legisletive oontrol in reapact of fond for
these products is nore advanced thea that in the case of dxwgs. it
should be emphasisod, however, that aliliough food standards provide &
‘guide, they are not entirely satislactory busause exocipients and colours
are consumed regularly in foods but given only cocasionally and in small
doses in drugs. It is better, vheraiore, 1o acsess axcipients
individually in relation to (&) the drug with which they will be used;
(v) the frequenay and route of aluinieization, exd (o) the proposcd
dosage level. It is wrong t0 sssume uhat & substanoce waich has heen
used for meny years in cne way, for exanple, & skin pueparation, is
equally safe when used in snother, for example, administerel Ly mouth
or by injeotion. Some sdditives, suci ca prgamativn ané stabilisers,
are used such more Irequently as products beocue more sopalsiiceied,
and therefore require special care in their seleotion., If a0 utandands
are available for excipients, it is ecsential the applicent susait full

information on qualily and plandoasds w.ui the documenietion.

As new &rugs tend towards ineessed potendy and a3 8 reauls sover
doeage levels, precision of dosage becouos nore imporsant. Tor this
reason alene, unit dose forms, such as tebiets and oapsules, axe
preferred t0 other em’ forss, for which the dose aust be messured by
the patient. Until recently, methods used for oomtrol of ascuracy of

tublets presupposed that the drug was uniformly distriduted, omtrol
being dased on ms.!'ens.ﬁy of gross weight. In some cases, however, the
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dose of active ingrediant may De less ‘hen a niiligran, and <he
proportion of drug to total weight of tatlet falls to delow 1jv. In
such casss, the efficienoy of mixing bucomes an important faotor, and
the faot that a group of twenty tablats contains the correct cose on
aversgs does not mean that each ¢ne is aatiefactory, In speoial
dosage oases, therefore, it might be sssential to doviue partioulay
eheoks.

tv. Suabllity

Stadility under modern conditions iz an importent aspeot of
qQuality, Synthetic drugs, unrelated to ratwral products, may be
distinotly reaotive in the chemical sanse aand susceptible to oxidatien,
hydrolysis and other forms of chemical breskdowm. Decomposiition may
take place during pharmaceutical proces:ing and subgseguent aiorege,
leading to loss of potency and even poisibly deveolopment of toxis
breakdomn products. A number of manufaciured produci.s, especially those
whioh are exported, must cater for a shelf life of several years to mest
the norzal system o storags and distridution, and, thersfore, in tais
respsci alons the question of stabiliiy is of major imposrtance in
developing countries. It is esscntial for the manufacturer %o saxrry out
tests and submit proof which show a rezacnably accurate estimate of the
zate at which a preparation will decompose under normal sTorege.

Modern conditions allow accelexated tes:c to be done, and these should de

acoepted by the Authorities, provid;d a check is kept on nevly registered
produots to see if the setimated stability is supported over a period by
actual fact.

Data on thsae is required for newly discovered subatances, but ouly
rarely 1is it required in the case of new preparations whioh are new
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formwations of existing drugs. Tiiere have, 4n the past, coececlonally
been zedicinal products waion, although .08 iarnful, were net parsiowlariy
valuadle, and 1n the days tefore the scuorn "drug revoluiion" it was seid
that although the bulk of the produs.s availsble were ssle und <id not 4o
such harm, neither did tney do muun good. It would be wrong Jor aay
developing oountey to accept & new drug that did rot have proved elfficeey,
and therefore it is necessary for the manufacturer to submit details of
oclinieal work carried out on the products to show that thay aave a
therepeutic value. A deve.oping couniry shousd not insist o: wilniesl
srisls being cerried out withia its owa terrilory, provided the eppliicent
for vegistration of & new &rug cen give Jull dooumentation of twiale
oarried out ia reputable hospitals and zcliicel centres by duly qualified,
zescgnised practitioners. The rogictecsis ocountry is entitled, hewevesm,
%o insist that wheze the medicinal produst is intended for treatment of
diseases having & purely loos) cisracter or endemio only in oextain parits
of the world, the trials be carriec out under condiiions nommaily feound &a

those sountries and preferably in vhose souuitries thezselves.

It has bemn stated severcl itizes ziraady that modemm s ade
highly effioient and potent, and that dosage tends to fail. In eddition
to high potency and accurate dosage, ticce is somotimes & possiovility of
toxicity or unplesasant side effecta, a.. thcrelore the manufacturer zust
carry out suificient tosts for the safusy of {ha ;roposed use to be
assessed, or in the case of those medicinal products inteanlicd Jor grave
conditions, that the risk froz the diceass being treated is greater than
the risk of toxicity or unwanted 3ide ef’eots, and that the Yaianee lies
in the use of the drug under the recomcended conditions.

Kormally teratogenic tests should be 0arriuzd cut on two species
of animal. Vhen #udmitting docusentavien on toxicity studies, the
asnufacturer should provide full information of the number of animals,




stook Sharacteristice, diet, zoatwole o) Li.tistical GnGlYend and
amtopay findings. In the omse ol stancuri procedures, detalis of
whioh oae be fully fder ificd by aaie, ' ohowid be suifieieat %o éve

the nane w.d refoivave.

5

In addition t0 the technicil ruiver jrevicusly outiiield, vaere
aPe sertain sdainistrative requir-aents waioh the Ausherities will need
5 onder adeguately to exercis: aonizol and s3s0es Whether the sredust
should Vo registered o mot. Tha folic.ing are the meve {npowtant:
(8) Fomemelature : The manufastuies ..ciid state Lis sruad came and

aleo my statenents made on qualitative ané Guantidesive

oomposition should de in an ascupted nommmolature. any

Pharescoposial refevences shouli be given.

(») The proposed method of ilatridution, lsoluding aa indiestics &g
%0 the smtants of sech package sise, anc if & novel forx of
sontainer 13 uced & statwint as to tue type of ocemsilae® Lk
0ol as to its suitabilaty.

(o) Thevepeutie Wadieations givez by the nanufactures fo: tie
peodust.

(4) 4 comple of the aew product ia the fors in whioh it will be
aade avallidle % the prefessic:, a 300k=up being asseptabdle.
It whe veglstering ooumt:y has the faoilities for amalysis
1%00lf, there should aleo be & sazple of e astive prineiple
and any new exoipients in quantisies sufficieat for the
rpase of analysia.

(o) A preliatnary drefs of the label sid leafiet wher ihe ietuar
46 enelosed in the package of the product, solely as & Junaral
indisstion of the finai wordiag.




(¢)

(s)

In the sase of an imported prolust, it has already been
stated that the manufacturer aust sutmit & certificate s
to his liconsing by Lis owa authorisios. Vhen applicades,
with the application theire should ve the name of the
respeneidble dlstricuier or csent within the tevrisery and
with whou the Authorities can dusl should any queations
axise,

Tree 8ale Cextificate ¢ In adlitica to xael that the
senufacturer is o licensed zaaric-uiiles paufactuped wdwrin i
his own COURSIY, 80B¢ ALIIOTLLios 1ike al80 %0 Live & fres l
Sale Certificass. This is 2 Cooument Lssued Yy he

countxy of erigia showing that tho proeduet has alleady Hem

scospted in the countzy ¢f =oigln tud is-avalladle oz sele

there. Until sush 1136 as @ developing oomtmy whieh izpozts

& large nuaber of ;harmaceutical jreducts om set wp a il

oontrol organisation, the Free Sale Cextificete previice &

useful gusrantes from the autioriiiss o the countyy of wigs

that valueless medicines are 0% vein; imporsed. ?haat Vied )

howover, be some drugs vhioh nave livile oF no medieal we in

the country of origin tut are required in certain ATess VEVNess,

sush as the tropios. In such cases, it may de diffieuls %o

provide a Oersificate gtatizg thct the produet is an free sale

in the country of origin, and .y cther suitadie decuuestamy

evidence from the Authorities of e exporting oowntxy sheuld
be ascapted.

Howovar, when a developing couxtzy has ae’ up an efiiolant

contxol syetem demanding »roof as t0 vhe maaufassuncs's statua,
vhether he be indigenous or oversers, 0ol as 0 the elf.cesy
and safety of the producs, and sufficient infoomation %0 enuele
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QUALLtY SentXol 0 Ve emereices, tov . Leveldndng seuntuy
OB Tely on 115 owmn sontel wrl ProdeciTel, and & Frev Line
Cortificate hus seither plase nos valus in the Tegisvoeasicn
ayetea.

RIRGRZARIE

Defewe sottiag out the setuis docusentation, it sust be neted
hat in opder for a Teglatresion ;rocdcis %0 worlk satieslaosorily, 4t S»
Ressssary to have the full ee=0pesation. & .40 Deglotresim aushosty
with the adustay. There 18 no polat i apesifying & devailed 1iat
dmmumumwwmmmmm,
mgmuumumnmuam.
Seveleping sountzies must fix their O ULt asoteding 0 holy
reoturees. Jor emanple, in Mo Righly doveionsd oounszy 3% o8 qui.ve
oloar that the fasilities made aveiladloe %0 00 3:6te Mhatkiteititis
lLabesesony are not sufficient to er.ile ez to STy Nt LR NNGeR
Sask in & satisfaetory perfof of tiza. 4. ;i208388 aXe net alviecd Tuas
8% will seke at least tvo years, anli uo siy SIPEAT NI jevibe 8 wuid
%o inovesse Jor & nev application Tov v loiaouice of o Powalds WO W
oonsidemed. These Gecays all resclis 4 an ewesia of aveiladie

dussrial property, and aleo uore icpervant svasa, A veluadle yeepanations

mummmmwwmmwcmm.

I% is reccammnded that the foli0iin; dosuaentatien de weed ia
sulmitting ea applisation fer the regiesvasion of o PaILOsusionl pueduet.
meunhthomamwmmmthlm
sanufestured, 100ally pasked or precesssd, or ixperved ia the saies Jaes.
aumcammmmgmmutumunmm

mmammesmﬁegmmw.mmcmm

will be mequived in the caee of fapersed preiuets. Ay variatims oo




indicated against the items listed.

(1) The name and address of the sanufacturer, and in the case of
a2 iaported produot, the name of %tae local processor or iistridutor,
0 that the Authorities can discuss matters loca.ly ani also xnow

where $0 place responsidility should any query erise.

(2) & looal memufaoturer sihould s-aute ira licesco auabar ol ais
premises, and in the case of impoirted products & oervificate siould

be sudbmitted from the Authorities in ihv cowntry of origl., statiag that
the semufassturer is duly licemsdl in 4lat countyy. In e case ¢l those
fon exporting sountries where no .ioensing axists, insjestion of the
prenioes will be neceseaxy, either YWy the laporting ecuntizy, or il ihis
io not feasible, Wy an international organizasion, such ss the Vorld
Sealth Ovgmmisation.

(3) If it 10 intended %0 sell the product under & trede mark, sho
proprietary name should be given. Tha fxve name of the product, delag
sithar in the fomm of intemationally ayproved nozmmdlature, auoh <8
V.5.0. f3ve names or the approved .iac. 0f any recognised sharnacepoels,
In the event that such nase is nct available, & chemisal naue scoordiag
% @y resegaised intemationsl nomenclatyre.

(4) In the case of mev sudstances, a desoription of the physical fom,
stmwstural fewmula, seleoular Joriule and amcleoular weignt.

(3) A statemeat should be given of tae intended route of adminisetretion
and how She dxug is %0 be maxketed, i.e. for popular sale or caly threugh
the professions.
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(6) Por new substances, a chaxical ané rharzaceutical sciantifie
mencrandum Sontaining the following information about tne activs
ingredients, either sold in “nair exisilng form ¢r more likely ia
formulations:

(8) Xethod of manufsctura, including & flow-ghest diacxes, and
an explanation of each stage of & aymthetic route,
inoluding final purificaticn.

(b) Bvidence of moleculsr structure and distinguishing
charasteristics of the coajoad, %.3. lacaers, eto.

(o) Standards for identisy, purity and poteacy, together with
analytical methods employed.

(4) Ohenioal and physical stesilisy date.

(1) A ohemical and scientific mesorandun oontaining information abeus
fozmalation formae:
(s) & complete formila, declared quantitatively per dose
or percentage composision.
Constitusnts should bo Zcaori:ad by approved naces,
or vheve this is not possidle, accepted chemical names.
In the case of quansities of exoipients where there are
variaticas in ammufeoiuriag technique, e.§. for tadlets,
& suitadle range should be :>ated and say overeges
ineluded in the fommlation should also be stated.
Wheze any oolourings, flavourings or perfume sompounds are
used, detaila ahould te givea, sogether with scae meaas of
identifioation, i.0. the colour index nuaber reissed %o
amy imowa systea.
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(v) Letnod of zenuiaciure of formulaved product.

(o) In order to ensure quality couircl, & specification of
each conatituent, togetier witn a specification ol the
finished product. iere in. conavituents or the
finished product are contained in a pharmacopoeia, a
pharmsooposial reference will sufiice. 1f &
constituent is not already eccepucd for pharrtaceutiosal
use, evidence as to its safety nust be given.

(4) Analytical control procedures for sonstituents fo
oontrol during processing and ca the finished product.

(o) Ohemical and physicel ctability date in the case way as
foxr the active ingredients.

(£) Proposed labeliing, including & statesmt where
appropriate as to suggested shelf life (whaich may e
included on the labelling in oede) and eny cautiocassy
notices necessary for storege.

(8) 1 the csse of new subatances, a pharmssologiosl and texieity
amorandun setting cut the followings

(a) T™he nanes, sddresses and quuiifications of tae persoms
iavestigating toxicity.

(v) Detaile of experiaental stuiles il the observatioms oa
whioh statistioal caloulations are based to e showm ia
detail. NIl information should be given of the nuubder
of animals, stook sharasteristios, diet, sutopsy findings
and any other particulars imvolved in asseasing tie
results.

It is recomsended that unless thele are gpecia. re.iohs,

teratogemioity tests should be carried out oa at loast wo




6pecies of animal, inoluding, if possiblie, rabdits,

(9) 4 olintoal tria) dossier giving fuii reports on olinioal trials
uptu out on the dmg, re-prints or suotooopies of caientilie papers
should be sutaitted, olearly identified, and it is essential that vhere
$he drug Lo mentioned it can be fdentified with the preduot being
oubmitted. Individusl case resords ghould nos be required, as s demend
fow sueh has several 11l effects, e.g.1

. 8) 4% enoourages pecple to cheat vether then the reveres;

. ) 4% tends % move the amus of Tesponsibility for deeiding
abous the effectivensss and possible danger of the pwodust
mmmmuammdum, % whea ey
FEAly delmng, M o i legiciwiive Autherity;

a)nu«ummtuohmnumma-
eliateiens.

mammw(m.mmaﬁ.u.)m
b pewniesidle in the criginal, Bt in the case of develeping sownteies
1% may well e et they must insist en either Wwenslaticng oo

MMMMWaﬁ.o&“&W&QK
JOLVate presties; and the werk aoy publivied, il Geteile should be
owimdtved, Mullunwﬂlhid‘mﬂwdﬁl
dootewe sasmylang eut the trials.

(10) mmuamammnwmmmm
0 00 tncluted 1a ladele and/or taserts; the doenge showld be that for
Btk adulte and ehildren, and 1 iatended ealy for ene o She ether, this
hould be elearly stated.




(11) Details of the proposed sales pnck should be subaitted, and ia
oases of -doudt whexe & oountry had adequate analytical faoilisies,
either Govermmentsl or under contact %o tne Jovernment, sotusl spesinens
of the produst, together with any wiusual excipients, sheuld alse de

subaitted,

(12) In she ease of developing sowntries without adequate eoctrel
fasilities, as o safeguard for the public, the applicant ia the case of
an imported product should eubmit a Prce Sale Cortificate dencting thed
she produst 1s asseptable and oould bo ou Ires sale in the eountyy of

owbgia.









