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The followinz {5 an attempt to give a soview of the acrivities of
WH' 4in the ficld of priarm.ceut leal (rielity o contred and apecial
at: ention wili be paid tu control in marufacwurine establishnents.

It {s first necessary i» define ure oeopo of snnapmaceutical guality
coi trol,

The sultabjlity of drugs. lor the'r intended use, 1= determined by
tw groups of factorss

1. efficacy welned nmn'nst gat~ v to heal t and

2. conformity to i's speetfications pessrding ldentily,

streng h, puriiy nnd otner retowant chavacteristics.
Ffficacy and catoly of dAmip. rave aiready been discunsed cariler

it
this week and/# 11 only be menticnea nere that in orfer 1o asoure

rejroduetbl iry of fffierey and cafery 1008 enorn iaa Lo rotablinh

ardcjuate specificorions for tue Jriaes andg thelr doliue formo, in fuet,
ont ~ the efficacy and safety hove beci cetabilchas, tne (ueilty of
dr -5 avallaple {n commerce Lo Sateet by meaiuriny tdentity, cLrength,

puar ity ang otper relevant crorneteriolir,

Quality conrol to practises Vo achteve suctoined and uni form

mar sfacture oL proaactn b G SuTow gQuaLity aevels, “he esaeadvial

factors in L .ir respeo. Ares

{(a) prois ¢ auaiiy crcnifieations and

(b) proiuciicn con'roi.

6, enp tlteation;, LYE neCE3TAry 1O deternine sujtability
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fpeeifications for ntontipe Tateriala are based on e

ki

charaecteristi cs of precesses uged tar the provaetion of thege materinls
and consist usually of -
(a) specific ifdcntification Lests;
(b) puri'y temts,
{
(e) asswv method;

(d) pnysieal chzracveristies,

These speeifications sre usi.ally found in offleial corpendia, ruah
a5 pharmac poefas, eotjesn aral forrolaples

M
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Specifleqt nren far inicied praiges ar: tre establiched

)

speelfieatisn. for g, frnicred Cria walon musl o provide o'l ewiteipia

NUCASEAPrY Lo Loterafne the v ooy tabifie
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ek prodact s Sam o fpe Prnees s ing oy g Terentanilitg of producte

LT they are nrocareqy from o nfde noniren s,

The second, ani PETHAPS Loe munu Imporoant Aspoet of quaifty

vertrol of droge in trety PBEFY Thpe o ey precogetton reateal,
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The activities o WHD In thie fleld of piarmacceutiesl gualiny

conilrol have, frem Lae very bepbining, boon concent «too on the
establichment of GusiilLy conbl-ol cpeeifleations, and 1o {s only
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consideration in tihe preniranion of Lhe inal Lest, In zeanpinpnes

With Lhe pecomrn FITIOnT in oine to

-
2

Venteenta henort of e w0 S

Cormittee some Snenpuee Al rertnndn suar g o prictomet oy npe

fneiudea o alternanio SN0 0Lanr ne iy, Tae Mhes e o fop
- . o , R o ) . R tr L
tearenLy menuionog P i Tt roat o LoD gy OGO W Lag il shed

- N # T . B s S
fn Ynoliag {10g Y o n frenes (1000Y)

PHe sneelUie i one e i b e yoiume aloo appiy e he respents
Foanired for b e gy s ol Wy s o deser! e in the “ronngd

"dition of tae Forern o onn !

s

PRAINCOonae e an ay e ol i the 1ist

O Yengents and e solutionsg in tpas

VS oume,

Cecand Vdition af e InternLisnal e

The WHO rrvep Commines on ot Tt ernational PLarmacoprei,
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pumber of other specialists frowm different countries, The anslyiicond

procedurcs glven o oie menoors nan and aorendices hnve reon Lezted do
Lpe Lanoralortes of national prerascorsacian, o oanbiop o nborslicrioen
for phnrmaconticsl oosYily control, dr toe Inbneatoricn of & marbher of
manufac e Tiens, sart i oreoerasacat en] o cwn obner o cci b ans,
Madern anclyven! methodns woed in v svesccun sl onality ronivsl
are descrined in b wppendalecs;  for o exannls, inlrynoread
spectrop cLomel ry, polarograpey, claonatorrasny {eoliin, paper and
thin-leyer), yvidloca dvity, noa-oaorons PLlreuivn, A o berminat o
of mellln —yange -ui mellinp-polnt ond farntifieation o subusianace by
the Kof'ler method,
AR provistonal text of the Socont gdttion wes went oa e flapel 100
Lo membors of Lhe WU Txpe et btvinory Prned oop the Inteo et ions L

Pharmacopnein snd Phoemacentie ! BPoovacstions oo a pooser ol ochee

speeialinls interested dn hte vork, Witk oo covering belter, assins for

COMNCNLS, “IiCi were ioter ews oot {or o yhae e selien g L
provicions . teryt,

In NDotouwrr 6Gh, the pevives pravisionn. “ogl wan {opwaracsd to

Mempeor Cotes, dnwiobns Lhem to osubndn conone

Member end Anoootion

—

within trree montos,
Theoe snd tar’ tor cormenl wees tnuoeraea tn o vhe Loxt of the

Cecona Taaition ‘oo i v o e 3L Lo b reocdes centn,

4 4 . s ’ . )
The title “Internationai PLarmaeopoeia’ dates fron s period wnen
it sLIlY oencd pansinle voodaror ahhe rcaer B ihlornstional dulnorily
a collec ion ol rpreiticontion, ohiet could 90 Gaopued L nadlennd

author i i, Ty Lhie b ouooriale ondy fo o pert, Lna the sooond

edition ~F “he opie o Tons s D srTo oo s, et el b A0S e
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1t 4s a colleelion of recommended cpocifications whien re not

{ntended to have legal oiatun as euch 1n any country, nut, are of fered

as roelerence for tne estab!ichment of npecificaﬂinns.

(nemical Relerencr fapsteaent
Conemiear o e
Spectropnotnmﬂbric annays and fdentificatlien tests, as well as
paper and thin-luyer enromoLorraphidc purity Lests, anplied in the fnltol-
nutional phaprmacoracia, venaire wne ust nf chemici: poference HNBLARCES.
Wi provides a rnumper of Inernational cremical Reference Supctanesn
yhicn #ve establinhied upon the advice ol ihe WHD Txpert Commitier on
specifications for Pharmaeoatical preparations, e eharssh riGhies o
tne suhstances cerected are artormined by the WO Coatre for tremicnl
Reference Subitinces in Colna, Sweden, in collahoration with soeciallsis
desipgnated oy Wi,

gt present, about 10 subsiances ape availaple from tne (entre, maindy

steroids, cardlac glucostdes, senl-synthetic peniellling and a fow othoy

substances,

There 1s 1i'tle doube that reference substances will be incroasinr‘v

L~

used in quallty control of drugs {n the future, an<d the Centre inviwes
the close collaboration of all nationil agthorities concerncd with Lo

establisnment nf chemical peforence substances, Dy Thene e 0is iv Ly
. 1]

hoped Lo achieve uniformity and, as {ar as possible, actual identity in

3

the reference sunstances Ll are esiuonlished,

Future work on cnoeiflentions

The precent way of complling the Tnternztional Pharmaccpocia nad
peen criticired trom important viewpoinis which also, Lo a certain exiyn ..
apply to mny naticnal sharreconaeing:

1) the Lo betwoen NewW ezt tere 4

w
Lad
(o]

o laiy in reloantion




-7 -

(2) there 1s a tenoceney to conservatism in the sense Lhat
technically simple hut little select.ive mothods are
sometimen Jdeseriboed,

In 1967 the Werld Mealth Assenbly . In n renosution, vonquested the
Director-General .o continue work on analviical control
specifications {op internat ' ond facs §aanae g he poablished as they
are completed",

Tre WHO Fxpert Tormittoe on Speeltiections {or Prarmacentieal
Preparations, in PLe Cond report wileh is now in print, sujv-sts for
further discussjon 4 procedtave for the early provision of Jdrag
specifications which woulu be establioned in co-op ration belween

national control sasborit ien, manufacinrers angd WO,

Internationsl himpropeiet v, Neanes U Hoopaneeat oal cubntane s

oman e i 1 Ahi e s VR s S e T e A 5 A Al Tt e

In order Lo avoid Lhe confusion wiieh arises viien ditierent
nonproprietary naures are qeed tor the name supstrnoeers, Wi han
operated since 19he a4 proaramme for Lhe estapliniemont of international
nonproprictary fames, Wenuests for intornalioned nabropr jetary names
are rececived from nationol anthorities, mmufachurers fdel 0Ll
intvrested persons, and toe proponed ImLernations ! nenproprlel ry namnes
are selected in arccorinse with the Preaccdnre tor the felection of
Recommended nternationil Coprroprietary Namen for Pasrmaceutical
SubsLances oI Lae wons o hranta e For oalaon e on eyl Inters
national Nompruuvristary tmnes tar Prarmaceutiens uhstances,

Liste of agw provocoa {nternational nentroprictery ORRCS ure

published at prouent Leloo oo yoar in tan Wit Chrontele and jmnexed to

the lists are detalls of the Procegurs dil Geners Pronsipies followen

in selecuing toe names, A Ciamalative Bioh ool Lrterpatirhad nonpropriet:

naes Lo v i e
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Taternational nonproprictary names are used in the titles of
monograpns #nd ta the text of the Uecont Fdition of the International
Pharmacopocia and jn many national oharmatopoclas, They are alto widely
Goed throushiont the wor'l roe repuiatory, lapciling, scientifie and other
SUrpases,

Natlieonzl nemenciature comnlosions ~xint §n & prowing prmber of demper
“oene national pomeneiature cormsnsions Lhe seleetion ol un intern:tional
nonprosrictun name ar aboul Lhe Luno Leas a1 aruz in placea on the
market, Brounts early aecion Ltoanoult be possivle Lo onsure that

{r.e same nonoroprictary name is used In the lapelline of preparations and

in the pharmaccutical and medical literature throeughout the world,

Tialeg, amd LU oin now L practjcod of many manutacturers Lo regnest throuxh



Good Practices in tre Manufocoture apd Oty Contre? aof Irass

It was pointed out eu-ller tlat within the WHG propremme on ouality
control of drurs the work on requirements for producllon control 1s of
a more rccent date,

The question of nuality of drugs moving ir Intermatlional trade hag
been on the agerds of the World health Aznembly for several years and the
Pwentieth World Henlth Assembly (1967), In o resolution, reauected the
Director-General inter aila "to [nrmulaste ns roon as possible privoiples
for quallty control rrocedares ruen 0 rhould be Incornorsted fn pood
drug manufacturicg cractice”,

In August 1267 = WHO group of npeclalists met in Geneve. to asslst
in the preparatlon of a set of principles ard regulrements tor gond
practices In the manufacture wnd quality control of drugs. Me draft
text was cent to all Member Stures of WHO for comments snd 14 war also
discussed At a meeting of the bxecutive Poard and the Vorld Health Assembly
in 1968, A1l comments received vere cencldered vy an hpert Committee

which met in Geneva in Dctober 1968,  The report 1o now in print

As good gquility cannot b~ tested or inrpected Into products, the
desired quality of tne final dosize form must be bullt into the product
from the very beginiing of the mairulacture,

In most caser 1% 1o porsinle te drow up specifications for raw
materinle which pasrintee o catisfoctory auality, but in the case of
simple pharmacoutics) forms sueh as tadlets, altheuvh in moct insisnces
it is poscible Lo dotermine theh they acet Lthe vogquirepents for netivity,

1t 10 a wvery eenclioate tarw to o pron s U il rt ot reaaleed




It 15 of course “rneorniically poussibie, using modorn analytical

rcthodology, to eiaborate purity te:zts which ensure that the starting
materials comply witih establiisneq spocificalions, but it would hardly

be feaszible in practice,

Difficulrier ar.e» witn 2 qualiily contr)l of gimple pharmaceutiecal |
torms deseribea in pharmecopozias even 1if tne nature and amount of
ceciplents an. uiluen.a are rFnown, It 13 easy no appreciste the
“tffieulties in drawing v fininhed prodiaet specifications for
chormaceutical forrs when Luch detells are not kncwn,

We have to {ace e fact upat finished produect specifications alone
are of restricted valiue, uniess 1t ¢in be ascertained that the drug has

veen manufactur:d undsar sarvisfactory cenalticons,

The drug ranuf:cturer rues asea~e the responsibility for the quality
. his product and ne is natura.iy in the best position to prevent
ristakes by exercising aaequate care In the varfous manufacturing
precedures,

The production control must be adequate to assure the drug's purity
+d efficacy. The fie'd of controls in drugs proiuction has become as
carge and actunlly, at least in some phases, more compiex than the
rroduction of tre drugs themselves,

Tt is thus eviarnt thict the reaponsibillity for quality of drugs
rust. be diviic1 petween the druy manufacturers ani the official control
withorities,

Before discussing tne main points of the document on Good Practices
ire tie Manufactuare and Quality Control of COrugs it is important to recall
th .t these recommended reguairements constitute only a guide end framework
vhiich need to b= Adnsted Lo meet Lne agtival nheou by Lthe peop.e who

ctually have to carry oot prnuTacLuringy procoaures, The requirements

cheuld be usea with Ligeredion ont tae experts of the fires chould ve
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given the oppor.unity to creek the sultspility of any requirements againgl

their individu:l neeas, T¢ ~hould alce be pointed cut that a document of

thiz xinc can never be itral; 1% 411l Lave %o be enntinually reviewed

and, whepever nrcessely, O Jised,

After the Tirs: p#cagranhs of Lhe document, Leaeral Conzlaerationg

and Definition.,

of the documer', cupmcirl.y &3 ~he v o [rewenl of neientifiezily trained
experts is syxcepLinnAaliy nin in e 10 intusiTy.

Tne preferzicnii statlf renponstn o 100 padsing erpert Judrment on
specificarions, manufacturing procedurss and coflirod neasurns m3t have

a £0li: scientific packsrouna nd aldeluato praciicas cxprrience (n the

manufacture and con-roi of drmugs. An ‘rportant copsideration is trat tne

formation of sucu staff in cuch particular 2ountry will depena rn the
educational taclli les avaiiable,
The followins Lwo parigraphs cf tne docurent irseribe os rejuires

ments for Previc s wi Srui-~ent,  Sprel.ooationtion nas oeen riven Lo

describing tte coniltions or minimicite toe rica of nwman errors whleh
ecould resuli in faul' y formuiation, rontaminaticr. or a mix-up of Jrugs
or auxiliary materio.s urrd n the Qraiehion procesnes, Wri.ten

{pstructions shoulu be z.ven for Llle ci aning of ecuipment fnd it s

pointed out tnat -deguate rr-oris of 3uct procesurst Lhoulid be raintained,

In the fo.loxing sect cac atreetinns for Sar.ction, Jtartins Materiad

‘ailoet a geetien Percemnel, “his 13 an fnportant pari

and Manufacturin- overatichl are given, ne avai..plifty of writ’en

-

{nstructions for ‘ne wantl ¢ vring prive Jures kBrd ratuh manuf-cturing

reenrds are vitil LO asIUrse Lhe sus*t.Lired production of prowdacts of a

consistently nigh

Py
F
Ti
-
e

~

indications, ‘Tre batch ranufscturin: recoris s.0u.d glve wtne complete

manufacturin, 1. Lory Gf et L On

i tne aoritenl therefore gives rotier 1etafled



4 the seetton [abeliing and paekesing rather stringect dircotions

A iven for tiv ko o lee of lawels, The reassn 18 ol course that
©op erusit ) phace in the ganufacluring proceus where mistakes very

IR STl 5

ro jmperiance of Lz exlsuerce of a quality control department

v

L fenettons autonumeus 'y in tos sphere of rospensiolltiy 138 streased

Following poacape phoanc Log recponnuhilitass are degaribed in

~ document fulthae econteins o sugsestion that it may be advisable
1 Tirm to iesignate an jaspector wno resulariy surveys Lne
Srsturing i owontreod aperatione,
Cinaliv, recomierae e e piaen Dop salntuining recoris of the
Colanien of 4rure an 40 coEpla’Rts (G adveran refsct.tan roports,
Traneetlion of druy maralaeiuring eoornilahmenta 0y Lhe r.ational
Goagthor! ¥y 45 bolpT anoteLaeel in an inereading naroer nt

Foie, The rational ~onrc. aathori.les mest tnen have at their

L3

f Al lacore ory felia.le of o7 h o standood ard edequately educalad
Satred exportd W0 per orn uoonm aatten,
Looeppears to ne oosaliatie aprreach to eenleving a s:c'ained and
oL omanufac ure of urs s of = defined ouality if the recponsibilivy
e quallty c.oatrel L inared betieen the menufrzeturers and the

1l gontral authortole









