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Past and present attempts to ensure a proper qualiw control of 

pharmaceutical preparations have been based, in most countries, on 

an assumption tha t  spc~ f l cn txons  of quality relat ing to  each f i nd  

product could be written down and that  compliance v l t h  these specifi- 

cations would give the guarantee requxred, In some countries final 

product specjfications are to  be found in pharmacopoelae only and are 

very limited m scope. Certain countries, on the other hand, ham 

p u b l u h d  extensive detalled specrf~cat ions of certain classes o f  

phannaceutical products e.g. FDA (USA) i n  relation to  antibiotics, 

but i n  f a c t  very few, if any, of these specifications, taken alone, 

can guarantee tha t  the quality 1s w h a t  it purports to be, It i s  

doubtful whether f i na l  product speclfications are possible which would 

allow an independent con'trol laboratory to  verify tha t  formulated 

products have been p ~ p a r e d  from separate mgredients, each of which 

complied with its own particular mirannun speczfications. 

Most f i na l  formulated product speclfications in pharmacopoeias, 

FDA Regulations, and m the f i l e s  o f  manufacturers assume that  hdividual  

constituent materials, each complying n t h  the i r  own specifications, 

haw been used and the final. product specifications are usually only 
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suf f ic ient  to ensure that  proper d x b g  and distribution of the act ive 

principle between doseg has been achieved. It is often hposslble,  by 

examination of the f m a l  product i n  the laboratory, t~ ensure tha t  

msterial of a certain specified minimum purit.r was use4 in the fornula- 

tion, nor of course can the s tabi l i tv-of  ths productbe predicted. The 
security tha t  can be assured by a natlonal control laboratory res t r ic t ing  

i t s e l f  to an examination of the final product may therefore be i l lusory, 

In  the case of preparations which are specified i n  pharmacopoeias, 

when limitations are  applied to the nature of the various diluents, 

buffering agents, excipients, colourings, coatings, etc. it is  probable 

that a method of assay should enable an assurance to be given that a 

mirdmum quantity of active principle is contained in a given dose. This 

i s  of course a useful check and a highly desirable one to ensure efficacy 

but  it may be quite insufficient to ensure safe*. 

With many specia l i t ies  produced only by a given company even t h i s  

assurance of correct dosage may be d i f fxcul t  f o r  the unaided national 

control laboratory to guarantee without extensive devslopment of analyt ical  

techniqqes epec l f~ca l ly  ta i lored tc the partxcular speciality. hcdgnition 

of the vulnerabili tv of the qual i ty  control of drugs a t  a national leve l  

when based only on an examination of the final product has been largely 

responsible f o r  the drawing up and publication by WHO of recomndations 

relat ing to  nGood Practices m the Manufacture and Qualitv Control of 

D r u p "  (tmo, 1969). 

T h i s  document is an international recognition of the f a c t  tha t  only 

the xnamufacturer of a drug is in a position to ensure t h a t  the drug is 

prepared from conqmnents of adequate purity, compounded m such a uay 

t ha t  the i r  qualxty i s  not adversely affected by processing and that, 

when, distributed to  the patient,  the f l n a l  form will provide a safe and 

efficacious dosage. For many modern formulated drugs, where it is 

impracticable f o r  the national authority to guarantee the safety and 

efficacy, then the national authority must ensure that 'this. safety is 

guaranteed by the manufacturer himself. 



"Good Practices i n  the Manufacture and Quali* Control of Drugs" 

i s  a s e t  of recomndations only and i s  directed to aclvise the manu- 

facturer  as well as the national control authority. I f  these guide 

l ines are accepted and properly hplemented by a manufacturer then 

llFinished product speclficationsI1 as defined by the WHO Expert Committee 

on Specifications fo r  Pharmaceu'tical Preparations (WiO 1969) Annex I, 
pg 16 may be suff icient  c r i t e r i a  on the basis of which the designated 

control authoritv determines the acceptabilitv of finished drugs1! . 
It cannot be too strongly stressed tha t  without an assurance that 

"Good PracticesN are being adequately affected, "Finished Products 

specificationsH are of wm SMted  value. The necessary assurance 

of implementation of "Good Practicesll can only be obtained if a National 

Authority can r e s t r i c t  the manufacture of drugs to licensed manufacturers; 

the license being granted by the National Control Authoritf only after it 

is convinced tha t  I1Good Practicesn can be followed by the particular 

manufacturer. The license should be allowed to m m i n  effective only 

as long as  I1Good Practicesn are implemented. The granting and contin- 

t ion of the license should be dependent on satisfactory inspection by 

suitable governtnent inspectors. In this way nFinished Productn control 

can be ,supplemented by the necessary nin process cont.01~~ to ensure a 

gatisPactorp end product,. 

This procedure of manuf~cture under government license with inspection 

to ensure proper manufacture was found necessary as  early as  the 1920s f o r  

b iobg ica l  prdducts such as vaccines and sera and has been the subject of 

nany detailed recommendations by WHO (See report of tTHO l$qert Conrmittee 

on Biological 8tandardization ( ~ ~ H o  1969) pg 61. The increasing complica- 

tion and potency of modern therapeutic agents, of non-biological origin, 

which are commonly compounded i n t o  the final dosage form by the nmanufacturer" 
rather than the p h a ~ c i s t  requires tha t  these produ&s receive equal 

attention by national authorities during manufacture to ensure that they 

are of proper qualit;y. 
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The WHO "Good Practices m the ?lanufacture and Quali ty  Control of 

Drugs" is a s e t  cf guide lines,  it doas not attempt to, and could not, 

ins t ruc t  the manufactmr how to da his job properly. It does, however, 

lay down minimum raquirements, which if followed, w i l l  allow a national 

authority t o  obtain maximum security m relat ion to the safety and efficacy 

of drugs manufactured w i t h ~ n  i ts terr i tory.  It i s  important to  recogdte 

tha t  ultimate responsxbilitv must r e s t  m t h  the manufacturer but legis lat ive 

implementation of 3 licensing of manufacture based on "Good Practxcesql will 

enable the National Authoritx to ensure tha t  the manufacturer accepts the 

responsibility. 

The granting cf a llcense should be dependent on the manufacturmg 

e s t a b l i s h e n t  possessing minimum f a c l l i t i e s  f o r  production and control such 

a s  thuse suggested m the XdO recommendati3ns on "Gocd Practices". An 
adequate Analytical Control labor at or^ is  essent ial  and th i s  laboratory 

should be closely involved a t  all. stages from development of a new product 

tu its f i n a l  mrketmg. Sat i s fac tow quallty must be planned into the 

product and the Control Laboratory should carrv out s tabl l i t - r  studies on 

new formulations before they are marketed b r  on established ones if any 

signif icant  change 1 s  made i n  productlon procedures. The labaratory 

should accept responsxbility f o r  the quality of I 1 s h r t m g  materialsqt and 

lay down those analytical procedures to  be carried out a t  various inter- 

mediate stages of manufacture whch cannot be performed ,jn the f i n a l  product. 

In many instances i t  w i l l  be necessary tc: develop methods of analysis 

specific to a partxcular product. The more extensive the analytical 

control carrxed out  a t  different stages of m u f a c t u r e  the l e s s  extensive 

are the tests which must be applied to the f ma1 product. Tests f o r  

impurities m the components of the  preyaration shculd be performed before 

compoundmg and ~f undesirable degradation products or  residues mag be 

introduced during manufacture the~r should be exarmned f o r  a t  the appropriate 

stage i n  manufacture. The Analytxcal Control Laboratory should a lso  be 

responsible f o r  rncnitormp; manufacturxng f a c l l i t i e s ,  t o  minimi62 and control 

adventitlous contaminatzon of the products exther of rmcmbial or  chemical 

origin. 

It i s  se l f  evldent tha t  the qua l l t~ r  of the f i n a l  product m11 be related 

tu the quality of the staff of the control department. However, e f f ic ient  

staff, workAng 111 good laboratories may be rendered xneffective if the expert 
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responsible f o r  the quality control function dues not possess adequate 

authoritv. The expert responsible f o r  qualitv control should not be 

responsible a t  the same time for organizing and managing production, 

but should have authority a t  l e a s t  equal lx tha t  of the expert responsible 

f o r  production. A l l  samples necessary fo r  qualitv control examination 

mth in  the manufacturing establishment should be taken by quality control 

personnel, no product should pass from quarantme t o  the market without the 

consent of the expert responsible f o r  quality control. This expert carr ies  

the major responsibility f o r  ensuring the safety and adequacy of the p rduc t s  

released onto the mahet  and should be given as much support as possible 

by the appropriate national authority. A license granted to a manufactumr 

ent i t l ing  him t u  manufacture drugs should preferably name the expert scien- 

t i f i c  staff who are responsible f o r  different functions including quality 

control. Changes which are made m these s taf f  appointments should be 

notified t o  the national ailthority f o r  its approval. 

The WHO I1Good Practices in the Manufacture and Quality Control of 

Drugs11 recomnds, pg 19 that  expert s taff  :- "should preferabw not haw 

any interests  outside the manufacturers organization tha t  (a)  prevent or  

r e s t r i c t  their devoting the necessary time t o  the i r  assigned responsibili- 

ties o r  (b) mav be considered to en ta i l  a conflict of financial interest.n 

These restr ict ions t o  the in teres t  df expert staff should be absolute and 

not just preferred. Thev shollld apply equally t o  the s t a f f  of the 

"National Control Authority1!. It is poss~b le  that i n  a particular 

situati0n.a shortage of adequately trained.scientific s t a f f  lgay be a 

complicating fadtor but the degree to which the restr ict ions are observed 

will seriausly affect  the degree o f  confidence tha t  can be placed 5.n the 

products o f  aspart icular  company or countm. 

The 14HO I1Good Practicesf1 deta i l s  tRe verious &cords tha t  should be 

kept by a manufacturer of drugs e.g. 8.5, 8.6, 8.7 and 10, 12 and 13. 

It should be stressed that  the recommendations are minimum ones. Records 

should also include deta i l s  of the evidence justif- the fonrmlations 

used, e.g. the i r  s tabi l i ty ,  the methods of manufac5ure and analysis when 

these have been developed for  a specific situation. It is probably ur&e 
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to attempt t o  define i n  &tail f o r  a par t icu la r  manufacturer what records 

he should keep. Any lnforma t lon which an independent s c i e n t i f i c  expert 

(e.g. government inspector) needs b evaluate the  his tory of any batch of 

drug from the r e c e p t ~ o n  and tes t ing  of the raw materlnls used t o  the 

distribution of the formulated product to  the market should be available 

i n  the f i l e s  of the manufacturer. It should be made c lear  t h a t  the 

responsibi l i  t ~ r  f for ensurinf the adequacy of the r e c ~ r d s  1s  a responsibi l i ty  

of the manufacturer. The recbrds shvuld be kept i n  a durable form, readi ly  

available and i n t e l l i g i b l e  to the inspector of t he  natiirnal authority. 

Records re la t ing  ik a l l  batches of maternal manufactured should be retained 

f o r  a period of time defined bv the nat ional  authoritv o r  should only be 

destroyed with the permission of t ha t  authority. 

The value of the records does not  onlv l i e  m al lomnq the proper 

evaluation of a specif ic  batch of a drug, when necessary, but a l so  in 

providing endence of conslstencv of qua l i ty  from batch t o  batch. For 

t h i s  reason it should be a requirement tha t  records re la t ing  ti, a l l  batches 

should be kept including those batches which have been re jected because 

they are  not  sui table  t o  be released f o r  sale .  From such complete records 

it IS often posslble to detec t  trends i n  change of qual i ty  an investigation 

of which w g h t  lead  th, an improvement of specif icat ions  and manufacturing 

procedures. 

References 

WHO Good Practices m the kianufacture and Qual i ty  Contrcl of Drugs, 

WHO Expert Committee on Speclflcatlons f c r  Pharmaceutical Preparations 

22nd deport. Fad Rlth Org. techn. Hep. Ser., 1969, U 8  Annex 2, 17. 

-HO Expert Committee on Biological Standardization 21st Report, Iqld 

Hlth Org. techn. Hep. Ser., 1969, 4 l 3  Annex 3, 61. 


