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212 STEWART 

Thi. ppv prorldos i n i o m t l m a  on SOY upocta  of tho control 

or wdiclnoa in tho Unitod Kingdom. 

doscrlptlar of tha l o g l s l ~ t i o n  wod to k p l e u n t  t h l a  control but 

8impufii.d n a t u  to  onmblo tho roular to obtain an orora l l  view of 

tho sitruth. 
tho Dopartwnt of Uodth awl Sociil S u u r l t y  is gfren. 

It t not m u h m t i v e  

*II w t l i n o  of tho VOrL of t& Uodicinea Diviaion of 
No montlon 

b MdO Of th. b8p.etiOn aCtiTitiOa Of tho P h u P l c O U t i C d  Society 
of Great &it& oor of local Food and Drug Authoritlea both of which 

actlvlties a r o  pmvidod for undor tho M c l n o a  Act. 
v e t e r h u y  modlci~s is ad . in i s tued  in a w 4  slmilar t o  that for  

human nudlclnos but this pa- refer6 only t o  modlcines for hunan me. 

The control of 

Thoae notem ahould not bo treated an an authoritative or  
coaplete mido t o  t b  lAU h Uy. W t 1 C u l . r  C-0. COpieCr Of the 

l4odlchea A c t  a d  tho RegulatiOM and Ordora mad. under it a r o  avail- 
able from Jior Ihjosty'a Stationery Office. 

rv.ilab10 from th. Ilodicines Dirislon, Finsbury Square Houao. 
Erplumtory l ea f l e t s  are 

BISTORXCAL BACKGROUND 

kg ib la t ion  in re la t ion t o  tho control of wdicinea @US back 

to  tho mid-sixtoenth century &on tho  physicima of London wore 

ompouored t o  appoint h p e c t o r a  of 'drugs' among othor thlaga. In 
tho early soventeenth century these Wpect5ng doctors were joined 

by repreaentrt lres of tho Society of Apothocuios. k b g  the 
adnotoenth century the PhuP.cautlcdL Society of Great B r i t a i n  
w a n  established and leglalation w a e  introduced to control the 

r e t a i l  supply of pohona and the peoplo who could do this. A book 
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214 STEWART 

Th. hdicirur A c t  la a a o 8 p r e h i v e  n M u e  nplrelng moat 
of t& previoum leglalat ion 00 tha aontrol of ndiciaem for  humn 
.nd for voterla8ry me. 
.nd Agriculture .krLw Of th. United -0 

?b A& la ILAdnirtered b th. bdth 

TbL Aat coverm a U  upoct .  of tho oontrol of r d i c b u  other 

thm the oarrtrol of #a Idnu. of cer ta in  mdlcinu uhich are 

controlled Wu the  niW. of 

tho lion Office, 
A c t  of 197l r M t e r e d  by 

!he Il.dlcbw Act qpllu to u d i o i n a l  praduatm. Theme are 

defined u eubet.nce. or article. (not 
or a p p u W w )  
aninla in ardor to treat o r  prevent di.eue, and for the purpoee 
of di.(aoc.i., i n d u c 4  . ~~~mthemi . ,  contraception or preventing or 
interfering vith the Iyvp.1 opormtion of a p h p i o l o s k a l  function. 
Iqpdienta t o  be used in the preparation of wdiclnea Sor dispensing 
in hOl.pit8.b or phuarcies or by pr'.ctitlormr8 are alas treated a8 
bow rdiciai l  product6 am uo herbal and h a o o p t h i c  remedies. 

T h u e  i a  ilso power undu the Act t o  e x t a d  control t o  
inatruwnta, appumtm or a p p l l e n a u  uhich are used to r  theme 
w d i c i n d  pu-poau md to e - 8  8ud 8ubaknco8 ubich are not 
u d l c h a l  produck but vhich O.J conatltnte a potential  health hazard. 
Control h. already k e n  ertendod by the power givon br thi. 

materia&, to cart& 8 U b 6 t M C U  which U e  uaed am activo w e d l e n t a  
l a  medlclnd product8 and uhich cumot ba fully aa64ed chemically, 
and t o  u1tibiotlc8 when uaed for  both u d i e i r u l  md Ma-mdicinil 
purpoaw. 

inmtrumante, appuatua 
v. wed for  ' M t r a t l o n  t o  huyn  beluga or 

ptwltlion to C 0 I . r  a u g i c 8 l  auturea md c u t &  0th.r 8urgical 

Action La currently king undortdcen t o  amke dental 
fi l l ing uterhl8, Conta t  1.tUU m d  th.b M6ochted flUib, 
and i n t r a - u t u h  contraceptive derioea mbject  to the prorhsiona 
of the Aat. 

Aa can be eeea the vhole of the %dSclnou Act VY not imple- 
mented at onco: 
eecmdary legfslation (Imoun u RegriLatlolur or orderm) t o  bo avde 

it l a  an enabling act which U o v s  further 
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STEWART 216 

00. r tkr8 of adoty,  qual i ty  and efficacy Of w d i C i n e 8  for human 

W. 
~ 1 1  r d r u l l o  reaatiolu to mdiclnea already ~1 the markot and for  tho 
l ~ u e  of uuninga abaut neul~-idontified brwrd. or romisdua about 
-0 already reao@sed. 

.hip of S i r  Eric S a m  who r o t i r u  from thi. p t  I n  k c h  1976 t o  
be ouccHd.d by Profonax Q.h.l Y i l ~ a r .  A list of othor mmbers is 

kr the haual Repor t .  

It L rl.0 ruporu ib lo  far &eating and Lne8tigat- raports 

The Codttea hu been under the chairnun- 

Th. C d t t o o  u t a b l l h o d  6 mb-comittoe8 t o  conalder matterrs 
h 6 p O C b l h t  . S O U .  -0 Ue: 

Tho Sub-Comittoo a~ Taaicity Clinical T r i i l s  and *apeutlc Efficacy 
which cooaidom m e d i d  aid bio1ogic.l data preaonted in support 
of M application far a C l i n i c a l  T r i a l  Cert l f lcate  or Roduct 

Liconce . 
Tho Sub-Comlttoo on Cho.istry, Rmrmacy and S k n d a r d a  uhich considers 

the chomicd and phuPuceutical upact6 of &n application. 
Th. Sub-Codt too  on Biblogical SuImtraco6 whlch d e a b  with Fnanmo- 

logical rpd blood ~ o d u c h ,  borronsr, md ~ t l b i 0 t i c S .  
Tb. Sub-Corittoo on S b n d u d ~  of Horbal Product6 whlch considers 

tho qur l i ty  of h a r m  wdiclaea. 
The S u u I t t e o  on Abroreo Drug Reactionm w h i c h  advlae6 on the 

collection md evaluation of report. of adverso reactions t o  

d=e* 

vith the Vetorinuy Produck Comlttoe) which advises on all 
upec ta  of the u e  of urt lbiot ica  d related substances. 

Th. S u b - C d t t o o  on Antinicrobirl S u b 8 t ~ c e 6  (eakbl5ahed joint ly  

The C o a t t e e  on the Rerieu of Medicinem 

The CarPlittoo on tho 8.vi.v of Uodicinem in the most recent of 
t h e  C O M ~ t a t i r o  &ad ulvlnory bodias t o  bo aot up under Section 4 of 
the A c t .  

producta at preaent on the UK market uhother licensed am of r igh t  o r  
having fu l l  product Ucence6. 
Medicines C o d t t e e ,  Sir Eric Scowen, and sow other m o m b e r m  from 

thin Camit tee  toarm the nucleua of thir, new committee. There is thus 
a contirluity of approrch and policy with reference t o  tho c r i t e r i a  of 

It ham tha uaoth t m k  of reriewlng ell the medichal 

The former cbrirnun of tho Safety of D
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CONTROL OF MEDICINES IN THE UNITED KINGDOM 217 

safety,  quali ty and efficacy Wren into account in the aaaument  of 
medicinal product.. 
in to  catogoriea by Irforence to t h e r a p e u t i c  use. 
early coneider~tiam are: 

Non-steriod m t i - m t o r y  drum: hnnlgeuicrr: hychotropic w: 
Antibioticrr: b m n o l o g i u l  ag.lrt8. 

The whole nnge of poducta i m  being divided 
Cate@priea under 

The basic p h u u c o u t i c i l  &ta t o  .ruble tln CorPittee t o  begin 
its vork ia nor on caputor ncord. 
category coua rrndcr re t ier .  
The B r i t b h  P h a m n c o ~ ~ ~ i a  comlssion 

TU8 t k i n g  updated u each 

The BP C d a i o n  b tho rrqmnmlbillty, undv the direction 
of the bditbu C I a i o n ,  of prowing future miitiota8 of the 
&itbh ~ C O p O d A  fir BUCCU8%Oll t o  the f O r w l .  body Of th. W. 

t i t l e  which performed thi. t u k  for the General H.dical Council .  

This publication 
coporia, contain dl the publ idad 8knduQ for huwn and Y e k r i n u y  

medicines (published in meparate c o l u d  and uill .l.o provide 
skndud6 for f w k d  product., including 8my mce848ry to 8upport 
lo- app.ubg io th B r i t b h  W.tiopr;L ForrulrrlJ. 
responsible for selecting Oarr-proprietUJ 1w.8 for ModicioiL Sub- 

went-, together vfth the European bun- 

It L -0- 

S ~ ~ C W .  

appointed 21 8dVb0?7 G d t b U  .nd 8 mub.r O f  8p.Oi.l web* 
TO M s h t  it thr  &It- phruc-i. -ion h. 
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CONTROL OF MEDICINES IN THE UNITED KINGDOM 221 

Th. fUUCtiOM Of tho N V b i O U  U O :  

b L i c o n s h ~  Authoritj 
Th. Division L involrod at orery s k g .  in tho licousing of a 

medicinal product, it8 prOpm8tlOn mad dbtr ibut ion.  
(i) Application6 for  manufactunre' and wholwalo doalors' licorices 

u e  evaluated, on tho hsi. of in fo ru t ion  m~ppliod by the 

b d i C b O 6  fMpCtOr8t0, t o  O M U T O  tha t  tho p rOd6u  8uit.bl0 

for tho propo8.d oporatiom and t o  chock that tho approprhtcly 
qualified a t d f  a r e  mployod. 
HMlfacturors' l i c o n c r  authorlao tho boldor t o  uaufacture  or 
t o  usomblo mdic inr l  productr. (&noably me- onclorring tho 
product In a contabor,  and l a b o l l k g  it af tor  UUUf8CturO). 
Yholurlo Doalorm' Uconcos u o  roquired fdr  the 6alo  of w d i c i n i l  
product. t o  m y n o  othor than tho u l t h t o  u.v.. 

(fi) Applications for C k h i c d  TrW kr t i f iCa t08  and &oduCt IdCOnCom 

u e  c o ~ i d o r o d  i r r i t i i l l y  by the prof088iOnil eoarotarkt .  
scientific md tochnicrl &ta pruontod in aupport o f  an appU- 
a t i o n  m d  u s o ~ o d  With rofuurco  to Smfoty, w t y  and Efficacy. 
A t  tU stage i n f o r u l  di.c\uaion may t8ko phem k t m n  tho 
s e r e t u i r t  urd thr  applicant prior to a c r i t i c a l  roport v i th  
rocomoadatious b o a  p r o p o d  for tho c o d t t o o  on Smfoty of 
Uediclaoa and it8 oxport r u b u d t t o u .  
with tho original &k ruppliod by tho applicant am p s u u n t o d  
t o  tho comlttooa to u a L t  t h a  in f a r u l a t i n g  t h o k  ulvico to 
tho Licoluin6 Authority. An autlino of tho Inforu t ion  roqulrod 

Tho 

Thou roporta togothor 

fi3 8Upport O€ .II 8ppliCat%OB L 8 O t  W t  IB A p P . n d i .  I. 
C l W C d  T r h l  COl'tifiC8tO b WCO- t o  U#thorhO tho 

supply of a w d i c i r v l  product for tho purpoao of  a clinlcil trial 
in huvn b e l a p  a6 pationts whore It l a  oxpectod tbt thb vlllbe of 
bonafit (6o-callod huun p h r y o o l o l r ~  studio8, whore 00 boaofit 
t o  tho ro~rurtoor L oxpoetod, -0 mot coatrollod). 

A Product Liconco i. nquirod t o  m t h o r b o  tho Lportat ion 
8 r l o  o? supply of a product and L hold by tho poruon rospousiblo 
for tho composition of tho product ( t h L  i. \u\ullJ tho U U U I f 8 C t -  
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222 STEWART 

-or or, in tho cmaa of contract . ~ ~ f a ~ t u r o ,  tho porson or 
o a p u r y  t o  whoso o r C u  the product i. umufrctured) of by the 

importer of tho product. 
Control of h b o l l b g  md r d v u t b i n g  is outlined In Appondir 2. 

A 8  Eniore.ws t krurorit~ 

Tho DivLim la r u p a M i b h  for O M u r i n g  tho onforcolwnt of the 

Act. 
Mini.tors and hapoet. p h r r u c o u t i d  Ymrfacturing and wholo8dbg 
o s t a b l i s h ~ n t a  k, tb. a Urd 8hoo.d. Thrso T i e i t s  h V o  a two-fold 

purpoao: f irat ,  to ~MUI.  tho contiouod co@Aroco by tho licence 
holdor u l th  tho conditioor of tho Ucoaco; aud, socond, t o  examino 

Th. hdicinoa Ilupmctorato act8 u tho uin f io ld  forco of the 

gp.cific upOCt6 O f  m f u h u .  in accordrrrco with & progrpmao Of 
pr ior i t iee  dotorminod by tho Mviaioa. 
be Won. 
Laboratory in Edinburgb, Scotland, or by tho Laboratory of tho 

Cioromwnt C l u r i . t  in London. 

k i n g  a *it ourplea may 

Theso uo an8lya.d oither by tho Pbmacou t i cd  Society's 

(Tho Il.dicinoa Divbion haa no labora- 

tory facil1ti.s of i t a  om). 

A separate group undortakom tho inepoction of biological 

products. 

for  Biological Standards md Control which also toate batch samples 
whoro nocosmary. 
Ln tho maufacturo of these producb, thore iS consiber8ble overlap 
botuoon tho inspection function and tho urswsment function of 
applications for  both manufacturers' .nd product licences. 

Tho1 work in cloao conjunction with tho Nationdl Ins t i tu te  

Bocauao of tho inpartmco of in-process controls 

Vhon a Viait  roeults tho dlacovery of unaatlafactory 

arraxqfmento at a mutufacturers or uholoealers' premises, a report 
ia mtbdttod t o  tho respamible group in bd ic ines  Division, who 
docidea w h a t  further action t o  t r k o .  'h is  include revocation 

or auponsion of tho licence, or proemcutinif the terms of the 
licence have been breached. 

Tho "Guide to  Good Pharmrcouticd knufacturing Practice" 
(tho 'Orange h i d o '  bocause of the colour of its cover!) describes 
WMUTC~ for t h e  control of quali ty during manufacture and Msembly 

with pu t i cu la r  reference to  those Mpecta which ax0 associated 

with safety.  The Guide ha8 a0 statutory force but in merely what 
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CONTROL OF M E D I C I N E S  I N  THE UNITED KINGDOM 223 

it says - 8 Guide. 
the product conforom t o  it8 8pecifi iation and th8t the p~wcriber 
and uu cui  tnut it u ki n g  re l iab le  for th. thff8peutic purpo8e 

fo r  which it h intended. 
As Adverse DNn 8 . 8 c t i 0 ~  Honitainu Centre 

Th. object of q W t y  control b t o  emure tht 

A team of medical and phYO.CeutiC.1 8 k i f  w o r k 6  under the 

Reaction8 Sub-Comittee in monitoring 8dver.e n r c t i a r v  t o  rdiciai l  
direction Of the M t t e e  on S8fety Of h d k h e 8  d i t8 mer8e 

products. Full-tiru emf in th. Mviuion w h t e d  by putt- 
s t a f f  uound tho country to follow up report8 on adverse reactions 
and t o  make special  enquiriee i f  required t o  do 60. 

In the there I 8  8 comict ioa th8t the control6 hpoeed before 
marketing u e  not in themselvee 8 suff ic ient  d e t y  factor  in the 
t o t a l  u sosamnt  of 8 mdic in i l  product. 
marketing .uneill.nce. 

Hence tb need for pat- 

Great importance i. therefore attached t o  the monitoring of 
8dverse reactions to wdiciniL produck. 
@ven t o  the Uediciaaa Diviaion by the Corittee on Safety of 
Medicines. 
which confidential report6 about indiddud patient. are made on a 
voluntuy basin by members of the profeuiona. Othu  data derived 
from sources such u the Rmmaceutical Industry, the bghtrar 
General, or Coroners are AM) added t o  tho Register. s w i e s  of 
information stored I n  the Regiater are provided routinely for those 

who report  suspected reactions and are &la0 available for  cer ta ln  
c lmses  of authorbed persons w h o  m y  enquire about them. 
who report  suspected adverse reactionrr are assured thnt no information 
is released which could identify 8 patient r i thout  written connent. 
This consent ib occasionally sought in order t o  put reserrch workere 
interested in specif ic  problem in touch with e8ch other. 

hdvice on thi. subject in 

A Reglater of Adverse R e 8 C t i O m  h u  k e n  e8t8bllnhed t o  

parsonrr 

A number of e p i d d o l o g i c a l  wnltaring prom-8 are 8 l a O  

undertaken t o  identify possible mudo which aight not otherwise be 
detected. 
of mothers of babies born with congenlt.l 8 b n o d i t i e 8 ,  .nd h 

h e  such progrumne is designed t o  monitor the drug hbtoa ie8  
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STEMART 224  

intended to detect  any p r e r i o w l y  W d e n t i f i e d  terr togenic  hazards. 
Other promu.. have invwtigmted the r o l e  of drum in cerkia types 
Of  t-6, .pb#tb uyI.d.. .nd J d C e .  The C d t t e e ' 8  h V e 6 t i -  

gctiona of oral corrtraceptirea are wdl-knoun. 
Vhre h U c 8 t e d ,  inforntiaa about 8dterse re8ctions ie published 

in order t o  alert the p ro fws io ru  t o  the possibility of adverse ra- 
8 C t i O M  to p&icular - aad to  the Mad f- 8 ClO6- obeena t ion  
of their effect.. It ia racognlaed t h r t  e u l y  ac t ion  wt sosetimea 

be taken on uht 5,s sc i en t  ficaI.4 not wholly conclumire evidence. It 
%a prefer8ble t o  g i v e  earl. w r m n i q p  of poaaible h.Zrrda th8n t o  r i s k  
hum t o  patients uhi le  protracted s tud ie s  are  undertaken to e s t ab l i sh  
C d  re1ationship betwaon 8 drug and 8 re8ction or t o  obtain precise  

mouufunenta of the lncidonco of reactions.  

As Defect Rewrt Centre 

Thr Mviaion oporrtem 8 system f o r  follovkrg up reports  of 

defective batches of medicinem and f o r  krlluing any w u n i n g a  t ha t  m y  

be raqutred M 8 resu l t .  

urer of the original batch, f roa h o s p i k l s ,  or from a ~ y  other  user 
of the r u t a r i d .  

decided t o  recall the f au l ty  u t e r l a l .  
appropriate, by the manufacturer* the wholeader o r  the Department. 

Euaples  of recal led u t o r i i l .  are: 

contamination, bcorrect const i tuents  or l e v e l  of const i tuents  in a 
formulation, o r  where i t  ia cansidered t h a t  administration of the 
product vould const i tute  a seriow heal th  hazard. 

me8e reports oy COD. from the manufact- 

After COMider8tiOn of 8 defect report  i t  may be 
Th ia  is undertaken aa 

serioua al8lrbelling, d c r o b i a l  

IHTERNAT'IONAL COOPERATION 
World Health Ormnisation 

The United Kingdom I 6  a principal  contributor t o  the WHO Register 

of Adverse Reactions. 
Internat ional  Pharmacopoeia. 

Council of E W O D ~  ( P a r t i a l  Agreement) 

It d s o  takes pa r t  in the preparation of the 

The United Kingdom urns a founder signatory of the European 
Pharmacopoeia Convention. It  plays an ac t ive  r o l e  in the preparation 

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/1

7/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



CONTROL OF MEDICINES IN THE UNITED KINGDOM 225 

CWCLIEION 

In the United Kingdom the Begul.tary Authority'8 .L ia to 
maintain a flexible and 8 e ~ i b l e  approoch t o  tho control of r d i c b e 8  
and t o  do this In a 8 p k i t  of putrunhip with all partlu concerned. 

APPENDIX I 
The ac len t i f lc  Information required in rapport of an 

application for a product licence. 
of the headings from the wre detailed 13S~ter for Ouidmce" aerie8 
MAL 2 mentioned In Appendix 3). 

(The following is an abstract  
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CHEMISTRY AND PHARi4ACY 

DNR Submtmce 

f d e n t l t y  of Hater- 
Thi. L intended to  .ire l n f m t i o n  which w i l l  c l e a r l y  

iden t i fy  the drug wbmt.n:> which ia tho aubjec t  of an appllcation. 
Wlllufactur. 

A c o n c b e  but comprehexuir. account of the manufacture of tho 

drug subetaace L roquired. 
Derelorrwnt C h e a i a t q  

Thin  should ind ica t e  the r e a c u c h  and dere lopmnt  programme 

which haa beon undertaken on t h e  drug wbstance t o  i nves t iga t e  the  
chemical and physico-chemical properties.  

here should be r e f l e c t e d  in the drug aubatance s p e c i f i c a t i o n  by which 

The fhdlngs described 

batcbt-batch Uaifaraity ia controlled.  
l m u r i t i e n  

Tlre purpose of this sec t ion  in t o  ou t l ine  the  research  programme 
which ham boon undertaken t o  demonstrate t h a t  t he  tmthoda w e d  f o r  

impurity cont ro l  in t he  drug substance spec i f i ca t ion  a r e  va l id  and 

S e N i t l v e .  Negative inform8tion Can eoaetimes bo b p o r t n n t ,  t h a t  is, 
methods which have been t r i e d  but have proved unsucce6sful f o r  the  

detection of impurit ies.  

SDecif i c a t i o n  

A c o q l c t e  statement of the  t e s t a  which w i l l  be c a r r i e d  out 
routinely on each batch of materials a t  t h e  tfme of manufacture. 

h t c h  halYSe6 

This sec t ion  servee to i l l u s t r a t e  the  actual r e s u l t s  which 

have been obtained from rou t ine  q u a l i t y  con t ro l  of t he  drug sub- 
stances.  r s u l t s  should be given f o r  ( a )  recent  batches which a r e  
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CONTROL OF MEDICINES IN THE UNITED KINCDOM 22 7 

representative of the product which will be a p p l i e d  for tho 
purpose covered by the Product Licence or Clinical 'Prial h r t i f i c a t e  
application, and (b) tmtchu of arterial wed in  the toxici ty  twk  
and c l in ica l  vork reported in 8upport of the application. 
S t a b i l i t y  Rewrts 

Tht ooction refers  t o  s t ab i l i t y  k.ts on the drug mhknce: 
information tm the s t ab i l i t y  of formulated product. L given in t b  
section on dosage form. 
Hetabolism 

The purpose of th i s  section in t o  demonetrate the validity of 
the metabolic w o r k  i n  t o m  of the analytical  proceduru .lid WIJ 

methods which have beon used. 
experimenkl data and nmlta, which are reporkd in f u l l  In tho 

Duplication of luge section8 of 

Section Of the VOl- O n  &perfPwntil StUdi.8 6boUId be . t O i d . d e  
Dosam Form 
Finished Producta 

'hI8 section muat include a complete delcuatiom of the 
coaps i t i on  of each of the products which j.6 t o  k covered by the 

Product Licence or  Clinical  Trial krtifitate. 
remembered that a Cllrrical %kl Certificate in roq9ir.d to cover, 
in addition t o  the ..i. productr m y  p l e a a h  or coatrol product. 

which are supplied for the trial. 
Manufacture of D w u e  Form 

It .bould k 

This  section covew the manufmturu md ammmb4 of tho -hod 
product as it will be sold or .upplied for tho prrpocles oororod by 
the application. The dascrlptiar should reflect tho m a l e  on w h i c h  

it b t o  k UnUfmtWed; tbt I 8 9  It sharld ktW8n 

p i lo t  o r  laboratory scale production (48, for  c u m i d  triil.1 mad 

f u l l  scale prodmetion. 
Quality control 

Thicl section munt give a complete acoount of the teat. vhich 
will be carr ied out rautinely on each batch of the product M d  it8 

constituents and munt state the specification8 with which any sampler 
picked up i n  the course of an Inspection, would be expocted to comply. 
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228 STEWART 

Note: uhore the product or any of the active ingredients are ttblo- 
logical mabskacwtg u def- in the 'Corp.ndi\u of Requirements 
with wpoct to Biologicil Product.' the relevant additional 

informtion, u set aut in t& Collp.ndi\u, mat be included. 

Dovolaowot Phuucoutlca md Blolodca l  A v d h b i l i t f  

c u f i d  out t o  mtabl lah that the propo8.d farnul8t lon(d a m  satis- 
This section should describe tho d e v e l o p a t  work which ha8 been 

f a c t o n  for  tb. .pOdf'i.d in th. .PpfiCrtim. 

S t a b L U t ~  

is stable  for the purpoeee covered by the Product Licence or c l in i ca l  

TrIal Cert i f icate  applfcatioa uzd that It w i l l  mt the finished 

product (check) specification throughout Its shelf-Ufe. 
Containers 

Evidence in required t o  demonstrate that the proposed formulation 

Information is required oa the contdners ,  packs and any inser t s  

such us cushioning desiccants, f i l t e r e  which v f l l  be In contact with 

the product when sold or - kpplied in accordance wlth the Product Licence 
or CUnfcal Tricil Certifi;,te. 

MPERIHENTAL AND BIOLOGICAL STUDIES 
PhamSCOlO~ 

Methods of pharmacological smening vill rary with the type of 
prrpuat ion under knest igat ion but the rin should be t o  e s t ab lbh  
a pattern of pharmacological act ivi ty  within the slljor phpiological 

system using a variety of experientmal models. 

DNJR K i n a t i c s  

' h e  aim should be to  establish the pattern and tima course 
of absorption, distribution and exe;etion of active drug and 

metabolites in arumals and in human volunteers, where such data is 
available. 
A r u m a l  'l!odcology 

TO be reported under the headings: 

(i) 

(ii) Repeated dose studies (subacvte, Intermediate term and chronic 
Acute Toxicology (or single dose studies) 

or long term). 
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CONTROL OF MEDICINES IN THE UNITED KINGDOM 229 

Under each of the headhga reports m t o  be r d e  in tho 
follaving order of route of uhinI8rtrati01~ vhere appropriate, intra- 
venoua, Intrammcular, mrbcuta~oua, intraparitoneal, oral, topici l ,  
v i th  in each subsection reforring t o  route resulta ohould appear in 
the folloving species order:- Moue, R a t ,  Haaster, OyiD.a Pig, Rabbit 
C a t ,  Dog, Monkey, pis, other -. 

It is maen t i i l  that in addition t o  the uummuy, d e t a i h  ohould 
be given and conclusiorrs drawn from tha ariginal data. 
toxicologist or pathologlat should given en in te rpre ta th  of their 

find- in the Ught of the control evidence and the aruicL h i d -  
once o€ ury abnormality in the colaaiea used. 
carci.zlou.nicitY studies 

l’he reporting 

In cme8 d e n  crrchogenicity studios w e  applicable, i t  l a  

suggeoted that these should be dlacused vi th  the prof.uriorul s W f  

associated with tho Coraittm OIL Safety of hdicbes  and tho L i c e ~ k y  
Offbe. 
Hevroduction Studies 

The study of drug effecta on th. f e t w  m d  nooaato .hould k 
conducted in 8uch a 8amzmr ma wuld  reveal the prwence of aay dnyr 
ei€ect vhich .i&t resul t  5.8 f e u  abnvrmlify or fetal lam Q 

produce damam t o  the off-mpriry in later U f o .  
It l a  expected tht rerrulta on studiw ubich have kvolved 

dosing during the period of u b y r o ~ n e a l  dll k prwentod in tuo 
species one of which viU k other tb.n a rodent, a fortilie study 

should be conducted i n  at leaat QD. species, md m k  of a pfi- 
post MU study should be presented. 
Other Studies 

These should only k reported i f  they C a t *  -knt 
information or u e  relevant t o  the prop-d c l in ica l  wo of t he  drug 

as presented in the current application. 
Report8 should ba given of o t h u  8tudies carried art, f a r  

example - 
t ion s t u d i a .  

skin i r r i t a t i o n  8 t U d i . 8 9  sens i t iv i ty  Studi06, eye irrit.- D
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CLINICAL TRUIS 
Sulul7 of A l l  c w c a l  'pri.l. 

An overall aumuy of the triil. ~~d bo pre8ented under 
the  folloving butiagrr- 
Numbor of tr-, 8 p . C i f J  numbor of open 8tUdie8, double blind 

e t U d i e 8  OtC. 

Numbor of p t i e n t a  enterkrg tri.lrr and tho& di.gn08.8. 

Number of patlenb on tut mdicat ioo 011 completion of trials. 
Daily doeage expreeeed aa .w md r.llg.0 

Duration of dorrrge. 

Rwulta of 8tudy in term of efficacy and d e k i l s  of ray 
e k t b t i c a l  MaeSMent. 

Adverse reaCtiOM - all o h reported uhether major or ninor. 
Conclusion and Comment. 
Sumaries of Each Indi~idui l  Clinical  Trial 

Each rrtudy ehould be reported in sufficient de ta i l  t o  allow 
UI aoaumment t o  be mado of each conclusion drawn by the lnvesti-  

&om. Where c l in ica l ,  biocheaicrl, hm8to log lcz l  or other 
monitoring hi. taken place, tabulated sunurrles of individual reports 
should be provided. 
Number of pat ients  entering trial, and their diagnoses. 
Number of pat ients  on test medicatian on completion of trial. 
baago employed expressed an 8 mean and ea a range. 
Duration of dorrage. 

Design of trial open, or controlled double blind atc. 
Results achieved from the study, and detai l6  of e t a t i s t i c a l  

Ms4ssmnt. 
Adverae reactions reported during the study, both major end minor. 
Conclueion and comment. 
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CONTROL OF MEDICINES IN THE UNITED KINGDOM 231 

c l in i ca l  T r j 4  
For a clinical trial the reqrrinwnk for chomlatry a d  p&rmcy 

. re  not 80 extenmire u thoae for a product Ucenee. 

trim3 5.0 n a U ,  of W t e d  Burtion, and \uw amteriil f r a  one 
batch only, ill that i. n q u k . d  t f e  the saterial w.d t o  be 
adequately chmwterbed  and .horn t o  be mtable for the duration 

Whom the  

of the tsiil. When a cllnieiL trhl b t o  be .rt.nded* UB- 

froah nterkl, it i a  O.CY..S.J to .hou gQod r e p l i u t i o o  from batch 

t o  batch of nkriil ued.  
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AdTertle* 

1- advutisemsnta relating t o  wdicinrrl product0 or t o  make fa l se  
or d.leadiag oril  representations. Advertisements or representations 

a c h  imolve r e c m n d a t i o n  for the use of 8 product other thaa a uee 

that haa bmn spwif iod  in the product licence w e  alm prohibited. 
In ddi t iam them uo powem under the Medicines A c t  t o  prohibit 
the I ~ u e  of advertisomonto relabkrg t o  p.rt iculu products or 
product6 falling within 8 cLsa and to  e e  general requirements 

about the form md context of adverthemento. 

Under the Il.dichea Act  it l a  an offence t o  krsue fabe or ah- 

From 1973, 4 drertbemmnt or reprasentation t o  a practi t ioner 

concerning mdicinrrl products, uhether written or oral, must be 

preceded or accompanied by a Data Sheet delivered not longer than 
15 months before tha representation. 
8 set format about tho product and it0 u e s  for the information of 
practitioners, 
with the term of tho product licence. 

A data sheet ie a statement in 

In particular the infomation aust  be in accordance 

Beent ly  Introduced standard provisions for product licences 

enable the IdCOMiIIg Authority t o  exercise controls over the advertis- 

mnt8 to  be submitted in advance or by requiring that certain p u t i c u -  

lurr should a lways  be included, or by requiring that an individual 
advertisement be amended or withdrawn, 

The Independent Broadcasting Authority controls advertisements 
appearing on Independent Television and Radfo, and is advised by a 

Medical Advisory Panel. 
agreed code of practice. 

Such advertisements must conform with an 

Some control of advc tising of pharmaceutical products ia carriea 
out on a voluntary basis. 

B r i t a i n ,  and the Association of the Bri t ish Pharmaceutical Industry 

have codes t o  which their  members subscribe. The Brit ish Code of 
Advertising Practice l a y s  d o n  detailed requirements which are t o  be 

observed by various neuspapers and bodies involved with advertising. 

The Roprietary Atmociation of Great 
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197l 

1971 

1971 

197l 
1971 

197l 

1971 
197l 

1971 

1971 

1971 

1971 

1971 

1971 

No. 972 

No. 973 

NO. 971 

Ioa. 1153 
No. ll98 

NO. l200 

No. u67 
NO. 1m 

NO. 1326 

No. 1410 

No. 1445 

no. 1446 

No. 1447 

No. 1448 

Tit10 
%o h d i c i n u  (Standud kOTbionr, far 
Licurcoa and CutlflC&toa) Rog~&tioM 1m 
T& )Irdlcinea (AppUcatiomo for  Product 
~ i c o n ~ o a  mnd C l i n i c a l  T r i a l  Certificatoa) 
Rogula t lo~  1971. 
Th. hdlcinra (Applicrtionm for Hwrfacturor's 
and Vholualo Dodot's Idconcoa) R o g u l & t i o ~  

- 

1971. 
Th. Ibdicin~. ( F k a t  Appoint~d Pry) Ordw 1971. 
The Nadlclnea (Expartation of Specified 
Product. for H w u r  Use) Order 1971. 
Tho hdicinoa (Control of Subatrrrcos for 
hnufacturo) Order 1971. 
Tho H.dlciaoa (Sur&cal Hator lab)  Order 19"L 
Tho fidicinaa (Exportation of Spoclfied 
Votorinuy Productd Ordor 1971. 
Tho Ibdicinea (Iaportrtion of b d i c i n i l  Product8 
for R o - o ~ t a t i o n )  0rd.r 1971. 
Th. tkdioinu (Exomptlon from Licences (Food 

Tho Hodicbma (Rotail Phummciclta-Exmption 
fkom L i c o ~ i n g  b q u i r e u n t d  Order 1971. 
Tho H.dicinoa (Data Sheet) (Transitional) 
80gulatioru 1m. 
me Hedlcbtes (Applications for Product Licences 
of Right rod CllnicdL Trial and Aniaal Test 
Cc tlficatea of Right) Regulations 1971 
Th. bd lc ines  (Application8 for w u f a c t u r e r ' s  
and vholwale h a l o r ' s  Lfcances of R i g h t )  

Regulations 1971 

.nd C-tiC8) W W  1971. 
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1971 
197l 

1972 

1972 

1972 

1972 

1972 

1972 

1972 

1972 

1972 

1972 
1973 

1973 

1973 

No. 1449 
UO. 14% 

No. 640 

No. 717 

No. 788 

No. ll98 

NO. 1199 

NO. 1Mo 

No. I201 

No. 1225 

No. 1226 

No. 2076 
NO. 367 

No. 1UO 

No. U64 
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1973 

1973 

1973 

1973 

1973 

1973 

1974 

1974 

1974 

1974 

1974 

1974 

1974 

1974 

1974 

no. 1529 

NO* 15% 

NO. 1- 

No. l849 

No. 18% 

NO. 2079 

No. 3 6  

No. 498 

NO. 711 

No. 832 

NO. 1082 

NO. U.49 

NO. ll50 

NO. 1523 

No. 2167 
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Statutory Inrrt-nt 

1975 

1975 
1975 

1975 

1975 

1975 

1975 

1975 

1975 

1975 
1976 

No. 298 

No. 366 
No. 533 

No. 681 

No. 761 

No. 762 

NO. 1006 

No. 1326 

No. 1473 

NO. 2000 

No. 74(C2) 

THE FOLLWIffi LEAFLEE ON VARIOUS ASPDCTS OF RIE MEDICINES ACTS 
ARE CURRENTLI AVAILABLE 

MAL 1 Guido t o  tho Llconuing S p k r  

HAI, 2 Note6 on ApplicaUons for  Product Uconce8 
HAL 4 Not- OIL Applicatiau f a r  C l i n i c i l  TrW Cortific8tes 
MAL 5 Notes on Applicatlotm for J4~ufactwr*6 Or- Licon~os 
MAL 6 Not06 on AppliCatioM for  Vho1w.l. bder'6 UC0nC.s 

MAL 7 Foos for Liooncoa and Cort i f icatw 
HAL 8 A Guide t o  tho Status of Bordorllne Ropar8~OM under 

tb Act. 
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n A L 9  
*HU 10 

-11 
HAL 13 
IUL 14 
mu 18 

19 

H u 2 l  
HAL22 
Iw. 23 
M U  24 

M U  25 
*w 26 
-27 

*MU 28 

m29 
m)o 

31 
HAL32 

'HAL 33 

HAL34 

HAL 35 
HAL 36 
MAL 37 

*HAL 38 
HAL 39 

*HAL 40 

STWART 

Licensing Rorfaiolv a f f o c t ? s ~  Roki l  Ph.muciAts 
Not06 00 Applicatiolas for Product Ljconcea for  Veterinary 
Il.dicirul Roducta. 
Noto@ 00 Applicatioru for lnlnrl Test Cert i f icates  
Notee 011 Liconmlag of Productrr sold an Chomlat O m  Brands 
S p C i d .  h P M -  s U r % C O E  

Licenoin(l Roquiranenta Involved kr tho hCking and Labelling 
of H.dJciarrl Prodllct. 
Vholeaile D.aler'6 Licencoa W t o d  t o  General Sales Lis t  
Roducts 

Tho Licensing of Ingredients 

The Application of Liconaing t o  Non NHS Haspi tah 
Supply in Course of Ozviag Actrice M t o  Treatment 
Notes on Da+ Sheota 

Guide to Prwisiom on Hodicatod b i m a l  Fo.ding Stuffs  
Notes on Application8 for V e t e r i w y  Roduct Licences for 
Subkncea  of Articloa to be used for incorporation in 
hiad Feeding Stuff6 for a wdic iP i l  purpoee 

Guide to provisioorr 011 k b o l l b g  of, and Supply of Loaflets 
with Hedicated Animal Fooding Stuffs  
Note6 on Export Certif icate6 
A Guide t o  Licanaing Prorisions affecting Doctors and Eentists 
C l l n i c i l  R . l a l s  arranged by d o c t m  ae dontis ts  

Not06 OB UCeMw Of H W & h I C  R o d U C t S  

Cumical Trinla using Ilrrketed Products 
A Guide t o  Licensing Prarbiona affecting Veterinary 
Ract i t ionara  
Th. Hadiciaw Act - A note for  Doctor8 
Reriev of Product Ljccnces - hmic Product Information 
Notes for Guidance on Reproduction Studies 
The Promotion of Salea of Medicinal Products 
Notes for Guidance on Reproduction Studies Veterinary 
Products Containing Herbal Ingredients 
Guide to  tho Enforcements of the Medicated Animal 

Feeding Stuffa Provisions 
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Requests for copies of these a h l d  be 8ddre66.d t o  the 

Department of Health and Social  Security, Hedlclnes Milaion, 

F h b u r y  Square Iiowe, 33-37A Fiad~ury Square, London ECU lPP 

Requests for them 6bould be rddreS6.d to  ntsLtrp  of 
A&cultrP.., Flaheriea and Food, Government Buildlngm (North 

Block) Gur laon h, Cho6aioston, Surrey, England. 
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