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u -mart' of recoj j =t~._ ~---- ,zr:..` 
. 

. • C' .. M b - Co tt (,n To ic:lt • mrd Cj-Jr].i:r~l. 
'T

l; ; & On the evidence before them the Si_bCt.— • ,:n;.t . . t:ec recorrienr' 
that, in view of the inadequacy of the rer-l-tiii cu f the • -: :u initial r.t;t :i?es the cliniea.1. tri lln CI th p i• 

('' n'1 4) be ex'tvnd.zdd to three coiitres only, with a ir. r of 30 tic-' s in each centre, treated for up to 24 weeks, 

Fern I k. 

(1) Tho attention of the 1fain Ccrnmj,titer; 9,n dr.a',m to t .: 
concern of the Sub—Ccminj,ttee rei;ardi-a :incus o t
worsen of child--b -i.r_g ego in the tries i:e the oxolusion of ctich patients in ti?e (iiilic>SI trial 
c::rt:iiicate. (TT;cis has already been taken up with 
the firm by the LicencinF* Authority), 

(2) It in notod that evidence of a.ccum,ulation in man, 
although requested, h&s not been providco,, Thi. 
information would be required before a. r-roc;uct 
licence application conic) b, eonsidererl 

Main Corn ttee

On tho ee idence before then tha Urr~!scittee aclvi: e that the clinical trials of this preparation be c er_ceex 
only to a total of three centres, t ri °..h a r. axia 
30 patients in each centre, treated for up to 
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Lub-T;rr, ,-. -cc C:l cxiC::"'•' 'Ind (:l i L

T., :. r ry t.c'. C1n the evidence ih.rfox•e the the ub-Ca 
the issue of a Clinical trial j rtiiic 

Cy ,:-,~ :•. ., ~~.:, t`C~:,'..0."l preparation for the purpo~os indicated 

application. 

Remarks 

A statement regarding proposed non_ltor:i'_;r ;=1h.;,uld he 
provile:d. Data Irom the rnonito.oirar, of this trill 
would be required before cons;.ciera,.iol. COL Id be Gi 
to an e:~4ansion of the trials. 

Total dosage levels to be ernpic•ed in the trial ehouiu 
be clarified. 

(lain COM-7i ttee 

Suhjec;; to the Su'b-Comm ttee on Chersiotry std Phnr•ri. cy 
being satisfied and cn the evidence before then' t' 
Committee advise the issc.e cf a clinical trial 
certificate for this preparation for the ,, .rpc::'.:r 
indicated in the application. 
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CT/0029/GO91 

Ti tr.ia! C ical Inductriea Ltd 

.:1CI 5,C97  Thhlets 

'Treatme:,s_ of iipoproteinaemia) 

RS  tJ-Corr ittoe on Toxi C-i ty wd Clt  n1 onl ?riaS 

O evideiica before them the Sub-Committee r?cr.:: .. 
the issue of a r.;.in_ical trial certificate fcr ?i*. 

preparation for the purposes indicated in the 
application. 

Remarks 

Further evidence of liver toxicitci c cincLenie;.' 
and information can. ernir Duero bindi: C and 
interaction with a:iti-coat, iants should be previdek'; 
before consideration is given to an applic-ction for 
a product licences together with result& of hi }_er %c+ 
interried_iate term toxicity siudle 

:Main CGt :. ttee 

Subject to the Sub.-Committee on Chcr i try and Ph ,.
being catisfia,d and on the evidence before them t 
Committee advise the issue of a clinical trial_ 
certificate for thie preparation for the purpc 
indicated in the a=pplication. 

keriarf: s 

The Committee considered that information on 1i-aid 
metabolism should aiso be provided in acso::iatior. 
with an application for a Product Licence. 

DHSC0003952_054_0003 



C /035??/OO97 Sub—Cog nittee on

Pfizer Ltd On the evidence, before th em th e _ub-Cown:itLee recorni?'e:)d. 

7l -1C1 f 111-01 Ca sule~ 
the ;:;s ue  of a clini ,rtl trial curtificato for. this 

~ P nreparation for the purponc irieicated in the a:pli.cat .q • 

(;]r_orcctic Agent) 
Remarks 

Before cons (der tir] ear be (riven to un attnlicction for 

a -prodtuct licrrice, dr uf; inter ?.cton , t udie:co

hypertensive ag(.latr: tifould be re,:uir-ed.. 

Main Commi ttee 

Subject to the Sub--Committee on Chemistry and , r 

being satisfied and on the evid.cnce bofoz'c' t~ 

Committee advise the issue of a ciinical triiL-1 

certiiiic:::te for this preparation for the purpasas 

indicated in the application. 
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Qu il evi'(nc:e i)ei ere 
the io-;3ue of a
pr3raration for the purpc r ic;: in file

f. n Cr jttrr 

Subject to t S"h-00i::!:1f C e Of: 1'd :+i:1 1 ll .. i.ja 
tl,.c evidence fore then tli.e 

Corer,?ittee udvis- tl:' sue of a e i.nScz>1 trial certificct-
_.or this prepar Lion for the purposo'c indicated ii .til•a 
a;p,11ic tticn. 

J 
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on T ,;icit; 

l.'.i., -t-  - 

on tl;c oriuence etore tui 

the r;t--nt of a ')ro c pact ].: c:_r.ce. or ;:ni
t1if' *ii.roo -es ] ind1o.ted in the i= - = i(o.,

it0 claims are lade for in -roved L.u't:7.i :o}er' 

Me nt;-COEnritten reoos:r,enc!er1 I-o';r-ver that r I te r ,̂ ,
of t,hi i na urc snot:ld be noted :or early c: 
•.;hen .product Iie lice ; of riht ar.c revic-.-Je' 

:.a in Cn ittee 

On the , idence before the Ccrieittee ad3'ic-e the Li',. oi' 
a product licence for this nrep.~ratioi for the purr 
i.ndica .ed in the Modified oppiicatic',:. 

The Coro:dLtee ale o advise that. thiz3 r,rr;' ct should be 
regarde 1 as new for the purpoac of a r:_'cirri d; rect er• 

for the reporting of adverse reactions. 

tteniarko 

The Committee noted and endorsed the Sub-Ooninitte 
recor,:n)cndation that the group of rroducts into h'• -
this preparation falls should be given early c0n  r . 

in the ;product licence of right review. 
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!' rurt:l. .cic . Lci 

(i .urw ur rt ive) 

7 

Sul i Cr' '. ... ; 

`he ;;,. 
proth •: 

Q~111 SULL. -` -. 

T Sain Committee 

The Committee n ree that a decision or, this preciuct 
should be deferred pending rec~--i,,i n r A} 
from three derriatolo ist . 
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3b-Co:rr.•ittc•e o:"i Toxi city ''inn Clinical Tri.41s 

Cziiiw_; :!_ . ..cr. 3 ::1 

(?opiL•al Ccirtic t; e11'! :) 

On the evidence before ;hem the Sub-Committee 
the F;rant of :roduct licences for there prepa1 
the purroses indicated in the at rlication: 

finii Committee 

Subject to the Sub-Com~rittee on Chemistry 'in7
being s tirafi r-_d and on the hvicaonce before them the 
Coiwi.tt ee advise the grant of product licences for 
these nreyaratiois for the pur pose s indicated in the 
ap-̂ 1ication. 

The Committee also advise that these products rhouici be 
regarded as ne.-r for the purpose of a special directive. 
for the reporting of adverse reactions. 

8 
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PL/00`11/002' i 

John lay eth & Brother Ltd 

IJordiol Tablets 

(Oral Contr<,ceptive) 

Sab-C mittae on '~;ori.~it+hand Clinical. Tr 

On the evidence before them the Sub-Committee i c.:u• ;_ 
the gx.•~.nt o::' a p ci uct licence for this preparation i' 
perpo8es indicated in the applicr:tion, provided that 
t:rcrtr:eant of prinnr- and cecondi ry amenorrhoea and 
olig:oenorrhoea a..•c -,a..oved froara the recommended clinical 
uses. 

Main Co^rnittee 

On the evidence before then the Committee advise the ;':' rAt 
of a product licence for this preparation for the puroae :: 
indicated in the application, provided that tr ,==di eut of 
primary and seccndarry naeno.rrhor,a and ol.igc:,: ~:ncrrhoea are 
removed. from the recd nriended clinical. use 

During discussion on this application the Committee agreed 
that in conjunction with the Product: Licence of 1?ight 
review consideralioc should be given to whether action war 
needed to remove the i*idicetiens anenorrhoea and 
oligornenorrhoea from those included in the recommendations 
for u: e of similar products already on the market. 
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C o'i ttcc 

rt'n Co::ri tr,: ;al.f;,O c'dvi.C:C3 t_ti =1- t i S .)C;.t .. 

r c.ra zed -s r.-,, for +.:bp :rt,o _
r:izccCive for t?i= : portir of vnre,cr _ 

10 
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-nom ... i y

( 'rates Lina ; ":1r:E.t i. 

or PL' IC 

fiezb-Co.nr,ittne on Bi.oloTicale

Or the evidence bofore them the Sulu-Committee on 
o1o i 1c, r co:4iaeild the grant of a vrodhct lieenc6 

.his rrenaration for the purposes indicated in the 
c_pplica tion. 

Main Com.^.liLt2(

On the evidence before them the Conrrittee advise ti 
;rant of a product licence for this preparation for ti+ 
purposes indicated in the application. 

1 The Committee also advise tout this product shou..cl regarded as new for the purpose of a special tiirc.. 
for the reporting of adverse reactions. 

11 
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. /t ?fr 

^F;>  uh Conr tti =;n To icicy 't.nd Cli.n?-e::1 lrj. i. , 
C:i .>m-iec.1; ]:td 

On th' evidence before then the uµb-Coxn;,iittse reo .i 
r:^r~E'Vi7c n t•: 1'TPCjnui , r.:7 'ti. t~ t ? c tfd i h z~ 7Lt of a r' en  ,

_.. ~ Z:. I'Jd:7~L licence for this prCR r<::Li

%: t _ Co :~ acc f .. ~J t e rvrpose-s indicated in the arol ictit .one 

Il i.nt Coin ittce

On the evidence before them the Comait:tee advise 
the grant of a p;reduct licence for this nre ration 
for the purpose: indicted in the appi_cation. 

The Committee also advise that this ;trod,;rt: shn11 be 
regarded as new for the purpose of as-+ec-ial directive 
for the reporting of adverse reactions. 

12 
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PL/OO53/aa68 

Sc}ucrirg Che:Tti cats Ltd 

I is olut Tahlets 

(CxY3 Contraveptive) 

On the eVjd i?CL ej . fF;''. the SI Ci;Pl'r,1.tTF•(' re 

the rant of a pro , zr _ licence for this r,;>~~
fof the pur2roucs i.itd_ic,:.ted in t o a.; 'lc `ion, 

1'1_.111 C000jttee 

On the evidence before 'diem the Cormxttce advise th 
grant of a pr. c—.3uci; ii ccnce for this preparation for 
the purposes indicated in the ai licatiun. 

The Co:,a;.it.teo also advise that thi, product should 
be regarded a;s new for the purpose o: a special 
directive for the reporting of adv,--rbe react. ' 

1'>
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:'J: 1t/i Tn ct?c~ti 

.. '.L1 tt fE i ' (':lc 

p2'r)L1uCtt: f ic) 1:. i ._ _'t ._ _• ? cl C:... . .i L r; ..1. ft j 

o:~ttl d. . .: t!OLCl. tt1S C e_ at;;r.!.ti^cj slid clt., 

t . f )  ~?n7 i t t. c-

The Corriittc a _•r: e ti?at a dcci:-J on;
r, a-ociucts sht^;:;.l.ri be deferred pencii. 

f .l cr ,rider ;:ion. nf' .aciditioria'. 'L-&i:i t:l,iu'i teas been 
Matt Le

.ii` c1 I'1'J]C1r?o1 ,): thu iiidicatjos 

(iii) receipt. of the views of the Sub--Co::. i_. b e uu 

Chemi..vey and Phareaey. 

1'1 
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b.- cr^r;i tee u cit ;r,d ]_iaic I_ iris 

Suh~j ct to the Ii?Jh-CL•ennittee on .310 f' ] C.i; L;c

G~+tis:ied an6 eu t.h ev cterioe hek-rc t1;Giri the 
CDTJ:?Jtt >re F_' reecnoeno the J,rant of a product lie i e ~[ 

thin u_ el-:araticri for the purpuses 'i ̀ .' 

L.pp lic etinn. 

Suh-Ccirrnittee 4?'J J>j lo' i.Cr,.l: (J1r?u ary 19?3i 

On the vidence nefor them the Sub—Connit:tc,,• 
iolcJ is !.l_s reco,:: r!d the jrant of a nz'cinet ; 

for this preparation for the nu--po-es indicates ire 61e 
al)nlicat;.on, provided that:—

(i) the notenc of the orodui;t iu expressed 
in ir.tcrnati.onsl unite 

(-1) the supply of the pra;fi.ut is restrict:ed 
to hospital znnl haenmophil_i a centrcrs 

(iii) the TSA batch release procedure shxil aptly. 

1•1ein Co 1:iittee
(January i iY fl 

On the evidence before them the Committee advise ti!v 
grant of a product licence for this preparation for 
purposes indicoteei in the npplieaticn, provided that 

(1) th e potency of the product is expressed 
in inteniatiol:al waits 

(ii) the supply of the pror'uct is restrictc;d 
to hospital::: and hacmoph=.lia centres 

( i) the TSA batch release procedure shall apply. 

The Cor•,mittee also advise that this product should be 
regarded as new for the purpose of a special dire-.tive 
for the reporting of acveroe reactions. 

115 
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, -Corm ttc en To::ic_. J and (:i. is"i-c i. 't 

Can the evidence before them the Sub-Cor r:; .tec 
recommend the grant of a product licence for this 
preparation provided that the indi.ce.ticns aro iimitt 
to defective ;:;;ere ani! kel:oids. 

T 'marks 

Before consideration could he riven to an extensio;;. 
to include, the other rroposed indications, ndequat•.;.; 
controlled clinical studies would be required. 

2•4ain Co .ttee 

On the evidence before them the Conjit.tee decided 
to refer thin application back to the &;b-Ccrluittee 
on Toxicity and Clinical Trials to revi.e:, thlur 
recommendation in the light of the viewe of the 
Sub-Committee on Chemistry,  and Ph-)rmacy, in 
particular on t:^e question of definition of the 
active constituents. 

D H S C0003952_054_0016 



lit (;C[i iii 1 ee O ' TCxi

( rtc l-Ler 1972) 

On the Fvid;'nce before t.heni t.n:- ,. , .._ :;;r: .. .; r 
the grant of e product licence c. 
for the purposes i:i,iicated in tl 

fka 

k2m7_ea&, for rlasket.inr to be granted aft.- r  the reper' 
on curciy?o,enic .ty stud .ee hat; been ail lll:t i (l. 

Z~Iai.n Co iittze

(September:- 1972) 

On the evidence before this.^ the Committee .;ivi .c -- 
('rant of a product licence aor this prepration ... . 

pui roses indicated in the r̂̂ .i"sil! is t. 'iori On the L:C:C:

that the product in not re';.ea:.uti for marketing unti, 
report on cercinog;eni.cit,, studies has ac_n published, 

The Cornsici ee alro ndvis that this product should be 
regarded as new for the purpose of a special directive 
for th, reporting of adverse reactions. 

Note: 

At the Chairman +s reque,ct co.^.enur_icvLion of this dec-i.sion 
to the Licensing Authority vas subsequently defer-r ckl 
pending consideration of further develop :,its, 

Main Commi ti.ee 

(January 1973) 

o7.1Uri grcanutrendr:t.ien of this apnl i c_i Licr. and oil the 
evidence before the::, the Committee ccncluded provisiorall 
that on the gg: ciutd:; of eaJ:ety they would be unable to 
advise the grant of a product licence i'or th..s 
preparation for the purposes indicated i the aprlication 
in view of inadequate evidence of safety with _rtr:iclll::r 
refercr_ce to carcincenicity potential. 

4ccordingly it was -greet thr-tt action under Section 21(1) 
of the Medicines Act would be recuired. 

17 
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. ctee on io; I ci.t• an'; C1.i.r.`_c 

Ca 1 he evidence b  c.r ti'i c : i:he SubCort i> 
to , ; c ,r.. end tti i he clip ica1 it di c .t.ui, r, tii;_: 

{ ; [ :.15' I i on b: " : "red for the parpo ,c.. '1' o cp;e 
cp-:l.icr lion for the .following; rcr.ccons:-• 

(i.) 1r;ci; of evidtuce of efficacy 

(ii) possibility r,f nllergy.

 ir. Co ittee (hece,nber 1972) 

The C:onmittee decided to rcfi'r this rape Ii cation bno- 
the Sub-Corn ittee on Toxicity to revic the terms c: 
t oir recommendation with particular refei e,tc-c: to the 
question of efficacy. 

Reanark 

I r ,

The Committee drew attention to the fact •that the.rc r;; , '.` 
be a conflict of ,,ame with an adhesive dr. e:>cing. 

Sur-Cor•L'ri ttee on T'o;:7 cit,. an  Clinical Tr? : l;-
(January 1913) 

— 

On the evidence before them the Sub-Cornnittee recopmend 
that the clinical iridica_tionc of this preparation be 
extended for the pu.c•_>open indici,i;ed in •ti:e modified 
application, provided that a warned of inst use for 
extensive burns is inciudc3 in the 1. bell i'- ;, and that 
it is made clear that the product should not be used to 
treat children under one year of age. 

.Pain Corm ittee 
January 19735 

On the evidence before them the Committee advise that the 
clinical indication of this preparation he extonc,eu for 
the purposes indicated in the modified a n:lication, 
provided that a t•,arning against use for eten.:ire barns 
is included in the labelling, and that it is made clear 
that the product should not be used to treat children under 
one year of age. 

remarks 

The Secretariat was asked to check that a warning 
regarding avoidance of use near eyes and mouth would be 
included. 

D H S C0003952_054_0018 



PL,/1!+2Lt /0c03 

Westcus Productr, Ltd 

Pl.uogel 

(Dental Caries Prophylactic) 

19 

ub—Com-nittee on 'lo -zicity 2.rd Clin-icaa. is^^ )- -!-

On. the evidence before then? the Sub-Committee
the grant of a product lice_.ce for this prep rai.iu 
the purposes i.?dicated in the application. 

I~a:i n Conm ttee 

In view of the lack of evidence of flunrido abe.orptic-n 
and the possible hazard of flyrlrofl.uor :.c Acid the 
Committee agreed that this application :?houlci be 
deferred pending receipt of the views of dental 
experts, and Eulw: equently further eencd.der__tic>n by the 
Sub--Comrcittee or. Toxicity and Clinical `i'rials. 

D H S C0003952_054_0019 



• 
JLidf..:. C.:ti-J(';:Zi.tnr', 1'ohiots 

S;z1:..C:era .tie^ on 'i'r-icit'; ar.d Ci 3 nirnl. ' in:: . . 

On the evidence ibef(ti'e them the Sub-Cr-v ittee 

on the ground of safety, to r.,corimencJ the r:rrint of o. 
product licence for this r=eparation for th nurio i c 
indicated in Me tic Lti ,n due to the 'ia :ard of 
potasciur bronidee. 

Main Co:::mittee 

un the evidence before theca the Comm-,ttee c~r_c'udei 
provri:_aonally that on the rra- L'u:nd of snfet.y they Vaj be 
unable to advioe the grant of a product licence for this 
reparation for Lhe purpocea indicated in the application 

due to the hazard of potassium bromide. 

Accordingly it was agreed that action ,,:Hier section 21 
of the 1',edi cines Act would be required. 

20 
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211 

ttse ar_ lr,_ i ;; ' and Cl_,izcal l:.•ials 

On the evidence before thorn the Sub-Co1-imittcc 
are unable en the grounds of safety and efficacy, 
to reoc:lmelid that the product licence of ri;•,rt be 
extended for the purposes indicated in the applicatio~ 
Jn View of i_na}equate evidence of safety and c•fficooy 
in relation to the projosea indications. 

MZdn Co ittee

On the evidence before, them the Committee concluded 
that on the grounds of nafety and efficacy they are 
unable to advise that the product licence of right 
be extended for the purposes indicated in the 
ap}~lication in view of the inadeouate evici nco of 
eafety and efficacy in relation to the proposed 
indications and agreed that the Licensing .uthority 
should be informed accordingly. 

D H S C0003952_054_0021 
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ti ••. ;^ C7 V: C. i:. Lid 

('i 1i ,:/dlr:,110-IoPi .t rcoi.d) 

:9ici. on ':'i+: cl.tr •d CI ;r G,-, 1

On tko evidenc^ bcf re the, t the J.,r.,_^...,,. ;i ii. e u,'; u.n;lb 
t.. rcc.)r:7end that: the ern i ct li.c.c ce of 
p"encar:ation be O7:tC? dod for the nt7 :' noses jar :' 

v y] iccltion far the fo',  oirin?, rec ons:-

(i.) the demors treted tc' 1city of the drug in 
the proposed ;..ndi.cati.ons 

( i.}) i dequate e7idenee of efficacy. 

ie •arks

The attention of the Sub-Committee on :adverse ]e2cti ++'. 
uhould be dr cl•:rt io the current indications for this 
prod,.ct. 

ihu_in C,mritt.ee (December 1972) L 

The Committee deckled to refer this ar^.licntion back; to 
the Sub-Committee on Toxicity to review their 
recommendation in the light of additional inzO.,-m Lion 
on toxicity. 

Sub-Comrnitt •e on 'Toxicity Mid Clinical 
ari. a1 s 

Jarivax 19y)

Having reviewed this ar,,.iication the Sub-Cos 'flte, raw no 
reason to depart from their recocejc-ndation that the 
product ]_iceIlce. Of right for this rircparation Should nOt 
be extended as reoue_.tea bec'auae of the deironstrat d 
toxicity of the product in the proposed. indications. 

Perna rk€l 

The Sub-Committee noted that the rrob] em of 
hepat.ncell.ular carcinoma associated xith the use of this 
steroid will be disco&e-.ed at the next meeting of the 
Sub-Corittoe an adverse 1<eFctians. 

Main Committee 
(January 1973) 

On the eviLence before then the Committee cono]1- 
on the j.round of safety they are unable to acv:.:, 
the product licence of right for this nrooaration he 
extended a; .recuer•ted because of the demonstrated 
toxicity of the product in The proposed indications, and: 
agreed that the Licensing Authority sncui.d be info;neCi 
accordingly. 

23 
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