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COMYITIEE

GRO-C

GRO-C
CEM/82/2nd Meeting

QN EAFETY OF MEDICINES

Minutes of the Meeting held on Thursday @5 February 1987

Present Cormittee Secretariat
Professor & Goldberg (Chairman) Tr ¢ Jones (Medical Assessor)
Professor R H Girdwood Ine J Calderwood (Pharmeceutical Assesor)
Dr J Hol% Mise 7 Spencer (Secretary)
Professor A B A Read Dr C Spaire
Profesaor H K Weinbren I J Dobbs
Profesgor M RHawlins Dr § Grieve
Dr J Smith Ir E Fowler
Profeapor W I Cranston Ir R Corcoran
Professor D G Grahame-Smith I W Ashton
Professcr T H Elworthy Mr & C Cartwright
Professor B M Hibbard Dr Twomey
Ir M Eichards Dr T Hill
Professor D Hull Dr G Diggle
Mz W Darling Ir ¢ Venning
Profeasor H Keen* Mr J 8 Bird
Professor F 4 Jemmner Ir A Nath
Ir A Andrewe
Ir P Weber
LAlgo Present Mra J Archer
Mrs K Sherrington
Mr N Williams Mrs ¢ Harrison
Ir W Thomas Mr A Hamsingh
Mr P Allen
Mr E Butcher
Mr P Morris

Dr A T B Moir

*Pregent for Hearing 1 only.

1. Apclogies and Armouncements

1 -1 *
were

1.2,

The Chairman reminded members that the papers and proceedings
confidential and should not be dizclosed,

On behalfl of the Committee the Chairman welcomsd

a. Professor Hull whc was attending his first meeiing as a
merber of the Committee.

b. Professor Keen who had been appointed as a member of the
Committee for the day for the hearing on Atromid.d (clofibrate).

c. Dr Dobbs who was attending his first meeting since joining
the Medical Secretariat ag a Senior Medical Officer,
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1.3, The Chairman informed members that Dr Vemning wze attending hie
last meeting of the Committee prior to taking up z post in the industry.
On behalf of the Commitiee the Chairman thanked him for the contri-
bution he had made fto the work of the Committee and wished him every
guccege for the future,

T4 Apclogies for ghsence were received from Professor Vessey,
Profezgor Dundee, Professor Crooks and Dr Fiegh,

2. Minutes of the meetineg held on 271 Janusry 1982

The minutes were agreed and signed by the Chairman as & correct record.

S Matters arisgine from the minutes

There were none,

4. Considerstion of Applications

The Committee considered those applications listed. Details of their advice
are at Annex A o these minutes. .

5. Debendox: Paper 3

Bet, Thiz paper sought the Comnitteels advice om the significance

of two animal fteratogenicity studies and an application teo vary the
product licence of Tight, The two studies were of doxylamine Succinabe/
Bendectin in rats and mice, and crgbeeating macaque  monkeys respect-—
ively. The SEAH Sub-Committee at ite meeting on 12 February 1982 had
recomendad that expert opinions should be sought, It had been possible
in the interval since SEAR met to obtain the advice of Professor Poswillo
and thizs was reported verbally by Dr Weber.

5.2, Professor Poewille censidered that no conclusions could be drawn
from the etudies. In the monkey sgtudy, the foetus had probably been
sacrificed too early, so that heart development was not complete. The
rat and mouse study gave insufficient informgtion; in particular the
question of distribution of diaphragmasiic hermia between litiers, and
whether there were subemucocutansous cleft palates., In the light of
thie advice it was agreed that these gtudies dig not give cause for .
concern and the Commitiee saw no reason to alter their previous advice,
namely that there was no secientifically accepiable evidence that
Debendox cansed harm to the foetus. A& a precauticn it was agreed that
the views of one more outside expert should be sought and it was agreed
that copies of the studies should be sent to Professor Sullivan,

5.3. On the application for variation the Committee endorsed the
recommendation of SEAR that consideration of the gpplicztien should be
deferred, and thet the company should be azked to provide the full
report of the 8-wsy efficacy study which led to the removal of
dicyclomine hydrochloride from the US formdation. The Comnittee
agreedthat this study should be examined initially by Professor Rawlins,
Frofessor Hibbard and Dr Sutherland with z view to agsessing the efficacy
of the Z-ingredient formulstion in relation to the existing product. In
the event that this assessment raised doubts about the comparative
efficacy of the two ingredient formulation, the matter would be referred
hack to SEAR.
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5., Migngerin and A:c‘thritis/ﬁ.r‘l:hralgia: Paper 2

6 1. Profeasor Grahame-Smith introduced this paper which deseribed
& hitherto unguspected associsti on between the admlnlstratlon of mian-
serin and the inecidence of arthrltl%/%r‘hralgla.

£.,2. After discussion it was agreed that the recommendstion of the
SEAR Sub-Committee should be endorsed and that

T the company should be approached Informelly to ineclude
these reactions in the warmings section of the data sheet

[P an item on the subject should be included in Current Problems
o 8

Co & copy of C.P No 8 should be drawn to the attention of the
Research Committee of the Roysl College of Paychiatrists, the
Evaluation and Regearch Advigory Committee of the British
Awmsociation for Rheumatology end Rehsbilitation and the Royal
College of Genersl Practitioners.

6.3. It was noted that Mianserin was currently being considered by

the CRM aznd that the Becretariat would co-ordinate any action with the
Secretarist of that Committee.

7. Hearings -
7.7, The Committes held two hezrings in respect of
a. Atromid~S (clofibrate): ICI PLR 0029/5022
b. Rowachol: Rows Limited: PL 0007/0002

Tl Details of the Committee'ls advice and the reasome for that advice
are at Appendicer B and C respectively.

8. Written Bepresentsiions

8.1. The Committee considered five written representations in respect
of

a. Btodoloc: CT 0607/0044

b. Gammabulin: PL 0215/0018=0019
¢. B-B-Vax: PL 0025/0165

&. Condrancl: CT 4471/0007

e, Meruvax IT: PL 0025/0144

B.2, Details of the Commitieels advice zre at Appendices I-E respect-
ively.

9. Ferridex S0 i g/S Hogeo : Buspension of Product Licence Paper 7

The Committes noted the further suspenaion of this licence for a periocd of
3 months from 27 January 1982.
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10. Secretary and Medical Assezsors Oral Report

None,

11, Itemg for Information

11.1.  CSM/ABPI Annusl Dimmer Meetine

The Chairman informed members that later that dsy representatives of
the Committes together with members of the Secretariat would be meeting
the ABPPI. Members had before them a paper vhich detailed some of the
subjecte which were likely to be discussed.

11.2. Minutes of SHAR 8 Jamuary 1982

Professor Grahame-Smith drew the attention of meumbers to the concern
gxpressed by the SEAR Sub-Committee regarding the increasing backlog
of uncoded yellow card adverse reactions reports. The CEM showed this

COneari.

1.2, Minutes of Adverse Reactions 8 October 1951

Professor Cranston informed the Committee $that Ik ilnvestigations
regarding X-FPrep and Colonic Perforation were continuing and that a
paper would be preparsd on the subject in due course.

12, Any other husineas

There was none.

15. Dete and Time of Next Meeting

Thursday 25 Marech 1982 at 10.3%0am.

I
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. further informesicr. on the menufacture and comtrol of
manufacture should be given

4, formal egpecifications sbhould be provided for the bulk
Freege dried material and for -aach of the finished donese
forms, and the prodnets ghould matiwfy the criteris of "l:he
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2. The name of “tha.qﬁalifi'ad "par'ann rczponxible for"ﬁhe
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3 Semples and protocols ehould be supplied Yo ithe TIBSC.
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