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1. APOLOGIES AKD ANHOUNCEMENTS

1.1, 'The Chairman repsated his usual reminder that the papers and

proceedings were confidential and should not be disclosed.

l.2. ~ Lpologies had been reseived from Professor Greheme-Smith and
Frofessor Hull,

1.3, ‘The Chairmen welcomed Professoxr Florence who was attending this

meeting of the Commitiee particularly for the hearing on Kalinorm.

. 1.4. The Chzirmen introduced Professor Alisdair Breckenridge.
- Professor Breckenridee had been sppointed a member of the Committee in
the place of the lzte Professor James Crocks and was atiending his

first meeting.

1.5. The Chairxﬁa.u amnounced that a meeting of the Working FParty on
Agverse Reactions had taken place on 10 March. Ir the absence of
Professor Grahame-Smith, he was acting as Chalyman of the Working

" Party. At the nesting aspects of the present yellow card system, and
the Prestel system proposal by Professor Grob were discussed. Following
the meeting Professor Goldberg and Ms Spencer had visited the computex
faeility at Reading.

_. 1.6 D Griffin informed members of the death of Dr Dennis Gahal, and
paid tribute to Ir Cabal's life and work.

2. MINUTES OF TEE MEETING HELD ON 24 FEBRUARY 1983

The Chairman signed the minutes as a true record of the meeting after the
fellowing amendment had been made:

OXMETIDINE DABLETS: CT/0002/0105: SMITH KLINE AND FRENCH
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The Committee's provisional conclusion was zmended o read:
"Mhey would reguire further information on the effsuts of the drug
on the stomach of the rat with pexticular reference to the development

of hyperplasia or hyperkeratosis since these changes had not been

observed in other marketed H2 receptor blocking agents",
3, . MATTERS ARTSING FROM THE MINUTES

3,1, CSM/ABPI Dinmer 24 February 1983

v

The Chaiyman informed members that the meeting and dinner had been
.‘ both a pleasant znd useful occasion.
-
4. PAPFR 1 ~ NON-STEROIDAL ANTI-INFLAMMATORY IRUGS

4.1, The Committee considered this paper and advised that:

4.1.1. Guidelines on pharmacokineticat

Particuler zttention should be paid to:

a. addentification of the major meitabolic pathways in

animsle used in the chronic toxieity studies and in man,

“ ‘ | he the determination of plasma levels in animals and

in man.

These studies should attempt to compare ropest dose plasma

lgvels in toxicity studies and clinical studies.

A4.1.2, Guidelines on carcinogenicity:

a. The guidelines should emphesise that there shonld
be good animal husbancry throughout the siudies,

b. in studies using drugs of high toxicity, the guidelines

should be strictly adhered to, with the top dose animals

showing minimal toxie effect,
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4.1.3. Tn assessing cercinogenicity studies pardiculer atbention .
should be paid to the survivel of auimels in the control and
treatment groups.  The reszulis

ol the uarmnogpn:_m_tv test would not normally be regarded as negative
unless there was a 5% or bhetier gurvival of the contrel animals for

18 momths from the start of the dosing in the mouse and 2 years In the
rat and with sufficient mumbers of ?::'llI'VlVLIlg‘ treated :mlmalﬁ i‘or
reagsonable statiza 'w:cjl evaluatlon e = m -

4.2, The Committee did not congider that any alterations to the
pharmacoitinetic o c:e_r::ino.gﬂnici‘ty guidelines were neeessary, dut did

consider that they should be wore strictly enforced.
. 5. TPAPER 2 - STARCH BLOCKERS
5.1. The Committce considsred this paper and adviscd that:

Belela Stareh blockers were being used for z recomised medicinal

indication, namely obesiby.

5,1.2. There was no evidsnce thai zny of the products wers

efficacicus.

5.1:3. Thews wag some evidence of toxicity in animals affecting

the pencreas and the micwovilli of the small intestine; there

was a theoretical cause for concern about the uge of these products
' in men because of these effects. In perlicnlar, changes in the

pancreas might be indieative of neoplastlc votential.

Selida There was a theoretical concern that the attachment of

lestins to the gut mucosa might reswlt in neoplustic change.

HedaDa There was no evidence of serious adverse reactlons in

wen plthough no ctiempt to look for such reactions had been made.

Hala The Commities rTecompended that Ministers should consider this

advice and take whatever action they considexred appropriate.
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6, PAPER 3 - ZOMAX

The Comuittee considered this paper and agreed that = action zhould be
taken apainzt the product licence, DIr Weber reporied that the company
were aware of eight deaths and approximately five humdred alliergic
reactions in the United States. The Committee were informed that the
Company were planning to re-launch the product with amended prescribing
advice. A wvaristion applicaticn would be submitted znd would be seen

by the Committee,

7. PAPER 4 - IBUPROFEN (NUROFEN)

v

Tele The Commities considered this paper znd confizmed its provisional
advice that the lesl status of Ibuprefen should change from POM to P.

Te2s  The Commitiee considered that certain aspecis of the promoticnal .

literature should be amended, in particular:

T«2.1. the reference to comparaiive efficacy in welation to

agpirin and parzcetamel,

Ts2e2s  the statement on the effect on the stomach.
T+3¢  The Committes confirmed that at the sppropricte tTime they would
wigsh to see 2n item in Current Problems on the change in legel status
of Thuprofen.

8. PAPFR 5 - CONGENTITAL MALFORMATIONS STUDY - PHASE 7 - NEURAL TUSE DEFECTS

8,1, The Committee conuidered the further paper and the written

comments from Profeszor Vesmsey and Professor Hibbard,

8.2, The Committes advized that:
8.2.1, the paper should not be published becsuse of concern
regarding the validity of the findings anéd the likelihood thet

its publication would prejudice the prospective MRC trial on
the use of folates to prevent neuzral tube defects,

5
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8.2.2, ‘there should be further cpngideration of whether it
was justifiable to use CIM Tesuurces in e new study on congenital
malformations. Proflessor Vesdey ang Professor Hibbard should

be consulted regarding the type of defect that might be invesiigated

and the precise design of any nush study,

.8-253- the Committee deferred Tezching @ decision on whether
any further study should be Uninptizken and would reconsider the
matter at its next meeting., Borare preaching a decision the
Committee would require to see a formal detailed protocol of
arny such study.

‘. 9. PAPER 6 - CURRENT PROBLEMS

The Committee considered and approved the Jdrafts of paragraphs for inclusion

in future issues of Current Problems, subjeei 4o a number, of arafli =zmendments,

10. TABLED PAPER 2 - SUDAFED LINCTUS: TL./000%/0163: THE WELLCOME
FOUNDATION LIMITED

The Committee considered this psper and Gecided that 44 wished o have a

full hearing on the warnings regerding asilma, drowsiness and alechol.
1L. CONSIDERATION OF APPLICATIONS

. 11.3. The Committee considered the applicationz listed and their
advice is contained in Annex A to these pinutes,

11,2, Tildiem Tablets: PL/AGE9/000%: Tamex

Professor Weinhren deglared an intereat,

1ic3. Repifen Tniectlion: PLZCEAE/ﬁQ91: Jenssen Pharmaceuticale
Limited

Professer Hawling deslared an interesd

11.4. Cneovin Selutien Eyporels: T3,/0006/0176: Lilly Indusivinsg Limited

Professor Elworthy declared an interenty,

é

| w

WITN5281012_0006



{ 11,5, FProfilete: TPL/4025/0001: Alpha Thorapeutic

This epplication was withdrawn.

12,  VWRITTEN FEPRESENTATION - TENTICONAZOLE CREAM: CT/4595/0001:
RECORDATI Spi

The Committee considered this applicatisn aznd their edvice is gilven in

Annex B to these minutes,

13. HEEARING 1 - KALTNORM MODIFIED RELEASE TASLETS: PL/4338/0002:
4/8 ALFRED BENZON

. The Commititee considered this application, The Committes's advice and the

rezsona for thal advice are given at Annex C to these minutes.

14. EEARING 2 - PENEIT: PL/ 4534/Q061: LABORATOIRE DES STALLERGENES

he Committee conzidered iz appnlication. & Comrititeels advice
The C tt d, 1 th opl t Tha C tteal & and

the reasons for that advice are given ai Amnex D to these minutes,
15, MINUTES OF THE SEAR MERTING EXLD ON FRIDLY 7 FERRUARY 1083
The Committee noted these minutes which were for information,

. 16.  SECRETALRY/MEDICAL ASSESSORS ORAL REPORT

None.
17. ANY OTEER BUSINESS
lone,

18, DATE AND TSME OF NEXT MEETING 21 APRIL 1983 AT 10,30 AM

WITN5281012_0007



Na, 24,3,83

Mzin Committee

PL 444770004
Advice

Cov ., ) On the evidence before them the Committes had reason
|  to thick that on grounds relaring to safety and
quality they would be unable to advise the grant of

Alphs Therapeutic a product licence for this preparation and directed

C{UR) Lrd the Secretary to notify the applicant in accordance
with Section 21(1) of the Act.

Product .

‘ The Committee provisionally coneciuded that:

Antihaemophilic :

Factor {(Human) 1. the bulk cryeprecipitate should be prepared by

Wat=Faste Alpha Therapeutic only from Source Plasma (Bumaun)

{(Bulk Cryoprecipitate) darived from their own licensed plasmapheresis

. centrTes,

Therapeuric Class

2, evidence should he provided te¢ show that the
Blood Product cryoprecipitate is at least equivalent in quality to
that used for the mamifacture of Alpha Therapeutic's
U8 licensed Factor VIIL,

Acrive Constituent '

| 3 inadequate information was preseated on the
control of the material during transport to the UK,
Buman Factor VIII
4, an undertaking should be given that donor lists
should be aveilable to the manufacturer of the
finished dosaze form,

3. in the eveut of a licence being granted for this
product, the batch release procedure should apply, to
inalude the provision of pretocols and samples of
bulks, a5 required,

. b, there were inadequate details on the
manufacturing process,:

Remarks-

1. The Licensing Authority is asked to consider the
legal implications of licensing this bulk blood
product as an ingredient rather than as 2 finished
product, especlally in view of the great difficulties
| foreseen for the manufacturer of the finished dosage
form in exercising full control going back to the
scuree material.

2, The Conmittee advised that special attention be
given teo the inspection of ;he Company's premises in
the USA.

3. The Committee noted that no evidence of efficacy
was provided as the product was intended only as an

| ingredient,
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CT 3070/0006

Cov.

Speywood
Laboratories Ltd
Froduct

Mone-VILI C

Therapeutiec Clasgs

Bl ood Product

Active Constituent

Human Factoyr VIII

26.3.83

Main Comnittes

Advice

On the evidence before them the Committes had reasomn
to think that on grounds relating to safety and
quality they would be vnable to advise the grant of a
clinical trial certificate for this preparation and
directed the Secretary to notify the applicant in
accordance with Section 21(1) of the Act.

The Committee provisionally conciuded that:

Bulk Cryoprecipitate

1. the bulk cryoprecipitate should be prepared by
Alpha Therapeutics only from Source Plasmsa (Human)
derived from thelr own licensed plasmapheresis
centres,

2, evidence should be provided to show that the

~eryoprecipitate 1s at least equivalent {n quality to

that used for the manufacture of Alpha Therapeutic's
U8 licensed Factor VIII,

3. . inadequate information was presented on the
contrel of the cryoprecipitate during transport to the

UK,

4, inadequate informztion had been provided on the
control of the quality of the cryoprecipitate on
arrival in this country and throughout its transit in
the UK,

5. donor lists should be available to Speywood
Laboratories Ltd as mamufacturer of the finished
dosage form,

6. inadequate details of the manwfacturing process
of the bulk cryeprecipitate were supplied,

Mono VIII : C

7. full details shonld be supplied on the
marmfacturing and control methods of the product.
This should include definitive information on
in-process sterilisation methods and microbiclogical
control,

&. reverse osmosis water should not be used in the
preparation of this preduct,

9.  bubble-point testing should be carried out on the
sterilising filrer before and after filtrationm,

1
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CT 3070/0006

Coy.

Speywoad '
Laborateries Ltd
Producr

ﬁonc*VIII c

Therspeutic Class

Bleod Product

Active Constituent

Human Factor VIIT

10, the FPS should include tasts and liwmite Fo- Losg
on Drying, Iseagglutining and Pre Kallikrein Activator,

Pl, £u11 dnformation should be supplied on the
manuiacture and quality control of the 5 ml diluent

-supplied with the injection,

12, in the event of = Clinical Trial Certificate
being fssued the study should be limited to 10
ratlents and to no more than one bleeding cpisode 1in
each pstient,

Pemath s
LEASIRE

1. By Product Licence Stage;:

1.1 evidence should be preovided to show that the
maiuiacturing process yields s congistent
preoduct,

1.2 evidence should bhe rrovided concerning the
long term toxicity of the product and fts
reossible contaminants;

1.3 evidence of clinical pharmacology of the
product would be required,

2, In the event of s clinical trisl certificate
being issued for this product, the bateh relesse
procedure should apply, to includs the provision of
bProtocols and samples of bulkg, =g required.
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