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cuM/B1/18t Meeting

Yivutes of the meeting held on Thursday 22 Januery 1981

Present

Professor & Goldberg (Chairman)
Professor D ¥V W Parke

Dr 4 ¥ Holt

Professer A B Read

Profegeor J W Dundee
Profeseor M Rawlins

Professor H X Weinbren
Profecpor W I Oranston
Profensor F H Blworthy

Dr ¥ Richerds

Professor B ¥ Hivbard
Profssgor F A Jepner

Dr P Fish

Ir J Bmith

Frofesgor M Vessey

Hr W ¥ Darling

Profesuoy J Crooks

r A ¥ CGeddes (Hearing 1 only)
Professor R H Girdwood

i+ APOLOGTES AND ANNOUNCEMIENTS

FRYHEERYYYY

Lomnittes Secretarist

Dr G Jones (Medical Amsessor)

Dr J Calderwood (Pherm. Assessor)
Mr F Allen (Secretary)

¢ Diggle

G Venning

K Taylor

A Nath

L Hill

S5 Stewart

J B Bird

s J Archer _

X Powler (Hearing 2 only)
J Holgate (Hearing 2 Omly)
s G Harrison

¥rs K GSherringbon

" 1.1 The Chazirman reminded members that the papere before them, and the

proceedings, were confidentiel and shonld not be dieclosed.

142 The Cheirman welcomed Professor Vessey who was atbending hie firet
meeting as a member of the Commities.

1.3 Apologies for aheence were recsived from Profesesor Grehame-Suith,

" apd Professor lLloyd.

2. MINDTES OF THE MEETING HELD ON 18.12.80.

The mimutes were agreed and sigoed by the Chairmen as a correct record.

—
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2.
. VATTERS ARTSING FROM THE MINUTES

Nope .

4. CIMETIDINE (TAGAVET) Paper 4

4.1 The Chairman explsined that st the meetine in October 1980,
Professor Weinbren had informed the Committee that he hed learned that
I0T had discontinved work om an HZ receptor antsgonist beceuse gastric
lesions had been discovered early in the snimel carcinogenicity studies.
He has been concernsd that the two products already examined
{Cimetidine snd Ranitidine) may have produced similar effecte s snimal
gtudies but that the legions msy have beern overleoked sz they wers
very diffieult to detect. At thet meeting it had been agreed that
Professor Weinbren would examine further msterial and thet no action
tghonld be teken in respect of Cimetidine or Hanitidine at that time.
The Adverse Reaciions Sub=Commitiee had also examined the Yellow Card
reporte in May and October 1980 and concluded that no action need bs
taken, Recently however s lengthy articls on Cimetidine hed mppeared
in the Bundsy Times snd an item had been imcluded on the sgenda st the
l requast of Professor Parke.

4.2 Professor Perke informed members sbout the discuseions with the
Journelist concerned anid thet he hed made every effort fo ensure that
the article was flow key¥ but to awo avail.

4.3 Profepsor Weirbren explained that he was #till enpgeged in the
work described earlier apd was not as yet in a position to produoe &
paper for the Committea.

4.4 It wae spreed that in due course a review of both Cimetidine and
Ranitidioe would be required. It wae suggested that Cimetidine in
particular was an over-preseribed drug often for vague or undisgnosed
indications and that at presemt the problem sppeared to be primarily
& matter of apparently widespread long term use.

4.5 It was also pgreed thaiem completion of Professor Weinbren's
work the Secreterist would lisise with Professor Weinmbren and
Professor Parke to produce & paper for the Committee.

@

_:";. CONSTIERATION OF APPLICATION

The Committee considered those spplicstions lisied on schedules. A
resord of their advice is mt Appendix & to these mimites.

6. Qorvaton (Molsidsmine} PL/CT CO86/0070 Paver 1

6,1 Dr Venning spoke fo this paper and informed members that Hoechst
Lta had withdrawn & product licence application for Molsidsmine
(PL 0056/00703 becanse two rat studies (Qhranic toxicity for 18 months)
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. 3.
and carcinogenicity study for 27 months) had both yielded mignificent
excesses of melignant tumours of the nssal turbinate epithelium.
The company also held & clinical trial certificate for this preparation
and wiched %o maintain the CTC for the purpose of compleiing &
particalar study to obtain dats on 100 petients for & year.

6.2 This matter had been previously considered by the TCT Sub-
Committee who had recommended thet in the light of the resulis of the
two rat studies referred to above, all clinicsl trials with this
material should cease.

6.3 The Committee endorsed the SubmCommitiecte recommepdstion and it
was agreed thet in the first instance the Secretariat would approsch the

company informally to obiain their sgreement to the ceesation of the
clinical trial referred to.

T ANNUAL MESTING WITH ABPT PAPER 3

The Secretery explsined that Paper 3 detailed the items which would be
discussed at the Anvual Dinner Meeting between representatives of the

. CSH amd the ABPI. A record of thal meeting would be produced for the
information of members at a later date.

8. HEARINCE
8.1 The Committee held two hearings in reespect of
a.  Augmentin: PL 0038/0269-0274  Beschemes
b. Humamate: PL 3070/0004 Speywood Iaboratories

8.2 4 record of the Commities®s fimdings in respest of the sbove is
inoluded at sppendices B and ¢ to these minuies.

‘ WRITTEN REFRESENTATTONS
8,1 The Commitiee comsidered eight writien representwtions in respect of

2. seaweed tsblets PL 2150/0016

b. Garlic tablets PL 2150/0011

c. special skin tablets 2150/0007

d. Comfreytablets PL 2150/0004

@« Nerve tonjc teblets 2150/0001

£, M 5008: CT 4140/0001 : MedicoSimbec Ltd
g+« 81 tablete: PL 2207/0004: Dr Godfrey
h. CPD Anticosgulant PL 1605/0003 Cuiter Laboratories

Carris Mendip Herbsl
Producte
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9.2 A record of the Committee's findings in respect of the above is inclunded
at Appendix D to these minutes.

AMPTH AUTOMATIC IRJRCTOR Paper 2

10.1 The Commitiee noted the further ithree month suspension of the
product licence of right in respect of the above product.

CLINTCAL TRIAL EXENMPTION SCHEME PAPER 5 S'I‘a.bled.)

1.1 Mr Long spoke o thie paper and informed menbers that an Order
ensbling the Licensing Authoriiy to introduce the exempition scheme was

in the final stages of preparstion and was expected fo be laid before
Parlisment ghortly. It waes hoped that the Order would come into operaiion
towerde the end of February.

MEDICAL ASSRSSOR AND SECRETARYYS ORAL REPORT

¥r 4llen confirmed that pressure of business would memn that an extre
meeting of the Committes (2t which its business would be devoted to the
congideration of hearings and writien represenmtations) weuld

he needed. This extra mesting had been arranged for Thuredsy 19 Harch.

ANY OTHER BUSTRESS

15,17 The Chairman informed members that following discussion betwsen
the Chairmen of all Saotion 4 Sommitiees and the licensing authority
it hed been sgreed that members of sll commitiees shonld be invited fo
consult their Chairmen or the DHSS in any osse where they had been
invited to sppear on radic or television programmes or conftribute o
pregs articlss regarding a subject which gurrently hed recenily been
under digeussion by the Commitiee.

13.%.1. Tt wae mleo agreed thsi when an interview or article drew
attention to their Committee membership, membere should do their best
{although it was realised that circumsiances might meke this djifficult)

+o meke it clear that they were giviog their personal views and not

ppeaking for the Committes.

13.2 Mr Williame informed members that the Division was shortly to hold a
weekand YRetreat¥ to discuss the problems associated with the implemsnistion

of the Medicines Act. The Chairmen of Section 4 Commitiess and their Sub-
Commitiees had been invited io attend and it was hoped that the ococasien

wonld provide an opportunity to give serious considerstion to long-term
problens in sdwinistering the licensing system established by the Medicines Act.
A summazry of the weekend's discussion would be put before members in due course.

<
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14, TIEMS FOR INFORMATION

Merbers veceived for information those items listed on the sgenis.

15+ DATE AND TIME OF NEXT MEETIRG

Thureday 26 February 1681 at 10,30 m.m.

GRO-C
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COMNERCIAL TN CONPITENCE i
Appendix ¢ Sheet

NOT FOR PUBLICATION osM/81/1st Meeting
COMMITTEE ON SAFRTY OF MEDICINES , HEARTING 2
PL/3070/0004

HUMANATE

SPEYHOOD LARCRATORIES LTNTTED

Medical Assessor -~ Ir Powler

1. BACEKGROUND

1.1 Since 1976, Speywood laborstories Limited had sold anti-haemophilic
globulin {Factor VIII) manufactured by Cutter Leboratories under the name
XKoate in the United Kingdom. This srrangement had been terminated by
Cutter at the end of 1979.

1.2 In February 1980, Speywood bad obtained a variation fo their product
licence which had permitted them toi=

. a« ocontinue selling their remaining stocks of Koate for up to
one yeal.

b.  import, in bulk, unlabelled vials of anti-heemophilic globulin
mamufactured by Cuiter for relsbelling and sale under the name
Homanate.

1,3 The materisl for sals as Homanate was not obtained from Cutter,
but through an independent company called Parlier Medical Supply
Company of San Francisco, Californis.

1.4 At the time of granting the Speywood Product Licence for Koate

in 1976 a full “etop order® had been routinely applisd. Thir bad required
the licence holder v supply samples and protocols of tests mbove on every
batch of product and not e sell or supply materisl from a batch until a
certifjcate of clemrance for it had been granted by the licensing authoriiy.
Speywood bad complied with this redquirement for Koate by supplying samples
snd protocols obteined from Cuttsr, o the National Institute of Biclogical
Stendards and Control (NIBSC).

. 1.5 The protocol supplied to NIBSC by Speywood for their first batch of
Humanate had provided resulis of tests done on the finished product by a
British contract lsboratory. These had followed very closely those done by
Cutter for Xoate, but the protocel had omitted material included in the
Koate protocol conserning the Bulk Active Subsiance Used for Formulation,
Formulation and Filling, The Koate protocol had also contained Cutfer's
statement that the product had been manufactursd by them at their plant in
Berkeley, Californim. Although the teste done on the finished product
were gatisfactory, the protocol had been deemed inedequate, as it was
impossible to aszess the safedy of a blood product by reference to finished.
product~testing alone. Speywood had repeatedly said that they now hed no
contact with Cutter, and thus had no access to information relating to the
manufacture of the product they were selling,

94
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.‘1.6 Mereover the Product Licence granted io Speywood had obliged the company
o ensure that all batchez of the product continwed to sonform to the various
specifications confained in the original application. While Speywood had
acted ms disgkributors for Cutier they had beem =ble to do this. Now that they
had no contact with Cubter they were no longer in & position to gusrantee that
the product sold as Humanate conformed to its Product Licence specification.
If in faet Cutler were the originel mamifacturers of Hunamate as claimed by
speywood they could have changed the source, place or method of manufacture
of the product and Speywood wonld have been unaware of this and unable to
commnicate such changes to the Licensing Authority.

1.7 The seientists at the National Inetbitute for Biolegical Standards and
Control (NIBSC) freguently had to refer back to the company for clarification
or further information comcerning the mamufacture of the product. Where the
Licence Holder wes the menufacturer or his awthorised distributor, this
rosed no problem. Where the Licence Holder had no communication with the
manufacturer, as in Bpeywood's case, such a dialogue was impossible.

1.8 As a matter of routine, the additional conmditions contained in the
Schedule to the Product Licence issued to Speywood referred to protocols
but no mention was made therein %o the contents required in respect of such
protocols. This lack of information was unsatisfactory, particularly in
.regard to biological products of the type in question. So as to remedy the
situation, it had been proposed under Section 29(71) using powers conferred
under Section 28(3Xg) o the Medicines Act 1968, compulsorily to vary Speywood!'s
Product Licence in Order to require the protocols to inclnde evidence of the
source amd dalte of collection of the donor blood from which the product was
prepared, the date of manufacture and the results of tests dome during and on
completion of manmufecture. This would have put beyond doubt the nature of
the evidence reguired when the ierm probocol was unsed snd would heve served
to bring Speywood into line with the current practice of other mamufacturers
of anti=~basmophilic globulin.

1+9 Pollowing the licensing Authority proposals = letter had been sent to
. the Company on 29 July 1980 in accordance with Sections 28 and 29 and Schedule
2 of the Mediocines Act 1968. It had informed the compeny in accordance with
paragraph 2 of Schedule 2 that the Committee hed had resson to think they
might huve to adviese the Licensing Authority to vary the Product Licence for
this product so that paragraph & of Part II of the Schedule as applied to
PL/3070/0004 provided +that:= the licence holder should on request furnish
to the Licensing Autbority from every bateh of the produst, or from such
batch or batches as the Licensing Authority may from time to time specify,
a sample of such amouni a8 the Authority considered sdequate for any
examinaiion required to be mede; and the licence holder should if requirved
by the Licensing Authorify, furnish evidence of the source and date(s) of
collection of the donor bleod from which $he product was prepared, the date
of magufacture of the product, an outline of mamifacturing methods, proiocols
and resulis of the tests dome, on the domor blood, during mamufacture and on
the finighed product.

1.1C The Licensiog Auwthority had then written to the company on 27 November 1980
stating their proposal fo very the product licence 3070/0004, Bumanate, under

the provisions of Section 28 (3) (g) of the Medicines Act 1968, ‘hey proposed
to vary the licence becanseiw

'Humanate could no longer be regarded as 2 product which could safely be
administered for the purposes indicated in that product licence since

evidence of access to date relating to the original manufacture, as

evidenced by {the absence of proiocol data relating to the source of donor
blood end in process cuntrol, wee now lacking. Such evidence had been supplied
by Speywood lLaboratories limited prior to 8 February 1980 and was routinely

20
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supplied by other manufscturers. Without this evidence, there was no means

of ensuring that the product had been manufactured under conditions which

could be shown %o minimige the risk %o patients of contracting, for example,
BON—4 and NON-B hepatitis. The action which was proposed wonld he taken in

respect of any product license for s biological product under similar

sircumetanceg.t

1.11 On 30 July 1980, the company had wriiten to the Committee giving notice that they
intended to avail themselves of the opportunity 4o sppear before the committee

to ensure that their position was fully understood.

ADDTTTONAL TNEORMATTION

2.1 The Company had submitted a paper giving the background to their case and

why the variation 4o the licence should not be imposed.

2.2 On the day of the hearing, the Companmy handed in a copy of = notarised

statement from Parlier Wedical Supply Company which certified that bulk
unlabelled antihasmophilic factor (hwsan) shipped o Speywood wagie

(1) manufactured and sold by Cutter Laboratories,

(ii) approved and released for gemeral sale in the US4 by
the FDA (Burean of Biclogics division)

(111) derived from hwman plasma collected in plasmapheresis
cenires licensed by and conforming to the regulations
of the US Buresu of Biologics,

PRELIMINLRY DISCUSSTON
The following points emerged from the preliminary discussiont-

(i)  that 4% of the batohes supplied for testing in 1980 came
from Speywood

(ii) +hat of 50% of the baitches from US sewrces there had been
need to refer back to the manufacturers,

{ii1) that Speywood were merely being asked to give informatien
whick was routinely supplied by 21l other manufacturers
of anti=hasmophilic globulin sold in the UK.

HEARTING

4.1 The representatives of the Company were as followSie

Mr D Williams (Spokesman)

Ir P M Jones Director of the Haemophilia Oentre,
Royal Vietoria Hospital,
Newcastle-upon=Tyne

=l
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4.2 The Company?’s representatives were welcomed by the Chairman, who
introduced the Committes, the secretariat and the THSS officials present.

The representatives had no objection to the presence of any of the officials.

4.3 MWr Williame referred to the affidavit from Parlier Medical Supply
Compaury which had been furnighed and with the aid of slides explainsd

that the Cutfer material was subject %o Cutter in-house quality control,
before submission to the FDA/BOB for clearanes. The materisl wag purchased
affer clearance and thus its integrity was in his view guarantesd. Following
delivery to Parlier Medical Supply Company, all packaging was removed and
the produst shipped intact to the UE., On arrival in the UK the (unlabelled)
meterial was subject to quality control, carried out in the laboratories of
Toxicol and the Oxford Haemophilia Centres, Samples were then submibtted to
NIBSC together with protocols amd following spproval, the material was re—
packsged as Humanste,

He considered thet all Factor VIII products carried a risk of Nonedy
Non-B hepatitis, but that the risk was minimised by ibe monitoring of
donors, by the FDA.

Er Williams felt that any sdditionsl data could be obdained from the FDA
vossibly hy NIBSC, under the US Preedom of Information Act.

’Hﬁ explained that his obje¢tive, in appearing before the Gommitiee was to
seek an extension of ithe present arrangements 4o ensble the company to
make dher arrangements if possible for the purchase of Factor VIID and
eventually to remove the Company's financial dependence on this imported
Faﬂtor VIII‘

4.4 Dr Jones then explained that he bhad come o the hesring as an independent
consultant (unpaid) to advise the Committee that in his capacity as

-director of a hmemophilia centrs, bhe had sstisfactorily treated patbients

with Humanate.

4.5 In reply to guestions Mr Williams siated that he thought that, 4if
necessary, donors of blood might be fraced from Cuiter's records by means
of the Presdom of Informstion Act.

He had accepted that the batches he imported (unlsbelied) were cousistentd
with Cutter batches, because of the amsurances given by Parlier Medical
Supply.«

.Mr Williams said that he d4id not know of any other manufacturer who was
asked t0 provide the information required.

5, FINDINGS

The Committee found that there was insufficient evidence of any firm
arrangement which would ensble Speywood to obtain the dsta specifisd in para 1.9.

6. ADVICE

The Committee agreed to advise the Licensing Authority io vary the Product
Lizence for this product so thet paragraph 6 of part 2 of the Schedule o
the licence provided:— ’ '

32
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5.

"The Licence Holder shall on request furnish to the Licensing '
Aothority from every batch of the prodnct, or from such batch
or baiches zs the Licensing Authority may from time to time
specify, a sample of such amount as the Authority may consider
ademate for axy examinsiion required to be made; and the
licence holder shall, if reguired by the Licensing Authority,
furnish evidence of the source and date{s) of collection of

the donor blood from which the product is prepared, the date of
marmiaeture of the product, an outline of mamufacturing methods,
protocols and resulis of the tests done, on the donor blood,
during manufacture and on the finished rroducth,

8. REASONS FOR ADVICE

8.1 That, because of the risk to patients arisiﬁg from lack of evidence
ag to the origins and provenance of the donor blood, the Commitiee were
not satisfied =8 to the safety of the product.
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