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1, APOLOGIE'S AND OEI3CIMITS 

1.1. _Ins Cha:.irman repeated hia usual reminder that the papers and 

proceedings were confidential and should not be disclosed. 

1.2. Apologies had been re eived from Professor GMwhame--Smith =4 

Professor Hull. 

1.3, The Chairman welcomed Professor Florence who was attending this 

meeting of the Committee particularly for the hearing on ?Calinorm. 

1.4. The Chairman introduced Professor Alisdai: L='ecke:iridge. 

Professor Breckenridge had been appointed a member of the Co~:i.ttee in 

the place of the late Professor JayceS Crooks and was attending his 

first meeting. 

1.5. The Chairman announced t2-  a meeting of the Working Party on 

Adverse Reactions had taker place on 10 March. In the absence of 

Professor Grahame-aui;:h, he was acting as Ciairan of the Working 

Party. At the meeting aspects of the present yellow card system, and 

the Preatel system 'propose) by 'Professor Grob were discussed. 'ollowing 

• the meeting Processor Goldberg and Ms Spencer had visited the comp::tor 

facility at ;leading. 

1.6 Dr Griffin informed members of the death of l-- Dennis Cahal, and 

paid tribute to Ir Cahal d s life and work. 

2. 741 1Y..PES OF TEEM ]1 G H A ON 24 P RUAItY 1983 

The Chairman sighed the minutes as a true record of the meeting after the 

following amendment had been made: 

OXr.~.1'IDfJF TABLETS: C'P/0002/0105: SIZtTH XT1 E AND
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The Committeels provisional conclusion was a:sended to read: 

"They would require .rthe'^ i^_formation on the efforts of the drug 

on t:he stomach of the rat with pa: t:.cula' reference to the aeve:.opnent 

of hypFtrplasia or hyperkeratosis since these changes had not been 

observed in other marketed :2 receptor b1o:k g agents". 

3. MATTERS ARISING f ROM TIM MO ES 

3.1, CSMLA.BPI Dinner 2Q February 19Q 

The Chairman informed members that the meeting and dinner had been 

both a pleasant and useful occasion. 

• 4. PAPER 1 -- NON—STROID-U APPX—nV'FLAMMATORY DRUGS 

4.1. The Committee considered this paper and advised that: 

4.1.1. Guidelines on pharmacoxinetics: 

Particulsx attention should be paid to: 

a. identification of the major metabolic pathways in 

anisaals used in the chronic toxicity studies and in man, 

h, the determination of plasma levels in animals and 

in man. 

These studies should attempt to compare repeat dose plasma 

levels in toxicity studies and clinical studies. 

4.1.2. Guidelines on carcinog=:nicit: 

a. The guidelines should emphasise that there should 

be good animal husbandry thxou6;hout the studies, 

b. in studies using dreg of higi toxicity, the guidelines 

should be strictly adhered to, with the top dose animals 

showing minimal toxic effect. 
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4.1.3. to a.`,} eessinV care. tl:oLenicity !'tucl eo a c 1, .'t' ;-tt '.1t on1

show d be paid to the slL ivt..l of an imals in th<, ccntroi , :;.d 

tr'eatme; t çe s. Th e rc ut3 

of the carcinogenicity test would no normally boo regaxdedas. negative 

unless there was a 5c/ or, better .survival, of the control animals for 

13 months from the start of the closing in the mouse and 2 years in the 

rat and with cuffioi.ent numbers of i1rviv.ing treated animals for 

reasonable ,tatist: .ical evaluation_"  __-- — - 

4.2 t T'ne Committee did not cono.hicr that any alterations to the 

chrsma co: ine i car card 1egenicf.t r guidelines were zaviceec ,` f, but did 

consider that they should be iap_e strictly z,forced. 

5a PA2~2 2 - T.:CE BLO K S 

5.1. The Committee considered this rapes and advised that: 

5ela1 starch Dloc 'ers wore be:LnF, used for a i"eC4b.;.7i,,;art'• medieinal 

indication, namely obesity. 

5,1..2. _There wE ̀i no evidence that any of -the _._r,c ac't.a we're 

efficacious. 

5.1 . There was some evidence of tox: cituy in an.iIIia1 affecting 

the pancreas and the z'r: orovi7.li of the small insertine; there 

was a theoretical cause for concern about th e use of 'L'h, oe proctuc.ts 

in man because of these effraots. In particular, changes in the 

pancreas ri t be indicative of neopiac'tic potential. 

5,1,L. There as a theoretical concern that the attachment of 

lectins to the gut ucooa miZrt resl It in neop.l -,tio change. 

5.l .3. There was no evid.e ce of serious ad' s reactions in 

man a_lthou 'i no attan t to look for such reactions had been made. 

5.2. Tine Committee recommended that Ministers shoulc: consider this 

advice and take whatever action they consid.ewed aupropriate. 
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6. PAPER 3 - ZOMUa 

The Commmittee considered this Pape- and agx eed that no action ,.haul c 'be 

taken ag .i.net the product licence. Dr Weber reported that the company 

were aware of ei v̀ t deaths and approximately five hi_,n1, red allergic 

reactions in the United States. The Committee were informed that the 

Company were planning to re-launch 'rho product with mended prescribing 

advice. A variation application would be submitted and would be seen 

by the Committee. 

7. PAP1 4 - I3UPRDP (MOF ) 

7.1. The Committee considered this paper and oo'nfircd. its provi~ion 

advice that the le -I status of Ibuprofen should change from POM to P. 

7.2. The Committee considered that certain aspects of the promotional. 

li'ara4ure should be amended, in particular: 

7.2.1, 'the reference to comparative efficacy in _elation to 

aspirin end paracetamol, 

7.2.2. the statement on the effect on the stomach. 

7.3. The Committee confirmed that at the appropriate time they would 

wish to see an item in Current Problems on the change in 1e 'J status 

of Ibuprofen, 

8. PAS' 4i 5 - CONGEC;ITAL LRMATIONS Sl`L Y - :PRAS'E 3 - i r u . TUBE DM,  T 

8.1. The Committee considered the further paper and the written 

oo ments from Professor Yessey and Professor Hibbard, 

8.2. The Cote it tee advised that 

E .2.1. the. paper should not be puaolished beoauze o.0 concern 

regexdlnG the validity of the findings and the likelihood that 

its publication would prejud-ice the prospooc'tive MRC trial on 

the use of fnlates to prevent neural tube defects, 
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8.2.2. there should be firth{,7 car'isi deatio:l ci whether it

was justifiable to Use C`M 2'cff]Wirces in a now study on congenital 

n1 4r1 ations. Profescor •~ JS'V :-nd Profesoo  bbard should 

be consulted m'eg'WtY J g the tY'p- of defect that might be irrcstigated 

and the precise design of any Fatah study, 

6.2.3. the Comrni_ttee deferrert r000hing c decision on whether 

y,y zxthez study should be ufltI rt and would reconsider the 

matter at its next meeting. )3 r )  reaching a, decision the 

Committee would require to get. A formal detailed protocol of 

any such ctudy. 

9. PAPER 6 .- CU MW PROBLEMS 

nie Committee considered and approved the tit- , ^ts of p   he for inclusion 

in f.lture issues of Cur.oent Problems, subjc- t4 a number, of draft amendments. 

10. TAPIE1D ?APER 2 -- SDkr LINCTi3S : F'1./00O3/016 j : ` LE w,'F~I: OM 
I,V3 T_ON LEMITII) 

The Committee considered this paper and de, .ider3 that ; M :s,zvhed to have a 

full hearing or the we ingn rteegard ig astL a, drowsiness and alcohol. 

11. CO vSIDERPTION OF APPLICATIONS 

11.1. The Committee considered the ;jiplic,ticrs 1icved and their 

advice is contained in Annex A to theyrs minutes, 

11.2. iT ldiem Tablets;_- PL/4 _r;9/00 

Professor Weinbren declared an irteret. 

11.3. Rgifen In,iectj-on: IL/C2Z.2/O +")1: Tanss °n. Phan-maoeuticals 
Limited 

---

Professor lawlins deYlarea an intere,: ;. 

11.4. Onc n Solutiar~ ll~ reto 1„_~/COc 6 0 L ?1v IridacyTi~., 

Professor Elworthy declared an intere t. 
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11.5. Profilate: PL/Q{125/0001 • E?, },a eu}ic 

This apD ication was u-i thdrawn. 

12. WRITTEI P BES  A.TION - TTICOKUZO CR) A! : CT/4595/0001: 
R ORDATI SpA 

The Committee considered this application and their advice is Siven in 

Amex B to these minutes. 

13. EE Bx1TG 1 - KALLN01- M MODIFIZD RLLSE TABLERTS: PD/4338/0002: 
A/S ALFt?XD B ON 

The Committee considered this application, The Committee's advice area the 

reasons for that advice are given at Annex C to these minutes. 

14. APBuG 2 - PUNT: PL/4534/0001: LOOPATOIRE DES STAILEGIDTES 

The Committee cansidered this annlication. The Committee's advice and 

the reasons for that advice are given at Amex D to these minutes. 

15. MXNTJTS OF T SFP.B P 12IG Rw3,11 ON ;R.IDAY 7 R►7APY 1953 

The Con ittee noted these minutes which were for information. 

16. S ,RErARY/J~EDI3AL ASSESSORS ORAL REPORT 

None. 

17, ANY OTRM-1 BUSINESS 

None. 

1$. DATE AND TM OF NEXT NEEING 21 APRIL 1983 AT 10.30 A 
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24.3,83 

in Committee 
FL 4447/0004 

Cat . 

Alpha 'Therapeutic 
. (Uk) Ltd 

Product 

Antlhaenophilic 
Factor (human) 
Wet —Waste 
(Bulk Cryoprecipitate) 

Theratieutic Class 

Mood Product 

Active Constituent 

Human Factor VIII 

fl

Advice 

On the evidence before then the Cosinittee had reason 
to think that on grounds relating to safety and 
quality they would be unable to advise the grant of 
a product licence for this preparation and directed 
the Secretary to notify the applicant in accordance 
with Section 21(l) of the Act. 

The Committee provisionally concluded that,

1. the bulk crvopreei_pitate should be prepared by 
Alpha Therapeutic only from Source Plasma (Human) 
derived from their own licensed plas~eapheresis 
centres, 

2, evidence should be provrLded to show that the 
cryoprecipitate is at least equivalent ;n quality to 
that used for the manufacture of Alpha Therapeutic's 
US licensed Factor VIII, 

3. inadequate infornnation was presented on the 
control of the material during transport -to the UT,, 

4. an undertaking should be given that donor lists 
should be available to the manufacturer of the 
finished dosage form, 

5. in the event of a licence being granted for this 
product, the batch release procedure should apply, to 
include the provision of protocols and samples of 
bulks, as required, 

6. 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 a finished 
product, especially in view of the great difficulties 
foreseen for the manufacturer of the finished dosage 
fora; in exercising full control going back to the 
source material. 

2. The Committee advised that special attention be 
given to the inspection of the Company's premises in 
the USA. 

3. Th e Committee noted that no evidence of efficacy 
was provided as the product .was intended only as an 
ingredient, 

WITN5281012 0008 



Na. 

CT 3070/0006 

Coy. 

SSpeywood 
'Laboratories Ltd 

Product 

loner—VIII C 

Thera eutic Class 

Blood Product 

Active Constituent 

Human Factor VIII 

11 

24.3.63 

'Main Cor=ittee 

Ad vi ce 

On the evidence before theta the Committee had reason 
to think; that on grounds relating to safety and 
quality they would be enable 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 concluded that: 

Bulk Cr o~r_c tate 

1. the bulk cryoprecipitate should be prepared by 
Alpha Therapeutics only from Source Plasma (Human) 
derived from their own licensed plasmapheresis 
Centres, 

2. evidence should be provided to show that the 
cryoprecipitate is at least equivalent is quality to 
that used for the manufacture of Alpha Therapeutic's 
US licensed Factor VIIT, 

3. inadequate information was presented on the 
control of the cryoprecipitate during transport to the 
UK, 

4. inadequate in orantion 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 manufacturer of the finished 
dosage forma, 

6, inadequate details of the icarufacturtng process 
of the bulk cryoprecipitate were supplied, 

Mono VIII ! C 

7. full details should be supplied on the 
marmmfacturing and control methods of the product. 

This should include definitive information on 
in—process sterilisation methods and microbiological 
control, 

8. reverse osmosis water should not be used in the 
preparation of this product, 

9. bubble point testing should be carried out on the 
sterilising filter before and after filtration, 
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10, t'he FT'S should 'rir .udc, CF.,s`t erd ]iru`:C.s '`()r Lr,i;r c,n Drvin Iso~crl Pre F. I1ik.rein t~ , ~;  ~,..L17a:~^.~ ~Sici cCis.•a~or 
` CT 3070J0006 I 11, full inior:n tion should be Supplied on the ;Ou{acture and quality control of the 5 ml dilue-at •suppl3.ed with the ir.jection, 

Spe}•wpod 
12, in the event of a Clinical Trial Certificate being issued the. 

Laboratories Ltd 
study should be. limited to 10 

patients and to no more than one bleeding episode in each patient, 

Product Fe.Sark

Mono-VIII C 
1• Lid. Pxaduct Liccnc_ ~evgtage: - - 

1 ,1 evidence should be provided to cho that the 
enufac.turing Tp erapeuti.c Cl ass 

process yields „ ca~3~ istrat 
product, 

pa}.aocl Product 
1.2 evidence shou.l_d be provided concerning the f long term toxicity of the product and its 
possible c.oatanifants., 

c.t1Activ Constituent 1.3 elride.nce of clinical pharriacoloy of the 
product would be required, 

13uman Factor VIII ' 2. In the event of a clip{cal trial. ' certificate being issued for this product, the batch release: 
procedure should ar}pl.y, to include the provision of Protocols and samples of bulks, as required. 

00
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