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Dr. Gofre1.4iI• ----

You should perhaps know that t?;a ..nrhin, 
Party is planning two trials: 1) to determir.. 
the inoidenee of jaundice in patients with 
haemphilia receiving cryoprecipitatea and 11) 
a prospective study to determine what proportion 
of cases of haemophilia developed circulating 
anticoagulant to Factor VIII, 

Dr. Doll has agreed that Dr. J.T. Boyd 
should be aDoroached for statistical advice and Cr. 
, is to discuss the matter further with Dr. 
Biggs on his return from Fiji to rd.g the end 
of February. i GROLI 

L........ 
------- Sheila bowarth 22.1.66 
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MEDICAL RESEARCH COUNCIL 

C ienalatton: MRC.67/1265 
Mombers of Working Party CMP.67/8 

BLOOD TRANSFUSION RESEARCH COMMITTEE 

Working Party on the Cryoprecipitate Method of Preparing AIIF 

Minutes of the first meeting held at the Medical Research Councli, 
20 Park Crcocem, London, W.I. 00 20 November, 1067 at 11.00 am, 

Preaeot_ Dr Roseman Biggs (Chatrmanl, Dr E.K. Binckburo, 
Dr R.A, Cummings. Dr K. Dormandy, Professor A.S. Dotglea, Dr J, M. Gram, 
Dr R. M. Hordisty. Dr W.J. Senkins. Protester R.A. Kekwiek. Dr W.d'A. htaycock. 
Dr Watson Williams. 

Al.. present- Dr Sheila Howarth. 

Apologies for absence were received from Dr J. Wallace, 

1. The Terms of Refereeeo of the Working Party which are "to consider the 
preparation and production of Alt)' concentrates by the cryoprectpitate method and 
the effects which the wider use of this preparation might have on the research 
programme for plasma fractionation" were read and noted. 

The Chairman Interpreted the terms of reference to mean that the work of 
the Committee fell into two roam categories: the first Included the scientific research 
problems associated with cryopeeeipitate preparations and the second the more 
techni cat queslioma relating to the production of the cryopreetpltate concentrates. 

2. Scientific and Research Assorts 

la) Incidence of Jaundice. Since the pooling of a number of plasma samples 
is Involved m preparing each cryoprecipltate lose, the Working Party considered 
that It 

was
of importance to determine the incidence of jaundice 1.o patients receiving 

theme preparations. Dr Biggs reported that the tmereatioeat Committee on Heemonteota 
and Thrombosis were considering an international trial to discover the Incidence of 
jaundice in canes of haemophilia treated by tranefuaion of blood plus.. and concentrates. 
Dr Maycoek reminded the Working Party that another Scb-Committee, of which be is 
the Chairman, was planning a pilot survey to two hospital. of the incidence of poat-
traaofuaioo hepatitis but the proposed survey In haemophiliacs would not conflict 
with this. 

The Working Party then agreed to mount a trial order their aegis to determine 
the incidence of jaundice in patients with haemophilia receiving cryoprecipoatea. It 
was agreed that this should be a prospective coiner than a retrospective survey. 
Directors of registered haemophilia centres would be approached about whether they 

/'would wish 
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would wish to take part and, if so, whether their aeries of cases would consist of • 

adults only or would also Include children. 11 was agreed that haemophllw cemree 

,n Orford, Sheffield, Glasgow and the Royal Free Hospital would certainly lake purl. 

It was thought that the pattern of the trial might perhaps fallow that designed for the 

survey as poet-transfusior hepatitis and, with this to mind, the Working Party asked 

that Or J. T, Boyd, who was already giving statistical advice in the latter trial, 

ohm td be approached and asked t o collaborate W this proposed haemophllta survey 

also. It was suggested that patteata treated by methods other than cryoprectpitatee 

should he Included, since most patients receive many types of blood products, and 

the restriction of the study to these patients who received no other preparation than 

cryoprecipltate would restrict the data and, moreover, it woe desirable to have 

figures for other preparations for comparison. It was thought that the trial might 

be carried out at 2 levels. One part would coastal of s simple enquiry to discover 

from the physicians in charge of the treated patients the number of cases who 
developed clinical Jaundice. In the second part blood oamptes would be obtained 
at the time of treatment from all patients, who subsequently would he followed-up 

at stated intervals. Serum lrsnsamlaaae estimations would be carried out, The 
Clwirnnan sad Or Mayoock then agreed to draw up a draft protocol, with stat lot loot 

advice. for the further consideration of the Working Party. 

tb) Circulating Amicongulam to Factor VIH. The Chairman suggested 
Rout a prospective study was needed to determine what proportion of cases of 
haemophilia developed eireuiatitg anttcoagulama and to observe the relationship 
of this in treatment. II was not certain whether the incidence of this complication 
was inereaaiog. The definition of a circulating amlcoagutant substance accepted 
by the Working Party was that one anti of astieaagulam Oct Icily was the amount which 
would destroy 755, of the added Factor v16 aelleity when the mlxwre was incubated 

ma test robe for one hour at 37°C. It was agreed that a prospective study of the 
incidence of circulating aMleoagnia°t factors In haentaphtlla should he undertaken and 
Dr Biggs consented to draw up a draft protocol which the Working Party could consider 
at a future meeting. Dr Howarth agreed to approach Or Boyd to are whether he would 

be prepared is give a[atistleal advice to this survey alao. 

let The Working Party agreed that It would be useful it the standard for 
aeeeasitg the potevey of cryopreeipttntes could be prepared since 11 was essential 
to know the activity of the preparations administered to patients. Or Biggs 
offered to try, in aeeoctattan with Dr Bargham, to make a plasma standard which 
could be circulated to those making cryoprectpitatee to haemophilia centres and 
the blood transfusion service. 

(d) The fate of the erythrocytes which were separated during the preparallon 
of eryoprectpitates was raised and it nine stated that hnapitade varied in their 
acceptance of these. It was considered that this was a problem for eooslderatlon 
by the Blow Transfusion Service and oat by the Working Party. 

3. Production of Cryoprecipltalea, Dr Maycook Introduced papers (CbtP.67/2, 
CMP.67./3, CMP, 67/7, CMP. G7/5, CMP.67i6, aid CMP,67/7) which had been 
pre-circulated to the Working Party eummarisleg the Information he had been able 
to obtain by quesitomutlre from those preparing cryoprecipllates. He pointed out 
the airiking difference in production which existed between regions. Dr Watsan-
Williams provided additional fgures [or the centre at the Manchester Royal 
irdtrmary which in the first sir months of 1967 had made etyopreeipltotes from 

/256 donettons 
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256 donations and had used 1800 distal Ions of blood as fresh plasma in 1966 and 

1204 in the first six months of 1967. He added that these preparations wers 

compared by in vivo assay and In his experience oryopreciphate prepared ins 

standard way gave .standard results. 

The shelf life of cryoprecipttnles was Then discussed. De Nardlaty 

reported that potency had apparently remained stable over two months In 

experiments at Great Ormtnd Street. in Manchester potency was unchanged 

over a year is cryopreciptaates stored at -350C; yearly assays oa the same 

preparat Lou were planned (or a five year period. It was agreed that the optimal 

temperature (or storage was not at present known. 

Concern was expressed about the considerahlo variation which might exIvt 

In the potency of preparations made from penis of plasma, since AIIG levels were 

known to vary widely in indlvMWnis and this would be refleetcvi In the pools. It 

was agreed that the detorminntlon of pool activity must await the development and 

circuloiles eta standard, It might then he feasible to reserve pools of high activity 

for special cases of haemophilia. Pools of plasma of low activity Should perhaps 

not be used for making cryoprecipitate at all. In this connection it was noted that 

alsrwbleedtsg of donor. affected AUG levels. It was accepted that there was a bigger 

yield of activity when the frozen plasma was thawed more rapidly. 

Little Information appeared to be available as to the best treatment of the 

supernatant plasma remaining after cryoprecipbate preparation. ➢r hlaycock 

told members that he had an facilities for processing this at Elatree at present. 

Perhaps the %upernatsetu should be added to the red blood cells and distributed 

for transfusion purposes. It was suggested that ultimately when eryoprecipttuto 

preparation was standardised the residues could be pooled fur treatment of Factor [X 

deficient patients. The alternative wag to stop the preparation of ctyoprecipttates 

in local centres and to send all plasma already frozen to a too chosen centres far 

tractionattun. which might exclude the preparation of cryopreetplmtea altogether. 

It appeared that each blood transfusion centre was following as own method 

of preparation at the present time and the Working Party thought that the adoption of 

a standard method should be considered. They agreed that Dr Clcghora should be 

invited to Join the Working Party since the North London Blood Transfusion Centre, 

Edgware, was snaking large quantities of cryoprectpttate. They also tell that a 

conaiderntton should be given to the question of holding a meeting of all Directors 

of blood transfusion centres and haemophtlia centres who were involved to 

manufacturing crycpreetpitates to find an answer to the following important 

gaestloes: 

(a) to the policy of preparing eryaprecipitateo to be a long or a 
short-term ass? 

(b) What is the total renluirenunt of cryoprecipdtatea? 

(c) Caa this ever be supplied centrally? 

Date of next sorting, fleas considered that the next meeting should he 

held In Peheuary or March 1966. 
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MEDICAL RESEARCH COUNCIL 

Ci~rc_ulpucn  _ 
Members  of Working Party 

BLC(I) TRANS'738ION RESEARCH COMMITTEE 

W rilnr tarty on the Cryorreclaitats Method 
of Prevarinz AHF 

eAA endds for the first meeting of the 
Working Party 

to be held at the Medical Research Council, 

20, Park Crescent, London W.l. at 11 a.m. on 

Monday, 20 November, 1967. 

1. Terms of Reference: to consider the preparation 

end product Ion of ANF conce ntreta•_ by the 
cryopreclpltate 

method and the effects which the wider use of this 
preparation 

might have on the research programme for plasma 
fractionation.' 

2, prodoCtion of C_r o r i Ltet 
P 6(Pap

ers 
rsP167/6i 

CM? 67/21 M. 7 , CM? , CM? , 
enclosed). 

]. Any other Buslnoss_ 

Date of [text meeting 
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MEDICAL RESEARCH COUNCIL 

• 

• 

Clrcalatioa MAC 67/1138 
Members of Working Party CPM 67/0 

RLCOD T1tA NSFUSICN RESEARCH COMMITTEE l_]I rI ' r: 

Working Party en the Cryopreoiptate Method of Preparing Alip 

Cryoprecipitate and Fresh Frozen Plasma 

1. The information inPapors 1, 2. 3 and 4 was gathered by the questionaatre, 
Paper 5. which was completed by Directors of the Regional Transfusion Centre.. 

Paper 1 summarizes the amount. of eryopreclpttate being prepared and the 
eatlmated amounts needed in 1868 In terms of normal blood donations, and the method 
of issue. It also summarises information received about fresh frozen plasma. 

Paper 2 summsrlses information received about the method of preparing 
cryopreclpltate. There was considerable variation in the amount of detail given in 
the replies. The rather fuller detail received from Dr. Cleghorn, North London 
Regional Transfusion Centre, is reproduced In Paper 3, and the general asseasmem 
of the needs for a population of 1.0 million received from Edinburgh is shown in Paper 4. 

With the exception of RTC's Leeds and Sutton, the answer to question 6 of the 
queauonnairo out "NIL", and In one case no answer was given. The following 
hospitals prepare cnnprectpitate in the Leeds and Sutton Regions: 

Leeds Region. St. James' Hospial . . . 1966 280 donations 
1967 list 6 moa) 416

Sutton Region Portsmouth Hospital ... 1956 275
1967 (lot 6 most 82

Lewisham Hospital . .. began May 1967 30 " /wk 

St. George's Hospital . . . began Jan. 1967 50 (to date) 

Dr. Clegharn notes that he believes most London teaching hospitals probably 
prepare eryopreclpttate for teaching pnrposos. 

2. A summary of the approximate number of donations devoted to the treatment of 
Inmmophlita may be usetul. 

i966 1967 lot 6 moo. 1968 Estimate 

Cryoptectpitate 4,969 18,875 76, 845 
Fresh Prunes Plasma 23,063 12.927 _ 
Rd inburgh 4,942 2,646 _ 
HANG. 8PL 5,100 3,176 -

38,014 37,624 

Nele No information yet received from Dundee or Northern Ireland. Na account taken 
of donation.. of blood used In Plasma Fractions Laboratory, Oxford. 
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MEDICAL RESEARCH COUNCIL 

PAPER 4 

Ctrcui tion: MEG. 67/1140 
Members of Working Party CMP. 67 

BLOOD TRANSFIISICN RESEARCH COMMPITEE 
W_Q11 h[NG Pats ON THE CRYOPRECI )TATE METHOD OF PREPARING AHF 

I. E. REGIONAL TRANSFUSION CENTRE. EDINBURGH 

FRESH BLOOD PROCESSING 
(figures refer to doaations) 

19G6• 1967 (6 months) 

Fresh blood processed (donations) primarily 
for 11semophilia 4,942 2,646 

Dletrthatlon

Used so fresh frozen plasma I or dried 
fresh plasma) 988 554 

Processed to Fraction I 

Is) from frozen plasma 1,310 1,138 

(b) from freak liquid "'ems 2,644 554 

•1806 was a tad year, production being below overage. 

These getantitiea represent approximately what we estimate as all optimaen 
requirement for ou, own Region (pop. lm. ) but you will appreciate th^I the ma)or 
part of the fraction I production was distrlbulod elsewhere. 
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MEDICAL RESEARCH COUNCIL 
• 

i7 r2 

Circulation: PAPER 3 
Members of Working Party MRRC,87/1141 

C MP.67/4 

Bloat Tranafuaion Reacarch Committee 
Working Patty on the CrYoprceipttate Method at Preparing ABF 

CitYOPRECn'ITATE 

Information from Dr T, E. Cleghorn, R.7.C. Edgware 

Our production currently in based on snap freeze an alcohol/aclkl CO2
folio, .d immediately by thawing anise 6°C ant proenanlag to completion. We 
start to thaw soils sonic 60 minutes after the donation Is received, Thawing 
occupies 90 minutes said the second spin sail float finishing oil take. another 
15 minutes. Thus, some 165 minutes elapse between receipt of a donation and 
it: omit of eryopreeipltOte going into store at -25°C. 

The Interval between bleed time and start of processing I. now 2 - 3 
m..e. , and will drop to 1 1/2 hours or less when new local session arrangements 
arc complete. In addition, s small expanding local panel Is bled weekly by a 
single unit plasmuphereala with red cull return one week to arrears. Procenatog 
of these unit. - .neatly 15 a day and aiming for 48, in a five day week W arts 
within 30 minutes of collection. 

We do not assay here at present, but vim to start In the New Year. 
Users do their own assays sporadically. Or Dormnody routinely examines a 
pool of 5 units once a week prior to clinical use, by the Biggs two-stage method. 
The results range between 600 and 15u0 i, with a wirreat average 01 900 - 1000';; 
per anti. This should rise, If anything. 

Cryopreclpitatc is issued to any hospital which requests it, .cod canal, 
In my view, be withheld. In practice, this is oo problem and issues taa.hle our 
six IlsemophIlla Centres are less than 1% of praiudioo. 

1 think that must of our leaching hoaptlals have tried preparing cryo-
pteeipitate. but 1 doubt .ow if they do morc than enough for leaching purposes. 

Fresh frozen plasma 1. still produced, about three quarters of tausn 
currently being of the cryoprecipitate - exhausted material. We shall always 
pratuce aurae of the classical type, but expert demand to continue to fall. 

We use the Fenwal J1)-2 park for cryaprecipitatc donations and either 
this or the Baxter F-2278 for fresh frozen plasma, Is general we concentrate 
on JD-2 and aim to pu11 cryoprecipitale out of all donations taken for grouping 
serum or other specialist us.. We are trying to develop a technique for taking 
platelele and eryopreriptlate from the satyr donation, but this Involve. problems 
o' rutty which we are not yet ready to tackle. 
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MRC.67/1142 

Cl rpulallon: 0R1OpxrClplTLTE : A unt pr<pand at 0T0'a in Iams of Normal blood donattope pawn I CM P67 2 
Member. of Working Party 

Stleff. .ab. SOoner, 3r.at. 00500 Word rietol Cerdif 3,0SS 4'che43L1 L'ptr Fdin. G1ae a 0'4.e5 I0555 Total 
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of pooling, increasing 

coac.otratiso and yield, 4 oalag and •500.g.. It Is simpler lad note efficient for Edinburgh to prepare Fraction 1. 0900. 300 

that "rry0p0..1p1048. or a 30adla0 prddutt" might be better gepared wotrally Sn bulk. 

MRC00000042_0013 



• 0
Clrc.1.tlo: MRC.6T/1139 
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IL 
Dear Cr. Haworth, 

RESEARCH LABORATORY. 
OXFORD HAEMOPHILIA CENTRE. 

CHURCHILL HOSPITAL. 
HEADINGTON. OXFORD 

T.4Ns+.: OdaT NNt.

IBrh December, 1967. 

I think that your esinures of the first Cryoprecipirate Working Party meeting 
ore excellent. I franc added one piece and mode very minor alterations to 
cortforrn with technical exactness. The addition concerns the inclusion of 
preparations other than cryoprecipi rate in the jaundice trial. I don't think that 
the reason for including these came out in the discussion all that clearly bur I think 
that those Poking part understood. The reason is simply thus if one tries to determine 
the incidence of jaund;co aA., cryaprecipirete alone, all those cases who receive 
cryoprecipitate and some other preparation ate excluded since the jaundice could 
be attributed to the other preparation. The exclusive approach has already given 
rise to difficulties in assessing jaundice after the human AHG. If we collect 
figures for all heavily treated patients, I feel that we may get aware veracious 
idea of Inc problem and maybe if the trial is well planned it may be possible to see 
ii pooled preparations give a higher incidence. 

Yaws sin rarely, 

G RO-C 
_._._._._._._._._._._. 

Rosemary Biggs 

7 
Dr. Sheila Howarth, J 'es^ v .4 S su_y.ar 

Medical Research Council, re~~nr~s~~ e 
re j20, Pork Ctescenr, Y 

London, W.1. ~ r: rllnq ew 1 Lc^ VY 

ce co4' l"('t mq 'LC. 

din i' VPfo£ad t4 -m .r 

me h(.a,. jq(e  Cc. Tjya

tY-eC(Tc-nr 1is~  u.

.SS T 
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D. 216/34 

5th ❑eceober, 1967. 

Dear Sr. Diggs. 

I an vending you for oomnento and nsendr.enta 
the draft minutes on the first meeting o4r the Crycprecipitate 
working Party. If 

you will give them your approval, I will 
arrange for then to be duplicated and circulated. 

have h•.d a word with Professor 8ollieon who 
agrees that Dr. C. Plaza eaould be invited to serve as 
aceretary to the -.forking Party and I will write to him 
rornally when the minutes are available, wending him a 
copy. 

Similarly I will make formal arproaohes to the 
director of the statistical ieeearch Unit, to see whether 
Jr. 9oyd can be 3vitad to help the 'forking Party with 
statistical advice. If he agreed to do this then I will 
put him in touch with you directly. 

I hove that your trip to the United tales 
was a success. 

With Find regards, 
Your. sincerely, 

aeo{ 

Sheila Howarth 
"lea flosenary Biggs, h ., .h. ., 
oxford Haamophilia Centre, 
101C laborat -,ry, 
Churchill Hospital, 
headington, 
Uxy(iRD. 

Snc. 
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/  

9. / 67 

• Dr. Godfrey 

Working Party on Cryoprecipitate 

I attach 3 draft Invitations. I feel I should make one or 
two continents; 
1) It is not very clear whether the meeting Is to continue 
after lunch - perhaps this point could be incorporated on the

' noughts and crosses' form accompanying the Letters. 
2) At present the form shows all the dates suggested by 
Dr. Riggs but I feel we shall need to delete some of them in 
view of the following difficulties: 

Nov. 9th - BRB meeting 
Nov. 13th - All rooms already booked for p. m 
Nov. 14th - Difficulty in obtaining a room this day. 
Nov. 16th - CRB meeting 

3) It is not clear from the first paragraph of (5) whether it 
is intended that more than one person should be invited from the 
Oxford Regional Blood Transfusion Service: my draft assumes 
only one. I. e. Dr. Grant or her representative. 

GRO-CE 
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. tote for file zl / 9 /..67 

I telephoned Dr. Biggs in reply to her letter 
of 15th. Sept. and confirmed that these were firm proposals 
for -embership of the R.P. 1 subsequently spoke to 
?rofessor Icllison as chairman of the main Committee and 
he agreed to the suggested membership. 

Then Dr. Haycock has the results of the 
questionnaire available. Dr. 9iggs will provide a list 
of dates for the meeting; but mean while the Office will 
oe+b.e invitations to serve to t:soee listed. 
.S._A 
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MEDICAL RFS{ARCH COUNCIL 15 IFT 

• BLOOD COAGULATION RESEARCH UNIT 

TN( CNURCtrILL eOittrAL 
Ozraea 

15th September, 1467. 

Dear Dr. Haworth, 

Re: Working Party on the Use of the Cryoprecipi tale Method 

I had c talk to Dr. Moycock about this yesterday and we thought that rather more 

people should probably be included than suggested at the meeting. For eoomple, we 

thought we should have representatives from the other two mein Haemuphilie Centres at 

Sheffield and Manchester, so that Drs. BIockb5irn and Isrg%ls should be asked either to 

amt or send representatives, and we think shot from London Dr. Har ty and Dr. Dor dy 

should be asked. We think that representatives should come From the Oxford Regional 

Blood Transfusion Service and Dr. Jeo Granl should be asked about this. We then 

wondered about Scotland and whether or not Professor A.S. D9eglas should be asked, and 

possibly Dr. R.A. Cumming Iron the Edinburgh Blood Transfusion Service. 

Before the meeting takes place Dr. Maycock is going to send a questionnaire to all 

the Regional Blood Transfusion Centres o find out what cryoprecip;tare is now made, how 

it is assayed and to whom the mareriol is at present issued. This questionnaire will 

think make a good Slotting point tenon which to work. We should then try to make an 

estimate at lire amount of Factor Will concentrate that will be needed in this cavmry and 

what proportion of this ought to be in the form of cryoprecipitate and what proportion as 

HANG. We can also take steps to see how it may be possible to ensure a reasonable 

minimum standard of activity in these prepereticns. Dr.Maycook also thought that we 

should probably consider the question of serum hepatitis and, in I w of the American 

carb ines, whether or nsr it would be reasonable to increase the pool sire for fracti ,nation. 

Dr. Haycock thought that he would have the main results of the questionnaire within a 
month to sic weeks and suggested a meeting early in November. 

Yours sincerely, 

GRO-C 
Rosemary Biggs 

Dr. Sheila Howrnth, 
Medical Research Council, 

20, Park Crescent, 
London. W. 1, 
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• Note for file 
11 

/ 9 / 57

is 8 spoke to Dr. tigga on the phone today. 

She will ? ive further t'ought to the composition of he 

V.P. ith the posalbilr. ty of recommending that Dr. 
of,

(Oxford BPS) On uardioty or Dr. Dormandy should be 

added. T told her that thin would have to be approved b 

Frofesaor b'ollieon Ae Dhairman of the rain comr,ittee. 

Then composition bee been eettleds ae will send ou the 

ievitstione free Revd uffice togeth r with a lit o f

suggested Estes.

l._..... 
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