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ANT BNTIBOBIES |NDUCED BY SYHGEWEIL IAT|ON

P lwan P. van Maurlk and M, Breunimg.
fentral Laboratory of the Netherlands Red Cross Blood Transf
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Attespts to sstablish a model of pagdlve onhmncosment of Kidney allogratf in doga, ond
possible theors | rensons for the high efficacy of passive enhan at in rots.

John W, Fabre, M. Blshop, T. 8= £ , PR, Millard

Nuffield Department of Surgery & Pathology, Uniwversity of

Oxford 0X3 800, England.
The success of passive enhances for suppressing kidemey graoft rejectlon
rained cooziderehble hopes that it might be a safe and useful approach To dopor spec
immunesuppression in olinlesl tronsplantation. In this si va raport attemptsa
indoce passive schaocement of Kidney grafts i6 g . is, =sach of several
pmeing seri wers raised by repeated 1in i-dermal a&nd introvenous isjectio
pode lymphocytes ever o pericd of 2-10 months. Se lOES WETE
th the lymphocytes of o diffars the same dosor belng used
tions af Aoy onimal. The f E ' ve poad lymphocy
woare gelected, plasmapheresed several tioes and then oxsangu
one anleaal was pooled, & rilised by md sorg filtretion, d
Experiment [ 5 dogs used a8 the lommising domRors
oy domors to 9 oprelaoted reclplenta {(one of the d¢ ! | i o vagoular
aboormelity and could mot be used). These red iapla Were Soresn ith lymphocytotox

L ¥4

Loty AEsays d hinding assays with I Fabbit Fiabh"); antl dog

wod lymphooyies to check that ] ging sera did B
owvodd sbe t by hoat tissues. Mine racliplents wore tres
Sml/kg of serum on the day of grafting and om day 1. Two rejected

gcutely, and the & uF T purvived for B, 9,9,10,11,34 mod 14 days. Untrented contro

survlived for T,8,6,8,0,10 and I days E':Ipl."l'r.e-__ﬂl_:.' Thaa botches of e=nh
terted by Llymphoeytotoxicity mnd binding assays with = ¥ B Blood
ated dogs. Dono ipiant combinatlons wera chosan 1 the i of atrong
tivity ngainst tha donor, mand aegatlve reactivity agaimst the recipiant. O B
trangplonts porformed, B dogs mppeared to reject their grafts b tely, and the
athar ¥ survived for 7.8 snd 10 dsys. These results are much An farior to thosec ons
would have anticipated from studies in sany different rat straln comhinat lons

hypothesie polnting out o possible fundomontal Tesson why § gulve enhoncement

ba imeffective in man mnd other snisals amd highly effective in the rat will
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Demonetration of intensely Ia positive dendritic o= in tho interstikial
commective tleswes: probable identification of the passsngqer leacooyte.
[n.H.J. Hart and John W. Fabre, Nuffield Department of Surgery, University of
teford, John Eadcliffe He Ceeford 3 900, England.

arger leuccoytes" have frequently been proposed as an imgottant oo

the immmogenic stimales ty but sxperiments and clinical st

rg their importance have besn severely handicapred by a lac
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 umad a mouse monoclinal antibody to rat Ia am

In this stady, we b

damonstrate by immmofluorescencs on frozen sec
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Liver .

The antl Ta antibedy dewnstrates thess ¢
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common antigen and SI
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lar interest was that following a Isthal
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gest

Thess and ather stadies
Importance in transplant

Levereyte™




ANATOMY OF MAN ETOHEYS

*

investigated = ant g

ferent patte of grafc
different classes of sntigens. Indirect immmofluorescer

human kidneys LLgEnys om &I L

wglar capillary nular endothelium. Momoclon

to fll HLA=A, B, C antigens (Wh/IZHL

eo detarnlmane COMEmGn € 5
and to obulin stain arteries and glemaruli more
antigen deterploants €ere re difficult
l reapgents
fmer) or
MAS-020,

arteries Are usual |:\|' neg

allogeneic (LB typin

L=mOnoC

moderately ies weakly or undetectably.

Thus, those antibodies which are sseociated wich hyperacute rejact

with antigens (ABO and HLA-A,2,C) that are expressed on arterial

and glomerular endothelivm. In contrast those ar adies which a

guenely sggociated with scute rejecrid antigens (E-M and H

taC are primarily expressed on venous and




AND DR ANTIGENS I MAN KIDHEY

LOCALISATION OF HLA-AR

V. Fuggla, Keryn William John W

Morris. Muffield T of Surge

B ospltal, Oxford OX3 SDU,

Derek
Alan
John

The precise locallsation and estimate of the amount

DR antigens within the human kidney may explain

improves graft survival, and why some B-cell poa

fail immediately while others are swccessful. We have used monoc

Eo SORamo and DR antigena in 1mmunoflucrescence

to localise these antlg within

Ehvelium

L
nteratitial cells {dendritic

[

The finding of a large number of DR positive dendritic

explain why DR matching is perhaps more effective than ABC mateh
improving graft survival, if these cells provide an important

component of the lmminegenic stisulus for allograft rejectios

qested in the rat model | and Fabre, Transplant. PFroc.

B-call positive crossmatch tramsplants

negative orossmatch; Howewver; there have now bean

pdiate graft loss in the presenca

and we would suggest that in these

directed at DR (or ABC).

crossmatch traneplants {which make up the majority)

directed at non-DR antigens which are not I«

andothel fum.




Frolongation of cenine segmenthl] pancreatic allografts with cyclosporlin A,

bB.F. DuTadt H. Resce—-8mith, P. McShane, T. Denton and P.J. Morris

Nuffleld Dept. of Surgery, Dolversity of Oxford, John Radellffs Hospltel, Oxford OX3 900

This study was undertaken to assess the effectiveness of cyclosporin & (CyA) siome in

oormoglycasmia end graft sarvivel in dogs glves segmantal pasc wtle allografca

the duct aystem occluded with prolamine (Ethiblec), a new mlcoholic amine ocid

solution, 70O unrelsted gops were divided into 8 groups, I, control dogs (25) provided th

normal rasge of blood glucose levels, glu ¢ tolaranes tamt, asd gliscods de

voluss. II. total pancreatectomy without & segoental graft (10, IIT, ftotal panoreatecto

and segmental Ethibloc occluded pancreatic sutotransplantation (I12); in all segeenial

trangplantd the duct was filled with 0.2 ml of Ethibloc, amd in addition

figtulo was parformad batvess the disval splenlc artery and wein to avold primary

ular thrombosia. IV, total pancreatectomy, sSegmental pancrestic allotrunsplantatiom

osuppression {5). ¥. total pancrsatectomy, segmantal paBcreatic allotransplantd-
-cyclosporin A 23mg/kg/body woight (orol solutiom) given indefinitely, commenciog
on the day of the tramsplamt {10). ¥I total pamcrestectomy, segmental pancreatic allo-

transplastation cyclosporin A 40mg kg /body weight {orsl solutiomn) given indefinitely o

Totally pancrestectomised dogs died at & mean of 6.3 doys
opnd wars 1 Iyvcaemio.

Irestment Oraft Survival in doys

al papcreatic astotronsplantatiorn None B0, 100, 100,100 >1040, 100

R0, >100 »100, #1

! Gegmental pancreatic emllotranaplastation None 4,9,8,9,10
me immunosuppressive treatment {5)

! Begmental pascreatic allotronsplantetion CyA 25eg/kg 7.8,13,1%.17.17,18,18.2
(@L1 5]

Begmental pancreatic allotransplaotation CyA 40vg/kg 6,808,380, 200, 100, 3100, »100
(B}

Theae results indicate that CrA alone can significantly prolosg the survival of canine
pancreatic segmoatal allegrafts, butl lo doses considerably greater than foumd to e

#ffective in prolosging renal sllograft survival in the dag (Boman et al, 15803

Homan WF, French ME, Millard PR, Denton T, Fabra JW, Norris P.

Studiss o @ affect of oyclosporin & upom renal allograft rejection in the dopg

Surgery 1E80: 88, 168-73.
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yetek, §.J.C.M. Niessen amd J. Joekel

'd-.l:._-'S.i: Rat model, prolonged survival
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O EIDREY
“BLOOD TRANS
=Aghal and R.L. Hacquet®
5, ZIB0 WV H1j
Experimental Surge
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tween animals sated with 10 or 25 mg.kg
U [mmunosuppreas te was achieved even [-1
of treatment, wichout signs of aide effectd. The pdminis
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VLASMA  SUPPILESS TVE ALT - Lk W GRA SLKWIVH

TCH, B.K. SHENTON, I. LAIDLAW, G. PROUD, R.M. R, TAYLOR.

Department of Surgery, iniversity of Newcastle upon Tyne, Newcastle upon Tyne. NE1 &LF,
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HATURAL KILLER CELL ACTIVITY IN HUMAN RENAL ALLOGRAFT RECIPIENTS

P.d. BAILLOU, C.W. Rl L. L.F. WODDHOUSE, E.J. WILL, A.M. DAVISON & G.R. GILES

Uniwersity Department of Surgery, 5t. a5 's University Hospital, Leeds

Matural killer [NK) calls are Fc-receptor positive lymphocytes (1) which

may be closely related with the celis mediating antibody-dependent cellular

cytotoxicity (2] and may also play & role in immunclogical survedl

ant disease., Muman XK activity may be diminished in the first 50

after transplantation (3) but there are no reports on cell activity of
long term renal allegraft recipients We have examined MK activity againss
the myeloid cell 1ine K-562 in patients with stable renal function between 4
manths and 9 years after tramsplantation

i SRt | 81 it
Mean % specific © Cr release from = Chromium Tabelled ESG2

. : : o T
Control subjects (n = 22) Hean = 5.0.
(mean age = 32.9 years)

! e ¥ ain
Dfalysis patients (m = 15) Mean - 3.0
(mgan age = J4.5 years)

= = +
Transplant patients (n = 22} Mean - 5.D.
[mean age = 40,4 years)

21
By non-parametric analysis the KK cell activity of t
{eantly lower than that of both the control
pa L1EET.‘E (p=0.002). However some transplant patients had narmal KK
and it wag found that the NE activity of the 13 patients who were less than 46
months post-transolant wes Significantly lower than that of the © patients who

had been transplented for longer than 48 montns (R # 69.5, p-== 0.05).

These results suggest that the impaired MK call activity seen in human renal

allograft recipients may, in some cases, be a reversible phengmepon
- — | i e -4 L |
REFERENCES o B {
(1) De Landazuri, M Sy Alwarez, J. &nd Herberman, R.B
{1979} 123: p

Bardos, P., Altman, d,, Guillou, P.J. and Carpaud, C. €lin.
{In press].

(3) Lipinski, M., Tursz, T., Kreis, H., Finale, Y. and Amiel,
(1980) 29: p 214,







[Tl ediH o of
with Be
after

ke el

v treatad by

rticothera




SPLANTATION FHOH sRAl SPITALS

Reilly, B. Wood, R.¥. Blamey

Leiceater & Hottinghnm

In mn attempt to mté the retrieval of kldn

Surgicel. Ressarch Fallown were appointed in Hottingham and L

Ootober 1974, Their chie? duty was to attempt to increase the number
from peripheral hoapitels, th is those not closely assccin
plant umits.
A garked incresss in the nember of kidneys obta
is sean while in the number of kidneys from the central hosg

Jith the transplent prograsne, i maintained:-

NUMBER OF KILNEYS
Central

los

B - Septembar 1%

intment of Research

ar 1975 = September 19050
ppointment of Ressarch

Since the appointment of the two surgical Reesarch Fellgws, the number of ki
ratrisved in the ares has ipcressed by 60¥, compared toc o national incremse of
In mddition, fewer kidneys have been wasted and multiple organ dopatiom
has hesn fRcllitoted.
Cornens
Saptember 1979

Geptember 1980

The B.B.C. Panorssa decumentary, "Are the donors really dend?! was broadoast

in October 1980. From that time there haa been & marked change

ef relatives to orgen donation. In the 12 sonths
relatives of & out of 30 potential donors wit

In 3 montha since Dotober "_i-*.:, the relatives af

donors have refused conment.







