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ABSTRACTS SELECTED FOR PRESENTATION

ALLOREACTIVE HELPER I-LYMPHOCYTE PRECURSOR
FREQUENCIES CORRELATE WITH HLA-DE ANTIGEN AMING ACID
RESIDUE MISMATCHES

YOUNG NT, ROELEN DL, BUNCE M, DALLMAN MJ, MORRIS PJ, WELSH K1

Nuffield Dept. of Surgery, University of Oxford, John Radcliffe Hospital, Oxford
OX39DU Tel: B1RA6S 221316 Fax: 01865 GRRTG e-mail: neil. youngiinds. ox. ac.uk

peneration of Inwerleukin-2 (TL-2) medinted helper activity is oenmal o the
pnd  humoral immune response induced by exposure to allogeneic
||i-.|_|'.<_'-:|r|1:'\ t'||'-:'_-, antigens. We hav ';|I]. god the influence of HLA malg I'”"i: om the
in vifre response of primary alloreactive helper T-lymphocyte precursors (HTLp).
1 assays were employed 1o a e frequencies of IL-2-producing
s HL A-mismatched responder:stimulator com|

juencics were significantly 02} h
mismatched {n=24) than HL. | : ! 1
effcct of one N.02) or two = : S0
detected. Mes / WY - ] y different in each
i IR-m ¢ appear to be involved
Linear regression analvaiz of HLA an EOein
02) between HTLy
1e5 at the HLA-DRB loct

xdominant influence of
suggested hy

Cher resuls demsonstrae the

alloreactive HTLp frequencies bat indicate that addibon
factors affect the alloreactive helper T-cell repertoine.




REMOVAL OF IL-4 PREVENTS THE INDUCTION OF
TRANSPLANTATION TOLERAMNCE:-

CONIMTIONAL SUPPORT FOR THE THLUTH2 PARADIGM
Bushell A.. Morris P and Wood K. )

Mutfield [ artment of Surgery. Umversity of Oxtord. John Radeliffe Hospita
Clxdorg] % 3 YA

tackgrogngd gnd aims y can be divided ino Thi and
subtypes depending on . th : evlokines 1 they secret
I witros, pre o ubtype cin mediale power

ther subset. Because cellular resy o5 fre [ 1t 1

w driven hy Th | =ivpe cviokines LS e £ culnfe that tole

dent on Th evtokimes. We used a tolerance del known o invaolve

crukution tod ning whether rance induction is dependent on the
W 1L-4 during p Y Exp

C3H.He mice (H-2%) pretreated with anti- ntibody @
. i i 5 1 Ak
ansfusion {DST) accepr Tully allo 0 (H-2 hearts transplar

iy :
15T =100 cessary d

conli i | 1 the DS

Resnlis

raft survival times of 33 g 5 (=0}, Toour
r=1 demonstrat that the induciion of toler w lloantizen m

mature animads s dependent on the prese

Conclusion Ihiese data indicate that the Thi/Th? o i ay provide a
he understanding of 1 particularly where
n The results
il dhelied stages
Bar l\.'..llliilll'\-.I|'I'III:\I|_
ic Th2 Iy e
rayie 1o clinical transpla

DONOR FACTOR V Q506 MUTATION PREDISPOSES TO HEPATIC
VASCULAR THROMBOSIS FOLLOWING LIVER TRANSPLANTATION

G Hirschiield, ] Collier, K Brown, 5 Smith, C Tavlor, T Frick, T Baglin and
GIM Alexander

University of Cambridge School of Clinical Medicine, Cambridge, UK.

The most frequent laboratory abnormality found in patients with venous
thrombosis 15 an abn ctor Voo I nithesised

which arginine at posit S0 15 replaced by LEamir Hep

thrombosis may complicate up to 1 ver transpl procedures
influence of factor ¥ Q506 allele on the nisk of hepatic vascular thrombosis
following liver transplantation was therefore sought using paired

recipient and donor DNA obtained from 124 consecutive procedures

Using PCR and Mn II digeston, a rapid and reproducible assay
heterozygous mi ions were identified; 14 in recipients alone, 8

alone and 3 in both, The heterozygous frequencies were 8.5% (95% C.1. 4.
15.3) in domors and 13.7% {8.2-21.0) im ."|'-.i!'.|':‘:‘.:- Following
transplantation there were 23 thrombobic events; 12 hepalic artery,

vein and & non ."Il_'l.".'lr'.l.

The Q500 allele was present in the donor in 4/1%9 cases complicated by
hepatic vessel thrombosis F105 without. The relative
vessel thrombosis in the presence of the 506 allele was there
(95% C.1. 1.5-20.2). The presence of this allele in the recipient
tl

associated with hepatic vessel thrombao:

iderntificat of the Q500 a v the donor would
lactic anbicoagulation following transplant i

k of hepatic vascular complications.




THE [INFLUENCE OF DOMORRBECIPIENT HLA PHENOTYPE AND
DEGREE 0OF HLA MISMATCH ON THI DEVELOPMENT OF
TREANSPLANT ASSOCIATED COROMARY ARTERY DISEASE IN HEART
TRANSPLANT PATIENTS

Smith 1. Homick P, Pomerance A, Banner W, Mitchell A, Rose M & Yac
Department of Inmunology, Harefield Hospital, Harefield, MIDDX LBY 6

ment of transplant associated coronary artery disease {TxCALY) 15 the
f chr WAl rejection s condition s Hikely o be under the

nfluence of immunolowcal and non-immanol vncal risk factors
We expmined 3 groups of p arly”™ TuCAD FOnarY artery
diseass v v developed within 2 years of transplamation), ‘1 I'=sCAD (3-14
tollowing  trar ion)  and Na' TxUAD (no evidence m1 @y
Berween and 1994 534 paticnts met inclusion crileria this

iphic studies and HLA |
there was a minimum of

5% stenosis inoat least a single vessel

1 analyses we were unable o (nd any semifican association
mber of HLA mismariches for Class 1 (HLA-A. -B) or class 11
any of the 3 patienl groups  we were also unable to id

Lo Il phenotype tor recipient ao donor thar exerted 4

S EMM ABDEMM |

wament of TxUAD 15 not
r by donos‘recipsent HLA

m be discussed

EFFICIENCY OF HEART AND LIVER RETRIEVAL

Bradley B, and Lear P

University of Bristd, Depantmentsof Transplantation Sciences and Surgery, Southmead
Health Services, Bristol BS10 SNE

Tha availability of transplantable organs is dependent bath on the rate of refarral of
bealing hear donors' and on the efficiency of organ retrieval. Statistics col
the Human Organ Transplant Ragistry i publishad by UKTSSA fe 02 o 1994
were used o calculaie the proportion of dences from whaom these ongan e ratrieved
and o estimate the potential number of additional argans that could have
refrieved. We observed that organ donor refarral ¢ 5 VA 2y batwaen
1231 to 1872 pmp pa) The overall g was 97
ittle waristion between regions, but retrie

n 28 to 42%. The number of 'not-retrieved’ | and hearts
average to calcyl » the minimum value (63.6% and 36.1%
highast ratrieving

W.Midlands f

suggested that an additional

rafrieved during this period

donor referral rate eq

QONors could have yie

G676 livars and 293-340 hearts, We concluc
organs 1s due both 1o non-raferral of
retriaval of livers and he




THE EFFECT OF THE EUROPEAN DONOR HOSPITAL EDUCATION
PROGRAMME (EDHEP) ON ORGAN DONATION RATES: A
PFROSPECTIVE RANDOMISED STUDY IN 20 INTENSIVE CARE UNITS
(ICUs) IN NOHTH WEST ENGLAND

Sells B A, Morton J, Morley M, Colbert J, Chapman B, Blok G, Van Dalen
I, Browm M W, Johnson B W G

The Renal Transplam U Royal Liverponl University Hospital
Manchester Royal Infirmary; Departments of Clinical Psychelogy, Unive

of Liverpood and Manchezter:  Skills Labomatory, Faculty of Medicine,
Limburg University, Maastrici

e EDMIEP work s for ICU staff
operative attitudes o cadaver organ donation amd (o improve intensivisis” skills
ing permission e donate from bereaved relatives. We present here
contfolled tral of the effect of EDHEP day release

courses on organ domaion nes,

d Prommoe posiiive oo

Regional hospitals [CUs were ymised to
Iy or not {Group 1) berween 1.2.95 and 31
i in bath Groups underwent repeated  psycholop
evaluanons of thewr attnmedes and =kills in organ donor siwations, [
raes were messured in Groups 1 amsd I1 in other (non-involved) Re
Hospatals {Group Ly and in UK hospitals outside the North West Region
Group IV). We compared organ donation rates during the study period with
a similar 11 month period in 1904

Results

Urroupe {n) LK IT (L T & I'V {433}

15 ) ] 43 gliE

13 1T 47 T8

Change + BHieg i hlk o L 1.6%

Conclusions:  We reporl a substantial increase in organ donation in those
Us whose staff attended EDHEP workshops, and also in "comtrel, evalusted
only" [CUs compa with those ICUs in the UK not involved in EDHEP.
in "control” ICUs may be explained by increased
or donation induced by the evaluation process.  We
hat the EDHEP course is an effective way of increasing donation

aft evaluation sessions alone raise awareness and are also productive

SIMULTANEOUS BLOCEADE OF THE CD3IE AND CDMO PATHWAYS

SYNERGIZES TO PROMOTE LOMNG TERM SURVIVAL OF MURINE CARIMAC

ALLOGEAFTS

Pearson TC, Alexander D, Hendrix B, Tucker-Burden C, Ritchie SC, Elwoo
Linsley PS *, Hollenhaugh D *, Aruffo A *, Lassen CP

Depasiment of Surgery, Emory University School of Medicime
Bristol-Myers Squibh Pharmaceutical Research [nstitute. Seattle. W
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chronic neje 1 I -1z and the MR
contrast, candin recipicnts treatod
essentially indistinguishable from nommal et 1 sshime  thil
nhibit chironic allogralt rejection,

il bs usang B T-PUK b 3 days Tollowing tinsplantaison shos
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ANGIOTENSINOGEN, ACE AND AT, RECEPTOR GENE
POLYMORPHISMS AND THE DEVELOPMENT OF TRAMSPLANTATION
ASSOCIATED CORONARY AKTERY DISEASE

Cunningham LA, Crisp 5.1, Dunn M), Barbir M. and Yacoub M

Cardiothoracic Surgery, Mational Hears and Lung Institute, Harefield Hospital
JJ.|r|.|||.Ix.

ated the influence of penetic factors on the development of

wition associdled coronary anery disease (TCALD), Poly rphisms in

f the remin-angiofensin syvstem (RAS) (ACE, angiotensinogen and the

ceptor AT ) have previously been shown o be associated with an

ed sk of ischacmic heart ;||\; dse. We have used PCR amplification 1o
penotype 30 hean transplant recipients and donors, 44 of whom developed
TxCALD within 2 years of transplantation and 36 of whom remained disease free

varianl or the angiotensinogen
of TxCADD, Furthermore, no
tl ACH olype and TxCAD,
aalatiom of the non-TxCALDD '“'l"J"l had a significantly
quency of the [ allele (0035) than either the TxCAD §
) ':_:uu'l" opulati 0.57), Thus, there was a negative assoc
cen the freg v of the | allele of the donor and th
I=CAD. Orher risk factors analysed included original beart diz
recipdent, cholesterol, LDL and HDL levels, donor and recipicn
by mass i A r ol ite repection episodes, OF ihe
rejection sockes experienced within the f

nlant year was r|'II|-. [0 be sig nifscantly associated with an increassd risk of

sssue), rather than the circulating, RAS may be
515 of coronary arery disease.

THE EFFECT OF ANTI-CDZ MOMOCLOMAL ANTIBODY ON IN FITRO AND IN
FIFD ALLOREACTIVITY

Stell DA, Marshall HE, Bolton EM, Bradley JA

Glasgow University Department of Surgery, Western Infirmary
Glasgow G11 GNT, Sc Lt1]'... 114

Cb2 is a cell-surface receptor dinvolved im signal
transduction and adhesion and plays an important co-stimulatory
rale in T cell activation. MHoneclonal antibodie }
dirvected agatnst CDZ2 may be of value, therefore, in
graft rejection and inducing transplant tolerance.

In this study, the ability of a mouse anti-rat
[Ox-34) To inhibit vn witro and in wive T cell allareact
was studied. A Eion of OX-34 to cultures of purified rat

ells inhibited their abil 1ty to |'-'-'||I'I|_'r._|‘_|' and producea
in a primary MLC. Supplementing the cultures with -<rg-
2 restored T cell proliferation. vive treatment of [
rats with I."J 34 produced a dose da ependent prolongation
survival of fully alloqge Lewis [RTL")
r-d!.-ru:-lv':-:'n'l af OX-34 at the time of trans
and 0} led to long-term heart graft survival |h'
5T 9 days in contrel animals). Lower
0) increased graft
vl Interesti
€ .al' .._.
il on of COE on bdual T cells. Howewer,
-.'.c..n|:- ete saturation of CD2 binding sites on vesidual T cells
was only found with the hig t dose of OX-38 zuggesting Lhat
saturation is important for ensuring graft surwival

These results sueogest that  the [ Wl i an
--'||'||--..- J"|'- Far . i

ong-term allogr afT L
more detai]l the mechanisms respor




T-CELL VACCINATION (TCV) PROLONGS HEART BUT NOT DISSECTION OF CYCLOSPORIN-A SENSITIVE AND RESISTANCE T CELL
ISLET OR SKIN ALLOGRAFT SURVIVAL IN RATS ALLO-IMMUNITY

-'1Lﬂ 8 V", Hakim N, Waho!t D, Baldota S5, Aasheim T, Clemmings S Hague K, ' Dittmer 1, * Truman C,' Laundy G, Feest T * and Bradley B
eld J, Laone J, Sutherand D

University of Bristol Department of Transplantation Sciences.,! Renal Unit, Royal
" Tray ol b ) CF Mgry's - I ine e 2 Wl PaPLe e = e 3 a e
..I ansAar |:"'5 =t Mary's Hospital, London W2 1NY iloucestershire Hospital,® Richard Bright Kidney Unit, * Southmead, Bristol, BS10 5SNB
Department of Surgery University of Minnasota, Minneapolis. USA
o Clinically, alloreactivity can be divided into Cyclosporin-A (CyA) sensitive and CyA
. - ol L i [P L P " TEE - B 1
Li‘Ier-SE .I.‘::.,F” long heart, izlet and skin allograft survival by resistant. This can be simulated i vitra by cell mediated Iympholysis (CML) assay in the
logous TCV without immunosuporession. Methods: W/F rats were presence of ecess T1- / .
fF"_.I.' pents and BN rats were donors. WIF vaccine doanors were sansitized hinemedsihrms: (EID. - = b . T o = s
with BN skin grafts. Lymphocytes from draining lymph nodes wera normal healthy adults (n=2), Of 1t} ere mle male. An al © one way
stmuiatad in culture for 48 hours, attenuated and injected into naive W/F mixed lymphocyte assay was set-up by incubating responde T | in different
ats on days -14, -7, +5, +12 [day O transplantation (tx)]. On day 0 the -_ ons-of CwA (0 1o 1500 n'ml) with ireadiate ]
vaccinated rats received aither a heterctopic heart, 2000 islets [digbetic cubture media with rIL-2 (25 units'ml) '1'“ r
racipients) or a skin graft from BN donars. Besults: Graft Survival (G5) {PHA) and elL-2(20 unitsfml). A non-ra
':':-hIP-- ;:.dl[ r..::-.’—:z.un:],- I-IF[' (blood glucose< 200 mgfdl), Skin (intact) modified in our laboratory to perform the @ wiro CML assay, T cel i
H.,-_.qr- '”C.I-r 8 ...- e 10 2 '1'1' ':':_d:"-'"l TR p-vaiues autedmmunity was measired as is. This was calculated for each tar n'scale from
128IT MNONe g o5 L 1 i - 2
Heart TGV 14 33 ag e L:_. i i -rl'<-.r|-.'_nuxlu:ln.-:|~ ) 1 & (maximum release). Specific ra
sy ...‘;'_"'I:I | GO {5 ] el ralion o '.ﬁ'-. A I fL I |1 W it

slate/Mone S " Bl SLINLIEALOE O frcum ¢ Ll sele wrmid hesalthy HLA masm ;|r_|'|,_ '_,;Iut At 7d
slataMone 5 ’ ;
slate Ty = E v =0 56 1 (LT .I. T Cet ) Rl 3 e | ; II|II|IrI I II_'III - 1 thire
:_-:i‘t r'., .\::lr"? o L ! LS b k i MO % .|.-\.I L VRS

'-}lnn' eratT] ; 2 48 20 20 i n 5 olhers (CAPD and normal). In 2 cases cytotoxic T cell alloimmamity (TCA)
- Y B ] O B ¢ e
! reatad heart te reci % { 3 R PG b was suppressed by low concentration of CyA |
CY treated beart t recipsents had shorter GS than the shortest GS neompletely suppressed by low doses CyA and par
g (A0% TCV treated, 0% controlz. p=0 25! Howevar aiaht TOS L R i and Iy

sated haart B recin : 2 ﬁi Reoteel EXOWRVEL QW 1oy In one case, where TC ".-.n.<'|u.||'-|'-r-.-\.-.\l I--. Oy, we L Cy 15
treated |” r b recapients had longer G5 than the longest GS in controls PRI

i Y 5 > P A aF E0 D@ Qirec 1 Tow I _ Bt svidence was of
[61% eated, 0% controls, p=0.02). Conclusions: This TOV sl o

:cc, can either prolong or shonen (possible vaocine contamination ! e oy CTl d 1
with doner leukocytes) heart allo-GS but it did not prodong islet or skin alle- evadence for Ly resistance autormmune CTL was of ,_!nh i

3 us to identify and quantitate CyA resistant and sensitive TCA in II ] Al |-.| CAF ’[1 I

G35 indicating that more potent protocals must be devised for the not Ll riith - i
mmediately vascularized grafts prior to transplantaton. Further studies (in progress) will allow us to identif

12 5 asspciated with these different subsets of C1 and their rel

sensitive TCA. In 2 of 5 cases clear evidence of CvA resistant TCA and

tranaplant rejection




FACROLIMUS (FE506) AS RESCLUE THERAPY FOLLOWING
CARDIAC TRANSPLANTATION

B.P. Madden, M. Dalvymple-Hay, P. Thompson, L. Backhouse,
L. Revoolds, A, Murday

Dept. of Cardisthoracic Surgery, 5t Georpe's Hospétal, London

BACKGROLINIY
Allografi tion develops in & proportion of heart transplant recipients without
significant cellular mmtiltrate 1 endor pabes amd with normal coronary anerics
igiography.  The mechanisms responsible for this presentation are unclear and the
prognosis 13 T We report encouraging  experience with FES06 @i with
spharmide and prednisolone therapy in five beart transplant recipients with poor graft

with normil endommyocardial hidipsies id  commary AN

10U

nts (4 males and | female; aged 46, 51, 52, 53 and 63 years) developed severe

riventricular falure 1, 14, 13, 21, 36 months after orthotopic capdiac transplantation despite
immunosuppression with cyclosporin A, Azathiprine, oral prednisolone, cyclophosphamide
and intravenous methyl prednisclone therapy Endomyocardial biopsies and coronary
angingraphy was normal in cach case. One patient required mechanical ventilation, inotropbe
suppaort iwnd intra aortic balloon counterpulsagion,  Tacrolimus was substituted for cyclosporin

A and the dose adpisced 10 acheve ourh serum levels of 5 Patients continued

15
i cyelophosphamide 2 me'ke/d and prednizolons 0.7 me '
on cyclophosphamide 2 mg'kg/d and prednisolome 0.2 me'kg/d.

RESULTS

Cardiac function and exercize capacity improved significasly in each case. Two patcnts
elaped cviomagalovirus infection (1 preeumanitis, | encepiialitis) successiully freafed with

giraclovir. Mo other adverse effects atributable 1o taerolimus were ohserved.  The patients
1ain well with no evidence of heart failure and with shorening fractions of 35% at 3, 4,

ind B months after commencing tacrolimus

COMNULLUSTON
lacr w5 ahould be considered as adjunctive :i'.'_'.".l!l:- 3 convenisomnal ||':||m:|nx_:|1[|1;_'xxi.-||
t recipients with poor graft function in the absence of cellular rejection or

COMMATY anery disSass.

INCIDENCE OF REJECTION IN COMEBINED LIVER-TOTAL BOWEL
THRANSPLANTATION VS TOTAL BOWEL TRANSPLANTATION ALONE:
A PROSPECTIVE STUDY IN A PORCINE MODEL.

ME Hakim®. ] Pirenne, E Bennedetti. BRE Nakhleh, V i:':||'-i|:||'-;"_ RV L Ciruessner

"""|.;||1:;Ir:'.||'| Ulmat, St Mary '\-C-Il-C'l\'|1'|;|  London, W2 INY., Tel 0171 725 6726, Fax 0171
724 06T

University of Minnesota, Department of Surgery, Minneapolis, Minnesota, USA

It has been sugoested m amall animal = 4 that the liver grafl v prodest 1he
simultaneously transplanted bowel i1 o prechimeal | the addition
of & liver graft to the transplanted bowel vs. solitary bowel Txs w» d to survival,
II'.L'.'I:I!'I ||{|'.'. and GVHD, MATERIALS AND METHODS: Yorkshire Landrace
pigs underwent eith ned liver=total bowel transplantation (LTRTX 1y or
solitary total bowel trar e 3 oup 2} In Group | {n=9), liver, small
and larpe bowel were transplanted en bl v Gro {n=3 wderwent portally
drained TBTX, In both groups i 506 | k. [oredkn Sosl o
mg/kg/day) were given for wetion and therapy  Dadly laboraton,
inciuded lpver ction tests, amyiase, [L2, ILo, ILT and FR506 levels. Buwopsies
tpined dai n the leostomy 1o siudy the inci e of grafi Rej RESULTS: Pig
survival {Kaplan-Meier) on postTX d: T 10 L 21 and 2B was [ 00%, T&%
0% in Group 1 ws. 100%, 100%, 100%, 100 vl 6% in Group 2
y Rej-related deaths. Daily biopsies showed that Rej grades wene si
better in Group 2 on indivic -'i_|:-.-; the difference did not reach i
n both groups, vascular Ref was encountered in < 10%
grafi-va-host-reaction (GGVHR) was identified in 33% in Grou
CONCLUSIONS: 1. FERA0S was ¢ e In preventing |
2. Pigs with LTBTX had o higher infection
LTBTX hasno immunologic advantage over TE




SEMI-QUANTITATIVE POLYMERASE CHAIN REACTIOM (PCR) OF
CYTOMEGALOVIRUS (CMV) DNA IMN SERUM IDENTIFIES LIVER AND
BOME MAHRROW TREANSPLANT RECIPFIENTS AT RISK OF CMV-
RELATED DISEASE

PC Evans, A Soin, T Wregghit, B Markus and GJM Alexander
Universily of Cambridge School of Clinical Medicine, Cambridge, UK.
UMV replication is comm or bone marrow fransplantation
aud can be identified readily by PCE amyg ation, However, many

s episodes are clinically silent and do not require treatment with

ch s marrow toxic, We have a sed a semi-quantitative

rrming whether patients at risk of symptomatic disease can be

mpies [ Tron

wiere therefore at risk of CMY

v as determined by PCE

ieved by amplifying 'wi
alongside a deleted, exogenous contral. PCR

an ABL 373A automatic DIMNA se UENCER

seropositive by PCR had CMY DMA = 255 « 107 genoms
ml; all 10 were symptomatic with pyrexia, hej atitis, retnitis
or preumonia. AllS patients with CMVY DINA below this threshold
remained healthy {p< 107°). In contrast, quantitation of CMY DNA in

¥ah NOT AISCTIMINalory,

b CMY DINA in serum is more sensitive than
Fows identification of patients at risk of

and hence targetting for anki-viral therapy.

THE MANAGEMENT OF CYTOMEGALOVIRUS INFECTION
FOLLOWING CARDIAC TRANSPLANTATION

THOMPSON P, BACKHOUSE L, REYNOLDS L, TRYHORN ¥, BOOTH J,
MADDEN B, MURDAY A

5t George's Hospital, London

Cytomegalovirus (CWMV) iz an important cause of morbidify and mortality after
cardiac transplantation and may be associated with graft coronary disease
and rejection. Our protocol includes CMV serclogy (IgG, Ighl) of recipient and
donor (D). In recipients of a CMV antibody mismatch (R- D+) hypar-immune
immunoglobulin is prescribed as prophylaxis for four manths. In the
postoperative follow-up weekly CMV rapid antigenaemia test (RAT) is
assessed to six weeks, fortnightly to three months and then six weekly until
the end of the first year. At further follow-up, CMV RAT is aszessad when
symptoms indicate, We wish to determine whether routing screening dictates
a change in the clinical management of CMV infection

Since February 1982 120 patients have survived more than 30 days. Clinical
follow-up ranged from 1 to 48 maonths with a median of 23 months. They are
divided amongst four groups, - R+ D+ (28/120), R+ D- (39/120), R- D+
{23120}, R- D- (291 20). Epizodes of CMV antigenaemia wera registered in
55 patients (55120, 42%), none in the R- D- group. CMV antigenasmia
occurred in 58.6% R+ D+ (17/28), 59% R+ D- (23/38) and 85.2% of the
mismatch R- D+ (15/23). 24/55 (43.6%) required Gancyclovir reatment for
symplomatic MV infection, 8/29 (21%) R+ D+, 8/39 (20%) R+ D- and 10/23
(43%) R~ D+. Patients who were CMVY antigen positive withoul symptoms
31/55 (56 4%) were not treated with Gancyclovir and remained wall. No
pabtents died of CM\V disease

Regular screening for CMV is unnecessary in the R- D- group. The group
most at nisk 15 the mis-matchad R- D+ who received prophylaxis. However, of
those who became CMV RAT positive 86% (10015) developed symploms
which responded to treatment. Overall, only the patients who were
symptomatic (CMV disease) were activaly treated. We suggest that the
important factor in the successful management of CMVY disease i3 a high
index of clinical suspicion and i3 not helped by routine manitaring of patient
CNY status,




EFFECT OF DONOR-SPECIFIC BONE MARROW TRANSFUSION (BMTY A ALLOGRAFT REJECTION BY MICE LACKIMG IMDUCIBLE MITRIC OXIDE
COMPARATIVE STUDY BETWEEN KIDNEY TRANSPLANTATION (KTX) SYNTHASE
ANIFNINTESTINAL TRANSPLANTATION (ITTX) 4 ) - L :
: Casey JJ. Wei X-0, Gracie JA, Liew FY and Bradley JA
Jacques Pircine®, Nady Hakim, Enrico Benedetti; Fathi Uckun, Rainer Gruesssner )
Departments of Surgery and Immunology, University of
S ; ; e ; Gl2 BOg
University of Minnesota, Minneapolis, USA and *The Liver Unit, Queen Elizabeth
| Eospital, Birmingham, UK. Nitric oxide (ND} is an important iemunor
inflammatory mediator. It is both cytostatic
high concentrations and generated in large amounts b
macrao fmonocytes  which express  inducib
atory sirategios may help to reduce the need for nonspesific { 1ND To evaluate the role of NO as an e molecule
P Y eI TEDC T TG RenSpCiinG during allograft rejection, mutant mice [129 x MF1) which lack
ession alter ransplantation {Tx). This i3 particularty important in iNOS i
1al Tu (TTx) where rej i sepsis remain major culties. Do A iNOS deficient mice sho
counterparts, a 1 i
when challenged with
B : g : | 1 canfirmed that
or 107 unpurified BM cellska-on re i, GVHD, infection, survival af q ;b nol contain d
¢ (n=44) in FKS06-treated or untreated Landeace : iNOS prote and. in comntrast to DZVIOLes, WOrg
s (CPM= 100000 were used, Afler KTx, the : reasad levels o b follow
jon im BT vs controls and toward less rejex 11 MTH Nevertheless, iR0S deficient mice ed no imf
2 Adtho Ly ‘eject 1b/C skin allografts wh
A g contral anima 10, range
m controls) wr I= vs 1 V51 5 o 1 13 days 1. To dete

speeific bone marrow transtusion (BMT) indwees tolerance in rodent models of kidney Lheir

P (KTxh Using s preclinical model, we prospectively studied the effeet of BMT <10

BMWT canzed 33% GVIHD and incrensed infection is & critics =ffe : 1 '--rl-i DTH in the absence
. BMT coused a marked tendency viard mere rejection a : -aft recipients were treated with
controls (+38%:p=.09), and this & ant 5 0, 3, 7 and 10 following
{ specliviel ‘inal : of graft reject
duvs, respectively. p=.1) ally. ‘NOS def .a|'-.|§.c ontrol  he

rder of susceplib v o 1y BRI fection o . E i i i n
ler of susceptibility to GVHD and infection i T , range 0-15 day sus MST 10,

- BMT = comrols, Mo dilference was seen between 2 ,_13..,:_‘
ges =107 o 10” cellskg-after KTx or [Tx. ] esults suggest that MO da

CONCLUSIONS FElg o i FFa i A ol retuce
skin a rafts. ause of cons | ; dancy in thea
inf1amm L ites  responsible L% destruction
S : ring ' inhibition of v by iteelf,

er [ Tx,. BMT increased susceptibility 1o GVIHD and infection after hoth unlikely to be o weut e A oraft
ITx. Trmuing str I'F;E!:'T'l:\?:‘!.

The efficct of BMT is crpan-specific: Afler KTx, BMT tended o reduce rejection amd

1val whereas the opposite - accelerated rejection and reduced survival




COMPARISON OF THE IMMUNOMODULATORY PROPERTIES OF HEFARIN
AND A NON-ANTICOAGULANT HEPARIN DERIVATIVE.

RIX Dawvid, TALBOT David, DOUGLAS Michael, KIRBY John,

Departmeant of Surgery, University of Newcastle upon Tyne

Heparin has been shown to have immunosuppressive activity in animal
modals of allograft rejection. The mechanism by which haparin produces
this effect s unclear, This group has recently described the observation that
heparin antagonises the proinflammatory cytokine Interfaron-y {IFN-} and
pravants upregulated expression of ICAM-1 and the induction of class
MHC antigens by IFN-y stimulated endothelial cells,  In this study we
compared the immunomodulatory activity of heparin with that of a nan-
anticoagulant derivative termed "Matrium’ (Leo Pharmaceutical Products).
produced fram heparin by chemical oxidation and reduction.

Radio-ligand binding assays wara usad to quantify the total binding
of IFN-§ to cultured human umbilical vein endothelial cells [HUVEC].
Addition of either haparin or Natrium at a cone n af 100wg/ml was

significantly Inhibit the binding of IFN-p (in both cases p<0.02).

5 found that both heparin and Matriem ware agqually effective at

ting the induction of class || MHC antigens by IFN-p stimulated

HUVEC. The immunagenicity of endothelia Is was assessed by co

culture of IFN-y stimulated HUVEC with alloganeic CD4 + T lymphocytes.

twas 1ownd that the lymphoproliferative response produced by endathelial

cells which had been stimulated with [FM-p in the presence of heparin or

Ma n was significantly smaller than that produced by cells which had
bean stimulated in 8 drug-free system (p < 0.05)

Rasults from this SlLdy indicate that the IMMUNOSUPPressive g wily
of heparin may be related to its ability o prevent IFM-p from binding ta
target cells within an allograft and ankancing thelr mmunogenicity
Anticoagulant activity appears to ba irrelevant to this effect.

THE USE OF ELISA AND CYTOTOXICITY SCREENING FOR THE
TION OF HLA SPECIFIC ANTIBODIES RELEVANT TO
IRANSPLANT OUTCOME.

i
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MI-ALLOGENEIC (F1) VERSUS FULLY ALLOGENEIC BLOOD
TRANSFUSIONS: DIFFERENCES IN THEIR ARILITY TO INDUCE
SPECIFIC IMMUNOLOGICAL UNRESPONSIVEMESS

Dave ROELEN. Emma DOVER, Masanor NIIMI, Neil YOUMNG, Peter MORRIS,
Kathryn WD

Ll n:r\'|-. of Oxtord, Mutfiel 1|’J-_,|1 irtment of 'H.ur"r-.' lohn Radelhifte I[lluul.._. Uhford

Tel.:00-1565-221316 Fax.: (0-1865-221272 E-mail: Droc) e immsvr, jr2.ox.ac.uk

The beneficial effect on graft survival achieved by pretransplant blood
teansfusions s well established. However the type of MHC mizmatch berween
transfusion doenor and reciplent seems i a role in deter |||i|'|i||" g Skl

e byt t this sharng of MHC antigen s is comreluted with the I-.'~'I.I of
sensitization or toler a1 weas studied in mice (O3 YEn| '1: pretreanment with se
allogenes | C3HxCS JIMFEL or with Tally allogenete (CSTHLAND) whiole I|I.|n-L.
transfusions

In witro limiting dilution analysis (L |} A for de IFIET- S ifie T helper (HTLp)

Cyarnid I 1
0T -| weeks "I T 1 s, 1t I"r'\-lh the

he response was redoc ICT B SCIT-E teic compared

ansfusion baorh

1fuslon of
clevs time -*ll"-"rl-.nlll.
4 weeks alter I|._!'|xl._|-| i a Cemeall B
(H 3 was l'-|'l.\l.'|-..'-..
£ 1 survival time
after fully all eic MST: 12 '|-.~.|
sistence of qd MHC class
ced levels of ant donor MHC ¢ | =Calic 2 I".|Hi|,|:.
after transtusion of semi-allogeneic blood compared to these
responses after fully allogencic blood transfusion
Thes: i e that ] nl with a s&
transfusion is m 1g” and less sensitizing than pretr
allogeneic blood mansli€ion
These find he explained by the sharing of MHC antigens between
recipient and transiu

THE ROLE OF APOPTOSIS IN ANTI-TCR IMDUCED TRAMSPLANT TOLERANCE
Casay JJ, Marshall HE, Bolton EM, Bradley JA

University Department of Surgery, Western Infirmary, Glasgow
G11 BNT, Scotland, UK

The mechanism of induction of transplantation tolerance
by monoclonal antibodies directed at the «/@TCR 45 unclear
RT3, a mouse Ighl mAb which binds to the of/f heterodimer of
the wat T-cell receptor, has been shown to  induce 21
activation in vitre when fimmobilised and T ce depl
vive. Im this study we have shown that a two day
course of 3 induces telerance in DA [I-!II"]'l YR
Lewis (RT1') cardiac allografts (M5T >100
treated with IL-12 post transplant, however, ~--_|rrr their
gratts (W51 22 I.J','sl. A potential mechanise for the
seen in this model is TCR mediated apoptosis. LML pre
RT3 treated all ograft recipient on days 4,7,21 and 100
tranzplant, and from wntreated graft recipients and r.n'u
rats were stained with propidi and analysed for
F escence  Tlevels by cytometry Cells r.'x|‘-1.1.-|.f|
hypodiploid levels of fl e WErE 1
Higher lewels of apaptotic
graft recipients at days 7 (20%) and 21 (:

i i1 and rejecting controls (10% at day

The findings suggest that R7Y induced
talerance is maintained by apoplosis f alloreac
and that thiz can be abrogated by IL-12 possibly by inhibiting

apoptosis inm stimulated T cells




ANTAGONISM OF INTERFERON-y BY ELOCKADE OF ITS INTERACTION WITH
ENDOTHELIAL GLYCOSAMINOGLYCANS: A NOVEL STRATEGY FOR
IMMUNDSUPPRESSION?

Douglas M.S., Rix D.A., Talbot D, Dark J.H. and Kirby J.A.

Tranaplant Immunology WUnit, Department of Surgery, The Medical Schoal,
Liniversity @ upon Tyne NE2 4HH, LK

-y [IFM-y] plays & central role in inflammation Specific effects
ymentation of endothelial immunogenicity by upregulation of class
. : MHC
antigens :
Heparin, a heavily tad g T AGH, can antago

nvestigated the molecular

d that total bind ng  of
1 & endothelial hybridoma cell line was reduced
e of heparin at 125pg/ml (p<0.001]; the structurally dissimilar
GAG chondroitin sulphate had ne act, suggests that soluble hep

nNon-toxic
si-sulphate into G [ % and
tigens by IFM-p stimi
reasa in the capacity o
This indi 5 that sul

GAGs are involved in both the

: saquance [-AKTGERKRSG-) from the
nd to competitively reduce binding of
e
e and call-c N
cally sequesterad onto
r binding to sulphated, heparin-like
heparan sulphate. This
aptimal cytokine activity and prowic
mmuneg modulation

CYTOKIME GENE POLYMORPHISMS PREDICT HEART TRAMNSPLANT REJECTION

D Turn [ Sankaran®, SCD Grant”, P Sinnott’, PA Dyver!, 1V Hutchinson®

Tiggue Typing, St. Marys Hospital, Hathersape Rd |, “Dept, of Tmm
Building, L y of Manchester, " Dept, of Cardiology, Wik
Manchesters
: analysed promoter region polymorphisms he genes coding for the pro
cytokine TNF-a and the r ory eytokime [L-10, whi
1o dewnregulate Thl daven mllammatory responses, in order to stud
Iranspiint reecton.
Previous fn wire stiudies have shown ta GITNFL) o &
the THEA pene is associated with a 6-7 fold
Iv described a G o A polymorphism ai
which leads to dilferential 1L-10 productio I stimiation
have anabysed these polymorphisms in b nienis (o
penotypes  can predict
transplant oulcome directly
et
L=
Forty two heart transplant

recipients  were  grodped

.|:'-.'|'-||||I|3._- to their oviokine
genotype  (see

Patients  swho  waould

positive) and low levels of

=10 {TL=10 1*ASA) have ™
£ ; PR

SIFmuECanisy more repeciion

cymking  hgh THF
wles g equeal o or

prediction ow Il
greater than 2 A
scorc) in first three

amesplant I'MF-a and IL-1U Hypes predict transplant nejection

In this preliminary study we have shown cvtokir ¥ a2 iy be uged 1o predic

transplant oateome, However we have oaly studied [L-1 Lt o The description of

palyror in other eytokine genes that play a robe in transplant rejection, such as IFN-
~ and T » accurate prediction of a pat

iple DMA based pre-




_F '-.:'\:-;'_HI:.'I. ISLET AUTOTRANSPFLANTATION COMBINED WITH TOTAL
PANCREATECTOMY FOR THE TREATMENT OF CHRONIC PANCREATITIS

JOHNSON PRY., ROBERTSON GSM, WHITE SA. HUGHES DF, DENNISON
AR, LONDON NIM

Depariments of Surgery, Letcesier University and Leicests eril Ho
Leicester, LLK

the surgically
[ This
plint priy E I fom and
Iy use the splegn as i s y
48.5
Wis

ed o

e IVED via
B.5 ml) and in adyd 2 paticnis hacl
SIAC ¥&in
us insulin p Hon was

madian = 1
iy performed
ndent,
riommed for the reatment

LIVER TRANSPLANTATION IN CHILDREN UNDER I YEAR OF AGE
H Bomatti, M Rela, P Gibbs, A Baker, G Micli-Vergani, NI Heaton

I lransplant Su I e and Depd. of Child Health, Eing's { pe Hospaial
Yenmark Hill, Lomdon SES 935

dlid rdnspdantalion o children under year rep =nts & consider
acathetic and ical challenge. "We report a series of 41 Liver tm isplants perfor
welween January 1989 amd Drecembe 1 35 chaldren vi
weight of 5.7 kg {ranpe 2
The commaonest indication was biliary atresia (18 oul of

s ware iransplanied for fulminant hep

A-100

neonatal haemochromatosis (3), ty
5 (1), congemital hepatitis B (1) and ||.'|.-;_' inchegig s
suppression regamen was Cyclosponine A based tnple th
treated with pulsed high dose stereid therapy
36 cases (88%) & reduced size grafl was used: npht lobe (2}, 161 lobe (99, lefl latera
ments (22}, monoscgment I {3). One graft was from a split liver and 2 from living
donors. Arterial reconstruction was achieved usir oan hac artenal condul Irom

and a Roux loop was used for bile

perative complication was infection and almost all the patients in
.'|\|'I W ol -\."\.il.\.'l';_'l T Serus 1nmhect 1 -\.\_"_\l-v_'lj;'
related bacterial infections init wilh viral infecti

rring ater, Kejection 15 usaally mot o r prohlem i

owing vescular complications were ohserved, hepatic arery thrombozis

vemn thrombosis 2 (5% and venows outflow obstruction | (2 59
perfo riil aks occurred in almaost

Currentiy i ihe I alive with

maniths Lrange 1-54). Ehl { =) children have diad. " il Gipin Taliive

poor graft function, 2 of infection and 1 due to an m ramial beed. Survival i FHI
the retransplant group (both 50%&) was significantly lower

I'.'\IIT aur I"\.!h'l'l'!llll W EOT :'II.ZI: that Frver ".\,:||\-:;' Andlatson com prsduce §

long term: results i children less than 1 year of age who would otherwise die of ¢

I dISCase




GLUCOSE INTOLERANCE AND SENSITIVITY TO INSULIN IN LIVER CHANGES IN GLUCOSE METABOLISM SENSITIVITY TO IMNSULIN IN
TRANSPLANT RECIPIENTS RECEIVING FES056 OR C¥aA FES06-TREARTED LIVER TRANSPLANT RECIPIENTS
IMMUOMOSUPPRESSION

*Erentz

palrment




THE " ‘\-‘;TH'_ET_”--":' DONOR  SYNDROME": TRANSAMINITIS AND RANDOMISED CONTROLLED TRIAL OF T
THROMBOCYTOPOENIA FOLLOWING MNON-HEART-BEATING TRANSPLANT BIOPSY
RENALI TRANSPLANTATION
Wheutley T1, Doughman TM, M
MD enron, PA Andrews, &6 Eoffman Furness PN, Nicholson ML

Renal Unit, Guy's Hospital, London, SE1 981
Renal Tl'ili!‘\.rll..lfll Unit, Leicester Gene
1 characterisol I v of elevated alanine
i farase [ALTY and
Kidneys 1 0on-heart-beatir I
Data framt 38 NH transplants wer

y ; rransplanted fr The size T of ;hn::"m:;:x'. I
3-19 4l

azathi ine, al ransplant histopathology. Needle core hiopsy has been showr : zafie and
[ “Hwe higt 3 nomber of different needle sizes are available this sudy was
ed primar; i examine the success and compli i sexdle sizes for renal
COTPArec Wl Cor ransplant Biopsy
with i Moo w
A consecubive senés of T renad transplant bropsies performed under wltrusoun
at two davs guidance were studied. Panents wen (RORT o b usi th
1 days asl- l6or 18 ae ‘Biog i neadie. All histol
consuliant hiziogar omiss. The ki mgCh ar
the presencefabsence of renal
glommeruli were recorded. T
this operatn
i

assessed using ver i analogue scales.

nher-for 14,

+ WHB i i ivelyh S iase usefulness were higher [
. i 166G v 136G (p=().018)
= 146G, 166

in ALT resulrts rom
rissue, and that the
rt b intragraft pls

of predictive valoe reg

RS AW palient




THROMBOCYTOSIS 1IN PANCREATICO-REMAL TRANSPLANT

RECIPTENTS
Sharma A K, Sells R A, Brown M W, Taylor I D, Ahmad R
Fenal Trunsplant Unit, Roval Liverpool University Hospital, Live

Pancreas transplant recipients have an increased risk of posi-operative

thrombasis  imvolving coronary, cerebral, retingl and grafi  vessels

Furthermmore, fine comir ol 5 hy 81 infusion in non-transplanted

finbetics has been associated with initial crioration in retinopathy (Kroc

5t M. Eng. J. Med 1984, 3311, 365372 Could

cacmia in angiopathic di 5 alter platelet numbers or function and
raise the risk of thrombosis?

Method: Platelet counts were performed in the following patieni groups
Group | (n=45) eoglvepemic pancreaticorenal transplants; Group 2
(m=23) renal transplant alone in diabetics; Group 3 (n=25) renal
transplant in nen-diabetics; and Group 4 (n=26) major surgery in
diabetics.

Results: (censored for pancreas transplant failurey: Plateler count x 106 mm

Dary 28 howks 5 mihs i T ks
410 381 0

114 i 2y *

LR 2R ven g

LT 2 412 E8ye 278

Pwo-tiiled Mann Whitney Test comparing Group | with other groups

Conclusion: Eug i ft recipients exhibit 3 marked relative

hrombocyosis which pe 5 longer {up to 6 weeks) than in other groups

studied. Routine Aspirin prophylaxis could well reduce the incidence of posi-
¢ thrombosis in these patients

THE TRANSPLANT LOTTERY - AN UNFAIR GAME FOR ASIAN PATIENTS

Traftord, Hooker A.*  Bri HES, D+ Repd
Transplant Co-cadinators,® Department of Renal Surgery.# Queen Elizabeth Hospital
and Tissue Typing Laboratory, Blood Transfusion Service. + Birmingham

Chur unif es @ large communiy onginating from the Indian subcontinent. This

antly affects our renal transplant waiting list (RTWL) on which 25% ted
patients are of Asian descent ri} cantrast, / il ||.-.|i-.'r||. have accounted for <1 280 of
renal transplant recipients in any year, Sey actors favour this imba

 of Agian RTWL patients have blood group B found only in 8 9% of
Secondly, significam hetes Wity exists, particularly at DR amd oci
] L ity and those encountered in th nar pool
Thirdly, during the past E 1 i al donors have been Asian individuals
Surprisingly, despste o 2 TATHER nale Asian RTWL patients do not appear more
prejudiced by 1 sensitisation than Caucasian counterparts

only limited members of Asian patients have been transplantediyear the number
own by Z4%year — four times the g th of the total RTWL
f present Circumstances persist  appro y 200 Asian | s (50% ¢

listy may be listed by the vear 2000 miary with tile chamsce of receiving a kidoey %

INMCTEASINE imbakance between recruitment and '.-'ill"\|"'|: ition has sersous ethical and
economic implications byt could be eased by reducing the stringency of HLA matching
However, it can only be fully redressed when more donors originate from the Asian
population. This will require the cducation and cooperation of the whole Asian
community and hopefully the Fatwa on donation, recently negotiated by our Transplam
Co—ordimators, will give impetus (o this process




EVALUATION OF THE EFFECTIVENESS OF TRANSPLANT PRESERVATION
SOLUTIONS IN PREVENTION OF CELL SWELLING BY USE OF A NEW
CELLULAR MODEL TO SIMULATE WARM ISCHAEMIA AND REPERFUSION

Potis I} J, Ahmad N and Lodge J P A.
Dhepartment Transplantation, St James’s Uniy 1y Hospital and Department of
Physiology, University of Leeds, UK

the Ma'K pump is not operating and the resuliant

nt preservation fluids act to limit such swelling

by osmotic retention of fluids outside the cells. These Muids are also required 1o maintain the

cell composition in such a way as to prevent swe Iii-|-. t reperfusion, We have developed &

ifitates the measurement of cell volume in real time, Experiments are carried

IT'C and make use of strophanthidin (rather than lack of oxygen) to block
VE. pump, to provide a simulation of warm isch )

P etized NZW rubbits {1.4-2 0kg) were flushed with Phosphate

BufTered ose (PBS140) or UW and stored at 4°C doe 0-4 hours. Isolated prosd

bules were set up sed on micropipettes and bathed in coyvoenated
[containing MaCl 114, NaHCO, 25, K;HPM, 2.5, Mgs0y 1.2, CaCl; 2
1 : 37°C for

n exchanged for 107 okl strophanthidin,

or LW for 35 minutes and then returned to

r a further 20 minutes, Outside tebule diameter (pum) was measored at

ute intervals and iz shawn as mean + SEM (n=6) for the end of each of the three

stmulated warm isch. smulated reperfusion
(10 M strophant kidin) (e sl

e 133+12 418 %2 8 (i saling) 1
PRS 3344 |3 i].4 % 1.4 (in PBS) 33

3052 1.4 (in UW)

b+ Ef]

e Na/'K pumip with strophanthidin at 37°C cauzed the cells to swell by
Both UW and PES140 |-I'I'|_':_'|'-.'-l protection against such
miodel to measune the efficacy of various preservation solutions

EURD-COLLINS AND HYPERODSMOLAR CITRATE DO NOT PREVENT
CELLULAR SWELLING IN PFRESERVED KIDNEY TUBULES:

DEMONSTRATION USING A SIMULATED WARM ISCHAEMIA MODEL

Ahmad N, Potts I} J and Lodge J P A,

Department of Transplantation, 5S¢ James's University Hospital and Department

Phystology, University of Leeds, UK

Using simulated warm ischaemia in a cellular model (by use of stro
inhibit selectively the Ma® pump) we compared the rel efficacy of Eu

{BEC), Hyperosmolar citrate {HOC), Univer sly  of Wizcansin  Solntion (L)

e

Collins

Phosphate buffered sucrose (PBES140% m the prevention of cell swelling m preserv

;\.iI\.II:_"N' |II..:

Eidneys of anaesthetized NZW rabbits (1.4-2.4kg) were flushed with and 51
test preservation solution for up to 72 hours. Isolated proximal tubule segrment
then set up unperfused on micropipettes and bathed 1 nated physiolo

i cell volume. The batl
( @ test solution fior 35 mar |
Ouiside tubule diameter (Um) was me
.|:1~1 iz shown as meantSEM (n=6) for the end of sach of

4 hour hypothermic storage

Test solnfion  Sturting deameter Simulated warm isch, Simualated reperfusion

(im saliney (107N strophant hidin) lime)
EC BIT225 46410 4

HOC 152410 Gzl 41.1+1.0

(0 357412 n5sl 920

PRS0 134412 i14=01.4 X0+ 16

Euro=Colling caused marked cell swelling during simulated warm ischaemia recowve

|'|i|||,':||". uEn "|'-|':'-||-.i With HOC, although =--'\-|.".|.||:_' WAS niod :\i__'\,lfl::...'_.ll
warm ischacmia the cells became swollen at reperfusion. Both TW and PRS14C
reduction in eefl volume d haemia recovering to their 1l

reperfusion. After

72 howrs cold =it e similar ¢

seeh with EC, PBS140 and UW (results will be presented) ez stored 1 RX

exhabited ger starting diameter which increased furtl rperfusion

These observations may explain improved :al results with LW and PES140




INTRATUBULAR T LYMPHOCYTE PROLIFERATION AND
CYTOTOXICITY IN RENAL ALLOGRAFT REJECTION

H Robertson, J Whealsr, J S Johnson, ¥ Thompson, A R Maorley,
J A Kirby

Departments of N icrebiology Histopathology & Surgery,
University of Newcastle upon Tyne, NE2 4HH.

role of lymphoid call invasion of tubules during renal

t rejection remains undefined. One may E[E

B-fiCN MICroanvironmant within an
would allow proliferation :

ula t the
activaly-rejecting graft
nd activation of intratubular cyviotoxic T
ympnocyies, resulting in tubular cel damage.

This hypothesis requires the demanstration in situ of aotivaly
profiferating, intratubular T Iymphocytes {ITLI,  Thus. we have
daveloped, and applied, a double immunohistochemical abelling
procedure in paraffin-embedded renal tissues. in which CD3 was used

cell marker and Ki67 83 the nuclear, cell prolife
antigen, “rofiferating and quiescent T
identifi and their precise lacation cla d by PAS
INTers ing 1o outline basement membranes, Proliferat
nelial cells [TEC) w algo arly identifiad. A
Diopsies showed significant co
TEC and % proliferating ITL [p
proportion of ITL in irre

ng tubular

strated by im operoxidase staiming in
yio IC potential of infiltrating intratubular
femanstrated by ids Gation ¢
I hybridisation and immunohisto Bmistry, raspectivaly.
orin mANA wera localizad in : Eraly
sociation with TEC. Perfarin protein
celis in cimilsr lncations,
a8t T lymphocyies proliferate within the
tubufar compart during acute wal allegraft rejection and that
there is associated TEC turnover. Our findings alsa confirm that cells
within the intratubular infiltrate can be fully activ
porential suggesting
damage

th cylotoxic
at TEC turnover is a respons 1

1 local cylotoxic

DETECTION OF ANTIENDOTHELIAL ANTIBODIES: A COMPARISON OF
WESTERN BLOTTING AND FLOW CYTOMETRY

K.-A. Busing, 5.1, Crisap, M.J, Dunn, N, K. Banner, M.H. Yacoub and M.L.. Rose.

Mational Heart and Lung Institute, Heart Science Centre, Haretield. UK

Previous studies (B T3 Wesiern blc
between the develop of tranapl i jated coronary fi dize
[TxCAIY and the presence of anti-end I [AEA) with 1gh AE
tive with & doublet o ypeptides ¢ wimanely 58 kDa being
of this study i to fu e the
AEA pfter tronspluntation and to develop a quick and reliable
sereening serm for AEA. Sern from 30 cardiac transplant patienis was collected

lat 1, 3, 6, % and 12 months after transplantation, and tested for AEA

estern blotting and flow cytometry. No correlation was seen in the resulis

AEA, However, o strong correlation wos found  in th
watients had detec Ighd AEA posi-transplantation

fthese, 16 were also found 10 be positive by flow cytometry. OF particular

st was the =i
detected by flow cviomeicy i
1 et 830 p 5 develoy
B had stron M AEA detected by flow
approaching their first annual




IHE UK MULTICENTRE STUDY OF NEORAL vs SANDIMMUN IN NEW DIFFERENTIAL IMMUNODOMINANCE OF INDIVIDUAL MHC LOCUS

REMAL TRANSPLANT RECIPIENTS : INTERIM RESULTS AT 12 WEEKS PRODUCTS: IMPLICATIONS FOR THE INDUCTION OF IMMUNOLOGICAL
TOLERAMCE TO ALLOGRAFTS

POLLARD Sigphen G., LODGE Peter J. - on behalf of the UK NEORAL
i T i SR s SAITOVITCH B, ROELEN Do, MORRIS PJ,, WOOD K.]
RENAL STUDY GROUP R v 00

St James' University Hospital, LEEDS, UK Mulfiehd Department of Surgery, University of Oxlond, John Badehile Hospital, Celord

Rackground: lmmuwocammnant mole £k i wose thal when coimpan
I of refated molecules, 1 12 A ETIne MSE 0T

2:1) at transplantation o Neorl (n=191) or Sandimmun
nt implic

ilatzons of Cyelo f , both wsed acconding 1o existing wur wing of this phencmen I
[ mmunne  dise ' 1Kkew 1 hell un
nmuanodominance in alloreactivity may allow the development of

s Antbody clan protocols were nol pesimilied. Apart from
xcess of males in the Neoral up. the teatment arms were evenly
| for demographics, medical history and HLA matching of the coreni

Methods: C3HHe mice 25} were prefreated 1v with

. B it [ g h 1
4 Ol T . 3 2 I y el w [P
VErRIS 9 T . id Sandimmun e ively., One Meoral 1= I WIREL TECTPE L Lhs I I THIEE
antrhosdy s i o - 1

Al week 12 1 graft survival were 96.5% versus 97 9%

d35 III:|I"|::IL,I patents (3, 1% ) disconunued for ressons other than ML ibeetles KB ar TID w
th. The episodes of suspected rejection, and the incidence rame 1 !.':;.I I“I_.hl nent 1 “,I!:_. o
Zlre el acute reection were Iower for Neoml (414% versos recervied a bear froim a CSTBLAD dodo
03 and 31.9% versus 46.4%, p k&), More Sendimmun patienis Results: CSTELAO hlood induced twics 1 anti=K" than ant
1 1 v varied between 2x ansd Bx hig

acutc repections (4. vorsus . 3.2% ) and  steroid resistani Likewise, the wnti-K? CTLp frequer

¥ fics (14.4% wversus 94%).  Analysis ol response. Similarly, L-KP cells proved (o be more immunegenic than |
survivid functions us the in on-folreal defimton (acute rejection + arafi wdmi nEstratio 3 L-Kb ce f-.;.x mare el D2 cells i
loss + desth) showed fewer carly trestment f es [of enls recciving transpic n given under 1 an - ant
Conclusions: Inmur rinant MHC

won p=0u02), Oy A i evels rose fasier

al group reaching thernpentic levels --.':-ll.l:.‘__ day 2, 48 hours
dlow t

r than Sandimmun, and remained corn enlly | he firsa 1
ower Meorl doses. There was m L atc<d Increase N re

or prolonged ATN,  Ower 12 weeks, the incidence and

kmown CyA o side-ellfects were similar and there were oo
WEED UEmenis 1o the number, type or seyveniy of
cported These results strongly Sugp that Neoral impn
culie e on witlout incurring the penaliies of inc




REMOVAL OF XENO-ANTIBODIES BY ANTIGEN-SPECIFIC EXTRA-
CORFOREAL IMMUNO-ADSORPTIOM (EIA) PREVENTS PIG HEART-TO-
BABOON HYPERACUTE REJECTION.

CAIRNS Thomas, 'LLI'__ Janet, "GOLDBERG Lawrence, “KJELLEERS Britl-
Marie, "MILSSON Runea 'F?FIF!;.R-:':l-'r\us Chiistian, "NEETHLING Francisca

TANIGUCHI H!'I-;_;:—.‘-ki ‘SIMPSON  Philip, ™ "FYM"IUTII WILSON Alex
‘LAWSON Chris, "HACKING Andrew, 'PALMER Andrew, COOPER David,
'"TALUBE David

'Renal and Transplant Unit, St Mary's Hospital, Lendan, England: *Excorim
AB, Lund, Swedan J-;mh-_-l 12 Transplant Institute, Okishoma City, USA, and
'Dexira Laboratories, Reading, England

and humans is
natural ant '~d:=..= to pig e lia Qens,
e thosae '.-_Hr' 1:-r--1 i'- G'n o 1-3Gal ‘iﬂac-fu'_

10 ElA sy =.r-—'n (Excorim AB) using columns of tha
glactivity, Lsing 500 ml pool of human whaole blood, thera
a>16- ‘-_lu [93% ) reduction in ==.r‘-.-1 lgG and IgA anti-Galili titre by ELISA
wing a 3 plas volume ElA

Two :_,dhrm"ﬁ were then immuna-adsorbed using this system, EIA of 3 plasma
ree days withowt concurrent immunosuppression reduced
irg t*-; E—I ISA 1o 'r‘-.:u'l- '::-,."'_1 evels and lymphocylo |.=-I\'_ titras
dly rebound was seen between
bm.-rl with immunosupgression (1S)
N and n‘--.-:l iyl pradr e t"-|= |I:“L"_; ind was

a pig heart v

1 which the pre-trans
further EIA but with con l|r|l.|¢:l|-_:'1 af IS .|‘|E-
: 104 and 115 hours. In the second
was 14 al fransplantation, and the heart was hyparacutely

within 10 minulas

ita show 1) by using appropriate immuno-ads 15 palymarphic anti-
fibodies can be removed from a large : n blood in a
clinically applicable system, 2) IS is effec al limiting anti-Galili rebound. and
3) removal of such anfibodies can pravent h pr—-...,_lq, fajection in a pig-lo-

taboon model, but such removal must be :nrn|_-|-;!_._:

PAPER 4. Session 2. March 27th 16.00

A UK-WIDE TRIAL OF THE BANFF CLASSIFICATION OF RENAL TRANSPLANT
PATHOLOGY

PN Furness, D Davies', K Solaz *

Dapariment of Pathology, Leicestar General Hospital Leicester. Deparment of
Pathology, John Radoliffe Hospital ¥, Oxford. Depariment of Pathalogy, University of
Alberia * Canada

The Banff Working Classifica fanal ira vant pathology was publishad in
1983, This is the first stuc 5 use by diagnosticians throughout & whole country
Mo training was given be d provision of a regrint of tha ariginal description of the
scheme (Kl 44:411-22 3

I some difficulty in the

21 transplant biopsies were selected which .ad all caused

diagnesis or exclusion of acute rejection. We : x5 within & monthe of
transplantaticn, in which a clear 'correcl’ diagnosis d be deduced from the

subsequent clinical course. Sections wera cird 3
labaratories, covering all but one of {
responses were received, an average of 26.9 per case, a responss rate o

fransplant centras ir i"‘ UK. 564
of 84 1%

In accordance with publishe {af]=}: 2 few super cialist’ pathologists, there
was greater reproduciblit the diagnoses made using the Banif system
Howewer, irrespective of where in the Banff classification the cut-off paint for the
diagnosis of acute rejection is placed, there was no significant di
"Mr: ber of "correct’ diagnoses when compared wentional diag
approach, We suggest that tha best balance of false positive and false r
diagnoses resulis if any grade of Banff category 4 is considered to be ac
rejechion

If one of tha Banff grades is considered to ba 'aguivocal’ and input of clinical
information is permitied, a large increase in the number of corec! diagnoses can be
achieved. This confirms the i of elinico-pathological correlation

One might expect performancea with a new *:,rs'r::m o improve with tima, but
pathalogists who had already & =, ssification in their routine work
produced correct diagnoses wunder n--- 'l.-sc.q fization no more often that pathologists
who had not

An opinicn survey aftar the ¢
represented by the Banff schama amongs ! i ath . |t provides
a mathod of harmaonising 'F-p"'--"q styles and for refinement of diagnostic crtena
We support (18 use in T n:-m reh projects, in teaching and as an "aide memaoirg', even
for pathologisis who choose nod to use it as a reparting format
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METHYLPREDNISOLONE VERSUS ATG AS INITIAL TREATMENT FOR ACUTE
REJECTIONS AFTER RENAL TRAMSPLANTATION

LB Hilbrands, AJ Hoitsma, RAP Koene

Department of Medicine, Division of Mephrology, University Hospital Nijmegen
Hijmegen, The Natharlands

Anti-inymocyte globulin (ATG) is very effective for the treatmant of acute rejections
{AR] after renal transplantation (Tx). Due to the frequancy and saverity of adverse
events as well as the high costs of this drug, it is usually applied only after treatrment
with methylprednisclone (MP) has failed. This policy may result in a delay of
effective trealmant and ult Y IN MOfe IMMUNSEUPDrassion in.a number of casa

We comparad MP and rabbit ATG as the initial treatment of AR in a prospeciive
randomised trial. Our study population consisted of patients with a first cedaveric
renal allogralt who had a first AR within 90 days afler Tx during treatment with

asparin and prednisone. In 17 patients initial treatment consisted of MP (1000
migid on 3 consecutive days), and in 19 patients rabbit ATG (RIVM, Bilthoven The
Metherlands) was administerad as initial treatment in & dosage of 200 mg on
alternate days for 10 days. The duration of follow-up ranges fram 16 to 77 months

Both grouss were comparabls respect 1o 2ge, sex rato, interval betwesn Tx
and AR, HLA malch grade, and serum creatinine at stan of therapy. Additional
treatment for rejection (within 3 months after Tx) was nacessary in 8 patients (47%)
of the MP group and in only 3 cases (27%) of tha ATG group (P<0.05). Grafl loss
occurred in ¥ patients of the MP group and in 4 of the ATG group (NS), the death of
ona patient in each group being includad as a cause of [i] d||. lass, The estimated
graft survival rate &t two years after Tx was 59% in the MP graup and 78% in the

ATG group (NS}

Conclugion: The choice of MP as initial treatment for AR will aveoid costly and mors
complicated treatment with ATG in abaut half of the patients. Howeaver, this
approach, which is currently favoured by many centres, may lead to & delay of
effective therapy and even to more graft losses

PAPER 6. Session 2. March 1Tth 16.20

SUBSTANTIAL IMPROVEMENT OF LIFID PEROXIDATION AND FIBRINOLYSIS
AFTER CONVERSION FROM CYCLOSPORIN A TO AZATHIOPRINE

MA van den Darpel’, A) Man in't Veld', M Lev?, | Rischen-Vos', H Jansen’, W
Weimar

Dept of Intermal Madicine, University Hospital Rolterdam’ and Acadamic Medica
Centre, Amsierdam?®, Tha Natherlands

Atherosclerotic cardiovascular d 5 the most important
renal ransplantation. This complication may be relaled 1o hyper
in the plasma lipid profile, especia 3 5 fibility of low density lipopratein

Wa studied the nflue I

renal transplant recipiants | 1: d E6F, age 41113 y
were switched from cyclosponin }‘- to az rine-basas

treatment. Before and 16 weeks affar co rsion blood samples were taken
TEaSL [ af LOL-particle size, the susce ph sility of LDL to

AT r-l.—-.::.. p and the concentration of antibodies age

plasma. In addition, plasma concantrations o ar="’u-=l=

and vasoactive prostanoids were measurad, and 24hour ambulatory |.'|-..l..n:; pr
was recordead

Afler conversion plasma LDL-cholasterol and tnglyceride concentraton
significantly lowar, LDL-particle size largar, and LOL-particles wers
susceptible to in vitro oxidation. Moreover, the titer of IgM-antibodies against
oxidized LDL decreased and the fraction of patients with LDL subc e A
ncreased These data indicate that apart from an increased LDL cholesterol and
frighycarida level, LOL is more atherogenous dunng cyelospann A treatment
Conversion was alsa followed by an increased fibrinolytic activity, as plasminog
activator inhibitor activity snd antigen de ad, lissua plasminogen activator
increased. and plasmin-antiplasmin complexes decreased, Plasma lavels of
prostaglandin E; and thrombaxane By, while 24-hour biood pressure profile had
considarably improved.

These data suggest that cycloporin A conlnbules (o the: high incidenca of
cardiovascular disease in ransplant rec r.|s='|'|5 as tisn :‘. anly a nmparied by
elevated blood pressure, but a

fibrinolysis
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EPIDEMIC OF NON-MELANOMA SKIN CANCER IN RENAL TRANSPLANT
REGIFIENTS: VIRAL AETIOLOGY & INFLUENCE OF SUN, SEX & DRUGS

IM Leigh, CM Proby, M Glaver, MJ Raflery”, J Cunningham®

Deparimants of Dermatology and Nephralogy?, St Bartholomew's and The Rioyal
London Hospital School of Medicine and Dantistry, QMW, London..

Since the early 1870s an increased risk of non-melanoma skin cancer (NMSC) has
bean noted in renal allograft recipients (RAR), which increases with time from
transplantation. A cohor sludy of RARs at fhe Royal London Hospital has
established an unusually hegh prevalence of NMSC: 40% of fair skinned individuals
were affectad 5 years after transplantation, Thasa cancers oceur in sun exposed
&ites on a background of widespread human papillomavirus (HPV) infection, with

al warty keratoses. Many of these are locally aggressive and soma

stasize. Previous studies of the role of genital and cutaneous oncagenic HPVs
in these lesions found very low rates of virus detection, using Southarn blatting
revarsa blot hybridis, and known HPY probes and primers, However, with tha
developmant of degenerate primers for polymerase chain reaction (PCR), together
with nested PCR primers for cuteneous oncogenic viruses (EV HPVY, & 85-80%

fivity has been found in both tumours and warts from RARS. A notable feature

nan the detection of 17 novel HPVs, some being EV-HPVs and olthars a new

group of } are Ci0eEr o genital than culansaus viruses
{functional studies of the transforming ability of the ES and E7 ganeas of these
viruses are in progress). Independent risk factars for the development of NMSEC are
the male gender and cumulative UV exposure and now the rale of specific
oncoganic HPVs. The cohort study showed these resulis emphasize that CycAnsporin
containing regimens ware associated with a s ant increasa in squamous cafl
carcinomas (48 NMSC per 103 person years) compared to n yelosporin
containing regimes (28107 adjustad hazard ratic = B.43 (1.30,54.8), p=0.03). The
implication of these findings for the design of immuUNoSUppreEssive regimens, or thair
tailoring to particular subgroups of RARS, remain to ba clarified. We conclude that
reguiar dermatological surveillance of this high risk group of patients is extremely
mparant.

virusas (HP




