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BLOCKADE OF THE CD40 / GPI9 PATHWAY AUGMENTS THE
CAPACITY OF SMALL RESTING B CELLS TO INDUCE

UNEESPONSIVENESS TO ALLOANTIGENS IN VIV,

Miimi M, *Pearson TC, *Larsen CF, *Alexander DY, YHollenbaogh [
JAmufio A Momris P, Wood KJ

Al of Sur John |-\...|| liffe Hospital, Heads ngton, Oheford
54
..;:|I|E;' LISA

Srall resting B cells (srBC) have been shown 1o induce T cell ane
angd 1o e | of skin grafis mismatched for the sir el
L RET i 1 H-%. It has cfore been sugg 'xl.n..j |I.I =

1 b :":II imed % 0f FANCE R I'ee 1t this ||.|-.'-II E51%, W

exumined the ability of srBC 10 induce wlerance 10 MHC and miH antigens fn

First we T t srBC isolated from the spleen were: (1) MHC

lase 11 [pt. B7-] Wl B7-27 hy |:.-'-.l. S amalysis: { 2w e i pfate T eell

prodiferation in nuixed wie cubture as 1 kol i1 ged survival

of H-Y mismaiche ifts when delivered intravenously (v Wik

notone transplantation (median survival time (MST) = 100 days, compared to
et 5. MST = 31 days). '

Next, we examined the ability of stBC o pr ng the survival of

cularized hetertopic ¢ e gealls mismatched fos multiple miH, single MHC

niltiple mil MHC antigens, Recipient mice were pretreated with 1x107

donor sTBC iv an day - 14 relative o transplant an day 1
MST MST
\Emum!u Dhapsr Recipient  Resting lnnlml

B 10 male B0 fenuale
|I| P e 1 CiH CHA
[  MHC B ChA
> miH & MHC B0 C3H

Simall resting B cells were found to be unable to induce indefinate (=100 davs)
survival of grafts mesmatched for MHC ant We hypothesised that this
mighi i he srBC i o The C 3 pathway has
'r.'-._ll"'l' play an impeortant role in B ¢ ation, Therefore to pre
activs e srBL after i injection, re ipient mice (C3H/Hel, !I _‘icl'- WERE
Wl T on day - |4 with anti-gp39 monoclonal anthody (ME1) (250

(Hinone (2donor specilc CSTBLAG(H-2h) or (33 third pas lels’\rli-
2 srBd 13 relative to imnsplant of 3 C57RLA heart on day 0

|'|'l.'1l'n.':il|'|||.'|_|_l ralt survival
sting B cell & MR 23,79, 44, 50, 52, > 100 %4
B cell alone ] 2 o 11, 17,20
[ 4, 24
ing B cells & MR
resting B cells alone

onelusion, blockade of CD40Mgp39 pathway increased the paaency of stBC o
bce wnresponsiveness o MHC antipens in vive o

A MUTANT CIITA MOLECULE INHIBITS EXPRESSION OF
HUMAN MHC CLASS 11

Yum &, Uustatsson, K., and Fabre, J, W,

Diviaion of Cell & Maolecular Binlogy wwtitube of Child Health, London
LI

lhe expression of polymorphic donor MHC elass 1T moleculs
fundamental importanee in graft rejection processes. Some cel

MHC & mnstitutively, eg. interstitinl dondritic

others eptible to MHC class 1 induction following lympholkin

atimulation, The I|"|r.--:'|'i'|1i||| of MHC eclass 11 genes reguires tl

1
--=-:-"|'|-'I-I-I' Bpeci I|| nuclear trans |r||'-l'| nal activator termed CIITAL |
Iil,illl'ul"'l-' 'il
ymina-
carboxytermin f "‘-l-.- carries the specificity
binding to proteins of the promoter region of class [1 gzen
l the first 567 bp of the human CIITA eDNA and re |'|.|. il the
1rikis e of translation with a svnthetiec variant and 2
localisation signal, The constructs were transfected into hum
cells. Transient as well as stable transfections were followed by
clasg 11 induction using recombinant human IFN-gamma.
i tructs showed drast
CRPrCasL rwn to 10% or less of normal expression) as assesae 1
FACS an: [ MHC elass Il cell surface expression as well as 'I.II i
class 11 DRA R . Sumilarly, a B-cell line (DoHH2) that exprosaes
MHC class 11 constitutively at a vel was trar
conetroets transently. The same ivs indie:
downregulation of MHC class 11 expression in thess cells. Transfection

an empty expression vector. or the deletion conatruct without initiation
codon revealed no reduction of MHC class 1] expression, We believe th
mozt likely explanation for our results is 3 suc ul competition betbwoeen
i construct and the endogenouas CHTA. Such downregulation of MHI
class Il expression in donor organs may de iy e AT
immunogenicity after transplantation




RETROVIRAL GENE TRANSFER OF A DONOR CLASS 1 MHC GENE
Iy RECIFIENT BONE MARROW CELLS INDUCES OPERATIONAL
TOLERANCE TO ALLOANTIGENS IN VIV

WONG W., STRANFORD S.A., MORRIS P.J. and WOOD K.

MUFFIELD DEPARTMENT OF SURGERY , UNIVERSITY OF X R
JOHM RADCLIFFE HOSPIT AL, OXNFORD OX3 800, 11K

Gene thi has been used 10 treal o varety o 5. This approach n
also be us + tramsduce 1 ient cells with ok ZEN(S] 8% i means of prefransy
alloanti lelivery to rrall survival. This will elimi the need for
availiity of donor cells before transplantation and the assoeiated sk grafl versus host
sy

w cells (BMCs) were harvested from recipient strain mice CBACa (125
s imjection of 15
¢ cells and to e iy Wis
:I|:|l.'I|||.'-'-|l|||n:'|' e 5-Fl - imeni: BMCs were | for stem
Kit ais positive and ( -1 and GR-1 as negative markers
piciinm kodide 10 determine the proportion of cells in cycle.

venous admimstration of 3-FLT increased the bone mamow sterm eell populaton Irom
r 135 after 12 days and the proportion of cells in eyvele from [RSE o 3
after 6 davs, 5-FU treatm I days b beone marrow ha
COMPrISE, % removis

elass T MHC
or, A
ons o determine the optinal
| hype CEA BMCs were mnje

ther with 2 doses of depleting anti-Cd4 monoclonal antibody 23
of u heterotopic cardiae graft from a Fully donar,
expressing full complement of allogeneic major and minor

ntigens incheding the class T molecale Kb

id been culivred for 2 days with the
wiral vecir KFYF w used, long & survival (LTGS) was achieved in 445
ecipients, This inereased to 58% when SxI0% transduced BME were waed
Iy, shortening the time dur which BMCs were incubated with KRYF in vitro

ulted in 100% LTGS in recipients treated with transduced BAMCs.

pent with syngeneic BMCs transduced with & single donor class 1
hefore transplantition nduce long term survival of a fitlv allogene
ting that gene therapy can be used iuce operal

COMPARISON OF ADENOVIRUS GEN
VASCULAR ENDOTHELIAL CELLS IN CELL CULTURE, ORGAN
CULTURE AND IN VIVO

Merrick, A F., Shewring, L. I, Sawver, G..J., Guatafason, K.. and Fabrr
oJ. W,

Divizion of Cell & Moleeular Biology, Institute of Child Health, London,
[TE

Genetic manipulation of grafts to reduce their capacity to evoke rejection
responses 18 an attractive experimental and cliniea] objective. We have
studied the potential of adéenovirus vectors for gene delivery to vaseular
endothelial o I + these eells are an immunologieally important
component of organ grafts. A replication-defective Adenoviras 5 wvector
carrving the i galactosidase reporter gene was used, and ted for its
efficiency for gene delivery to vaseular endothelial cells in various
situations. Both porcine and human primary vascular endothelial cell
cultures were very efficiently transduced (=90%) at ade
concentrations of 10V phuw'ml] or higher. Cultured rat fibreob
keratinocytes were oven more readily transduced, wit
transduction with adenovirus titres of 108 pfu'ml or higher. Howe _
non-dividing vascular endothelium e sty was viery poorly transduced,

Fiecea of asrta from adult pigs. sheep, rabbit and rat, and pieces of human
umbilic ery and vein were astudied in organ culture. Theae showed
only o | positive vascular endothelial celle when exposed to the
adenovirug vector nt concentrations up to 5 x 10U pfuml. Kidney

perfugion studies were also performed, Four rat kidn perfused with
the adenovirus vector at titres of up to 2 x 109 pfu'm] and transplanted
imnta H}|:|."|'|'|-:-'-' rats for 2 days, showed :|:'||_x i - ional pOsItive v wacular
endothelial cells. Similar results were obtained with 2 pig kidneys
perfused in sifu with the adenovires vector st 6 x 101 pfuiml and
examined 2 davs later

ir data suggest that adenoviruz vectore will not be of valua f

livery to uninjured vascular endothelium fn sitn, and are therefore
unauited for ex vive genetic manipulation of vacular endothelium in

organs for transplantation




Jepartment of Tmmund
J'|-l:\i'li:.'.-i. Laomelon, W12

Chne attrctive approgch o presenting or controlling allograft rejection is b penetically
modify the donor tssue pror Lo i lantation. We ha e chosen the eomet is &
itahl 1 ok e I|"'||I\.I1||l.|,|._| proach a5 (i) the well defined anatomy of
n of therap fenes (ii) the comea coliured
EX Wi fof up o i e \.\1'“11|.|'|'.L-F||-. kinetics amd efficacy of
sfer |||I|.I ; | sm |"|-. Lo menitor the elfects of gene transter by
nhaervalion 1 ; casurement of comeal thickness,

i this s @ cratical o
ul-lvl I i mapor reason for |
thee ellicacy of pene transfer usmg either

-'.|.|||_"|.-| HI'. I Y
seen in the s alysis of the k 5 of gene e | nll.-u:n,-
L Ilr'I"Llllll .

1 (the exact kinetics
i studlicd}, Similar kinetics
ied rabhbil comeas, The
1ol o & ol induee any signils
SILEL JE| nclison of the endothelial co

wnwal clanty and thi

VLIS Al introdining I.I1. miark
K |"-.|'||'|,' naly s e sal end
vartable, ween 1-H1% of cells ¢ RS
the pon-immu

* oo exumining the expression of two potential therapeutic penes inthe comea,
¢ forms of CTLAS and the ||:n |||| et
Comstructs ane made o 1 il
The CTLA4-Ig constrsct in 15 .|-'|'i1:illl'."|l_||l. s with fT IRCTLAL, thus
imlerfering with the il phasse of the rejection .1~.| ] hlocks the
ol TMF, which nl||-.| in high levels in the anten
1 vill st later, moduliting the i
el 1
AMUHEN are
incd by hinding
TNF i .

NG GOl e T o ll.nm[ll.u
x"'-l.l'll.”'.r\.-ln.llllll'l lling |'I| i
o] II-II'\|'I| intation, b als
hes e modulating rejection of other transplanted tissnes or organs.

GRAFT AND AQUEOUS HUMOUR I
CORNEAL ALLOGRA REJECTION

Larkin D F P'2, Caldér ¥ L*

oy' and Clinical Science’, Institute of Ophthalmalogy

Purpose To compare the phenotype of cells infilirating
wmour in the anterior chamber at mtervals foilowing o
rat coaneal allografl rejection

Methods F344 (RT1™") rats received orthot PG COTT
Furth {(RT 1) d 5. Mo mmunosa

were examined daly for clinical signs of reje

2-4ul of agueous humour was removed from the

observed anset of rejection,
ik erior \h-ll1‘ eor Tor How cytometry, the animal killed, and the anterior sepment of
i1 snap I|| zen Tor immunahis: nistry, Similar s
it recipients at equivalent intervids fo In-'.-.'l'!_

plantation
Results  Signs of re m were oheerved m 25 of 26 alfografis at 4 median tme
of 18 days ] ; baerved to L i lowe cytometric
unalysis of aqueous hun L ng cells during
nEjection, i COnirase io H Al i b re LR
Aqueous infilirates were g vminanthy Iy il [ f M oab davs 1-3 and
CDACDR ot days 5-8. I cells in
allograft epithelium, stroma i foscal ¢ '] i L..-.|. helium, Earliess

L I'|:"\ WETE MACIT 3 :"L"\ L‘-i\ C neu K Ii'\- I.III!I Ii'|.l-|l' LCs WeTe
predomimantly ymphocytes, CD4 =CDE timepemts examined. [CAM-1
CXPression Was found on endothelial cellz of s and cormeal » [ nod but
not recipient corneal endothelum

Conclustans Comneal allograft injury ol the time of rejection s mediated by cells

migrating to the donor epifhelium and "1|,|||._1r|,-"-1r scipient cormesl Titmbm
and migrating also through the anterior che T donar endethelivm from
the recipeent s vessels \I||||l|.|. ||u| proporions of CD4 - cells were found in
the stroma at all timepoants following onset of rejection, higher propomions of

CDE cells were found in agueous &t earliest examination limes




PII MOLECULAR METHOD TO GENOTYPE ABO BLOOD
LIROUP AND SECE IR BTATLIS

OKT: IN RENAL ALLOGRAF SURVIVAL AND COMPLICATIONS
; y i o R 150w, 1T C Kwan, R Chang, M R Bending
Crawtond, M. Bunce and K. L Welsh. 5 W Thames Renal Unig, St Helier Hospital, Surrey, UK

munalegy, Muffield Dept. of Sury d Transplont Previous reports have suppested that the use
T akignancy, particul carly lymphoprolifc
L speclively examingd the records of 440 paticnts who had
received QKT lor steroid-resiztant e N between 1987 and 1995, and compared the
oulcomes of these P iemts with B, SEX, HLA-matched Hllll-\.'_l. i il IL"i'I:"'il.'ill‘i whin
wiene transplanted contemporanconsly in the same pedod. We nsed dual therapy,

hypothesis that Bidmevs from | up A2 o for
Eplant it non-A recipients v AT 15 used
15 induction therapy, In addition, we

lonors may he o wn-A recipient. . The problem of donor-r

|F] i

ol blood wp wiks defined by the Birmimgham

M BTS meatn E Positive "socinl™ suopestions w e misde (o readdress

thar ugg ol

ranspluntin

euld be complemented clion of HLA

been defined

LS anad
Xpression would

sretor A2, as expression o {

} mianon
nelecular method to define £

v devized

utiliging the PCR-55P methodology I'his can

ve PUCR-S5P method used o 11 -ty pe orein donos

v the ARG penotyvpe, secretor status and 11 A-type 10 he

¢ penotypinig of 150
elor stidus 1o assess the

=y TECIPICIRLS,

Ips re
1N #re non-secrefors. . Tlese ¢ ¥
515 of HLLA type and antibesdy status of our pancl sugg

also be g useful adjunct to our current strateey for

v sensitised parients

cyclosporin and prednizolone, as our primary immunosuppressive therapy,

OKT;-treated
(n=4d})

Control
(m=41)

p-value

Age meantSDNrange) 43212 (17-67
Sex 19} M
Follow-up imonths) 34E3] (0-105)
HLA:iotal mismatches

HLA:DR mismatches

Rejection episodes

Creatinine at 3 months (o)
Creatinine at 12 months {mmndT)
Graft survival ot 12 months
Patient survival at 12 months
Severe infection in ficst & months
Malignancy

Deénths after 12 months

46410 (24-66)
9F 1M
52426 {1-91)

4,341

-

12417

46 (-3}

NS
i ]
E= 1AL 1]
NS
i Ju]
<1LENH]

<10 CH

plixined i
brovascular events . There was no significant in

hough mot 5

norese in cand

sicially

o due 1o a predi

vascalar and

RS il': |I'II" MCCLMTeEm: Ol

malignancies; mo case of LPD was observed despite 14 patients receiving both OKT

-;|I_-.--|_\: als
n the OKT, paticnis with a n

1 lakes intor Con




PROLONMGATION OF ALLOGRAFT SURVIVAL BY ANTI-IL-12
ANTIRODY

D1 Orer, LA, Gracie and J.A. Bradley

University Depantment of Swrgery, Western Infirmary, Glaspow.
Ll B

Interleukin-12 is a key immunoregulatory eylokine which promoles
a TH cimmune response and is likely, therefore, to play an
important role in afllogeafl rejection. We fnvestigated the mle of [1.-
12 in 4 newtralising polvclonal antibods
agninsl [L-12 at the time of afting C3TBIS mice with semi
wic (C37BM6 x DBASZ) F in prafts {0.5mg anti-1.-12
ng on .|.-:L (. Mice
wil show prolenged graft susvival
rols (MST 11 days in both groups)
¥, MOWEVET. Wit el mice Wene pre-tneaie
tton of anti-11-12 und intravenous donor strain spler
fay <7, and anti-I1-12 a1 day -8, -5 -2
: sigEnifi Iy prolongs IST 17
i1s i mice treated with 1.v. splenocyies alone was no different
from controls {MST 10 days)

&8 from grafi recipients were coltured with iradiated
donor spler
cyloking o rom unmasdified graft recipien
produced high levels of IL-2 and gamma nterferon (i
Cirafted mice pre-treated with denor st
level [IFM bt littde 1L-2. In con

2 and [N
with increased production of the TH 2 o toking
Conclusion pre-treatment with angi-11-12 and donor splenocyies

inces murine skin graft  survival cinbed with a

deeresse in TH 1 and an increase in TH 2-type cviol

TCRpOTISES

HEPATIC CYTOKINE mRNA EXPRESSION IN TOLERANT LIVER
RECIPIENTS :

KT. Nouri-Aria. R. 'Alba, T. Wang, 1. Giddings, R Williams.

Institute of Liver Studies, King's College School of Medicine and Dentistry, London SES
QRS

Backgrosnd and aims: Clnically, a proportion of ver transplant recipients are tolerant to
their allografis off immunosuppressson. In expenimental models of lives tramsplantation
elevated levels of 1L-4 and IL-10 (Th2 type cytokines) are believed to play a major role in
graft acceptance. In confrast, 1L-2 and IFN-y (Thl tvpe cytokines) are reported to be up-
regulited during graft rejection. The aims of the present study were i) to identify cytokine
mRMNA expression in Ever allograft from 17 long-term recipents, i) to establish whether an
alteration in the balance between ThI/Th type cytokines may be responsible for the
maintenance of tolerance in clinical transplantation

Patients and Methods: liver biopses from 6 foleram, 6 tme-maiched particl foferarm, §
acute cellular rejection and 4 nomal donor liver were investigated. RMA was extracted using
EMNAzol, cDMA was synthesised wsing oligo-dT. MMLRT and the levels of 11-2, TL.-4_ 11L-
11, "'-5\'-'_' and GAPDH {a house kl:\'.‘Pil'lll:: Eenep mM A cxp‘rl:ssir_m were detected WS AET =
quantitative RT-PCR. The PCR products were mum on an agamse gel and visualised under
UV, Three pl of products were transferred into a nylon membrine and hybridised using ™
labelled specific probes for each cytokines and deot Botting. The blats were autoradiographed
and the dots were counted using & scintillation f-counter,

Resulis:

IFN-y -2 fL-1t

Ihrnowr Liver ERE | 04 wd

Acute Rejection 505 e s

Portial tolerant 4 146 116

Tinlewvint 56 446 16 36

(p=ns)

Conchasion; 1) The resubts of the in g opokine expression of IFN-y mBENA in the groups
studied herein suggest this cytoking is constitutively expressed in the liver tissue, i) The
pattern of IL-2 mBNA post ver transplantation is overapping, i) The absence of IL-4 and
IL-10 mRMA in the donmor liver and acute cellular rejection are m favour of the
immunosuppressive effects of the latter cytokines and their possible involvment i the grafi
acceptance and tolerance in loag term Fver recipients




LUNG TRANSPLANTATION WITH AND WITHOUT CARDIOPULMONARY
BYPASE.

S.C.CLARK, R. KHANMNA, & HASAN, C.J. HILTON, J. FORTY, J.H.DARK

Regional Cardiopulmonary Transplant Unit, Freeman Hospital, Newcastle
upon Tyne, NET TDN.

Lung transplantation may require the use of cardiopulmonary bypass
(CPB). Many units have avoided its use whera passible due to fears of severe
pulmonary reperfusion injury, early graft dysfunction and increased blood
|oss.

Wa have examined these effects in 85 consecutive single lung
transplants, of which 21 were performed on cardispulmanary bypass. The
mean CPB time was 140.2 minutes in these cases

Donor organ ischaemic time was not significantly different in bypass
(CPEB) and non-bypass (NCPB) aroups (275.5 mins vs 2573 mins
respactively p=0.31)

Pre-operative inspired ooygen (Fi0;arterial oxygen content (Pa0s) ratio
was not significantly different between NCPB and CPB single lung transplant
groups,

A 1 hour and 24 hours post operatively the Fi0/Pad. ratic was no
different (maan 3.3 and 3 42 in NCPB cases: 3.55 and 3.73 in CPB patients,
p=0.44 and p=071 respectively). Similarly, extubation times were not
influenced by the use or atherwise of CPB

Mean bload loss, however, was greater post operatively in those cases
performed on bypass (1252.2ml vs 988.3ml), although this was not
statistically significant {p=0.29).

Although the use of fresh frozen plasma (FFP) and platelets was
girrilar in the two growps (p=06 and 0.5 raspactively), mora blood was
transfused during the post operative care of patients undergaing single lung
transplantation performed on bypass (p=0.016)

In canclusion, fears of poor post operative lung graft function after
cparation invelving cardiopulmaonary bypass appear unfounded, We could
detact no difference in function at 1 or 24 hours, nor was there any difference
In axtubstion fime

It is clear, howaver, that the use of CPB, appears 1o increase pos
aperaiive bleading and the need far fransfusion

RENAL TREANSPLANTATION IN CHILDREN; REPORT OF THE UNITED
BANGDOM TRANSPLAN [ SUPPORT SERVICE AL |_:|||;'|.|{|;';_'!| 1995

Yerrier Jones K

O behalf of the UKTSSA Users' Kidney Advisory Group, UK Transplant Suppont
service Authonty, Bristal, UK

[he United Kingdom Tranaplamt Support Service Auth

national computerized database for the d uticmn FiE Organs bo
ApPropriate recipients b 1 agreed rules. Data o o ne are collected

TEIFTLES Thas report describes the resulis of renal transplanis in childrer ‘-"?."‘-':-I 0 1o

18 between 1984 and 1993

i the ten vear audit 16506 renal transpianis were registered including 1406

15.5%) Follow up dara w ilable on 514; O0-4vrs 119 (13%). 5-14 vrs

489 {53.5%), and 15-18 yrs 306 ¢ commonest causes of renal disease
titial nephritis ), eongenital renal
miation {1 7%} and glomerulonephitis (177 The

number of cf seiving renal transplants has remained ¢ It over the study
period  Th i i o Carmie n 14 pasdiatne nephrelogy centres, Cne
vear grall sunay 3 " or 1983-85, 1986-89 and 1990-93 five
¥ -.l.l vival was 58% an Yo for 1983 and 198 Jeath was recorded m 48

children

Ihe relative risks of or "transplantation (0.65% for
19090-0% v 10 for 1084-86% and Incrensed with e under 10 years {1.4* For
5=10 yrs, 3.04* for (-1 yra), no ial mi F2% ), non-trauma canse of
donor death (1,25%), shipping to ciher units | 1 i mber (1.13 for

ft). Recipient age had relatively Little effect (1.0 for 15-08 yrs wa 0.8
for 5-14 wrs ws 1,06 for 04 vrs); however epoch sis demanstrated a
slamificantly ncreazed gk i the vwou Idre ol three months after

transpdantation corresponding 10 the ir caden: “renal vascular thrombaosis

mn ||“ 5 -'.:_"." E_'l'l\.'ll |i‘= il' e i:l 1T ye I'-"\l:il =i II'\ll_"'l ative I:"l_‘ ipLale




COMPETING RISK ANALYSIS OF THE REMAL TRANSPLANT WAITING LIST
IN EUROTRANPLANT

._I_M_A_ Smits’, J, De Meester’, J.C. Van Houwelingen®, G.G. Persijn'.
I'-L.n.nansp.ant Foundation Leiden FO BOX 2304, 2301 CH

Leiden, *Depariment of Madical Statistics, lJr'u-.-a-rslly af Laiden, The
Netherlands.

Introduetian: This retrospective study was performed in order to Identify
patient groups with low transplant chances and to evaluate allocation
strateqies. Patients and methods: All patients registered for their first renal
allograft between 1.1.80 and 31.12.93 (N=40636), in tha Eurotransplant
area were selected. The influence of patient characteristics like age
[children versus adultsl, HLA phenotype frequency: expressed as the
number of posaible zero HLA-A-B-DR mismatched donors in the same period
and degree of peak immunization, on the outflow towards tfansplanTaTirn
was studied. The competing nisk methodology was applied as the outflow
frem the walting list [WL] was not a single distinct type: some patients died
befora they ware transplanted, others were remowvaed from the WL without
being transplanted. Reswits: The chances {in percentages) for a
transplantation within the next year In relation 1o the time already spent on
the waiting list are given in the table. (NR =newly registered patients
N=408368, 2y = patiants who waited at least 2 years N=16582,

C = children, A = adults].

BUOOD SADUS LA - PRI

(E]

||-’|
|

Once patients had spent some time on the walting list, their chances for
being transplanted within the next year decr reazed. These chances were
different for the distinet patient groups: children, blood group AB patients,
'.I|.11.ILJ-I.:: with a fraquent HLA phenotype and non immunized patients had a
significant higher chance of tranaplantation. Conclusion: Competing risk
analysis allows us to characterize the lang weaiti ng patients and to evaluate,
post factum, the allocation strategies. The aim of an equitable sllocation
policy is to strive for balance among the distinct patient groups.

COMPARISON OF THE RESULTS OF RENAL TRANSFLANTS FROM
CONVENTIONAL AND NON-HEART REATING CADVERIC DONORS

Nicholzon ML, Horsburgh T, Doughman TM, Batterworth PC, Wheatley T,
Veitch P5, Bell FRF

Department of Surgery, Leicester General Hospital, Leicester, LES 4PW

In an attempt 1o address the shortage of conventional Kidney donors a non-hearl beating
donor (NHBD) argan retrieval programme has been established. This paper evaluates
the renal function ._1r||,| 1 suryival of NHBED renal ransplants {n=300) in companson
o conventional heart b;_",.,|_|r|__ domor (HBD) cadaveric kidneys {n=1 4} performed
during the same 3 vear period.

The principle donor sources were J
Howing Failed atiermpts at resu ion in the |-v.'1'|
dying as o result of in erebieal hae I'. in-situ h-d.'u b
i and cooling was achieved using an intra- nserted via fo
at down, The maximum accepiable period without cundine massage (xhsolute
first warm ime) was 40 mimaes.

our NHBD kidneys were rerrieved over 3 years; 30 were munsplunted loc
ed in other UK centres and 6 kidneys werne wsed. Post-operative dialy
d Todlowdng all NHBI }lr.u.w s for a median imerval of 22 days (rang
A7%:) funcrioned and there we
J |n|u|'-|r~.|...m'-k|l~ PINF rate wit

'.l.‘\]IHI_'.I. T (5% } 1) ! t 24 months was 227
molfd in _\]IEH) I I”_‘-"-I'”I 1 wimol] for HBD kidneys
actuarinl 2 vear grafl surs 'rlll |'rnr“~t|l-.~lf kidneys (first warm time < 40 mins) was
B2% compar Il's"J"r f\-r |E'-|T' klul'll."' Juring the period under study
NHBED

NHBLD kidneys hiave a significa
aeceptable renal function and g
valuable additonal source of tmansplant kidneys




BEMEFICAL EFFECT OF HLA MATCHING IN PAEDIATRIC RENAL
TEANSPLANTATION

Harmer AW, Koflman C.G. Vaughan W, Ripden 5.0,

Deptariments of Tizssue Typing Burgery and Paediatric N
Giuy's Hosp London SET YR
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Prior 1w 1995 this unit allocated pacdiatric kidneys on the hasis of negative crossmatch

and waiting time. In 1995 a matching policy was intreduced such that each putiznt was

allocated individualised HLA minimum matching criteria. The number of cadaveric
transpd ved and graft survival for the years
1997 - 1594946 are shown helow
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When HLA DF matching was analysed it was found that in 199596 $0% of grafs
were fully DR matched compared to 1 3% of grafts perfirmed between | 99] ]9
Cumulative graft survival and the level of antibody production resulting from grafi
Filure wies determined for each category of DR maich. .

DF. mismatches grafi survival
1] S8 Y

67 %

Ihiz results show that it hes been possible to improeve the HLA mat hing schicved in
cadaveric renal transplantation without a decrense i the number of transplants
pertormed. The benefits of using HLA matching as a fictor in the allocation of
kKidneys are demonstrate ] ed graflt survival in patients receiving (DR

ifts and by the lower levels of sensitization which result from the loss of
DR matched grafts.

HLA COMPATIBILITY IN HEART TRANSPLANTATION: A DIFFERENTIAL
ROLE IN SHORT AND MEDIUM TERM PATIENT SURVIVAL.

Taylor CJ¥, Smith S, Sharples LD°, Parameshwar J°, Cary N°, Keogan M’
Wallwork J° and Large SR

# Tissue Typing Laboratory, Addenbrooke’s NHS Trust, Cambridae

* The Transplant Linit, Papworth Hospital NHS Trust, Cambridge.

Recent studies demonstrating a beneficial role of HLA matching in cardiac
fransplant outcome has led some centres to advocate prospective HLA
matching policies. We have perfarmed a univariate and multivariate analysis,
examining the short and medium term influance of HLA matching on 556
consacutive primary heart transplants performead at Papworth Hospital batwaan
1983 and 1984, Overall graft survival at one, three and five years was B0%,
4% and 67% respectively. Sixtean grafts failed within five days and were not
considered in the analysis of the HLA matching and graft survival data.

Complete HLA-A, -B and -DR typing data was available on 477 transplant

pairs. The results demansirata a 12% one year survival advantage for 31
patients with (-2 HLA antigens mismatched comparad o 3-8 mismatches, The
influence of each individual locus was 6.1%,8.4% and 5.4% for zero HLA-A-B
or -DR mismatchas compared to two mismatches respectively, Howewver, when
considanng outcoms from one to five vears. analysis of the role of each locus
revealed marked differences. HLA-A matched grafts had a 24% lower survival
compared 1o two antigens mismatchad (p=0.009), Furthermore, 34% of HLA-A
maiched grafis failed between one and five years compared 1o only 5% of HLA-
B matched grafts (p=0.013, Tabla 1}.

lable 1. Relationship of HLA-A and HLA-B matching combdnations with five
vear actuarial graft survival for transplants which function bayond one year

HLA-A HLA-B Mo Mo, 5 year actuarial

match match at risk of deathes  survival (85% i)
Yas Mo 43 12 66% (50-82) 4
Yas Yas 2 1

Ma Mo 328 ag BE% (B1-90) b
Mo ¥ies 21 1 95% (B5-100) ¢
8wz b p=0.001, Bvstp=0.013, byscp=0212

Cur indings indicate that although HLA matching is effective at reducing acute
graft loss, in the longer term HLA-A matching impairs survival. We postulate
that HLA-A may serve as a restriction element for indirect presentation of
allopeptides or fissue specific minor histocompatibility antigans, facilitating
chronic graft loss. A blanket approach to prospective matching for heart
fransplants may be premature for optimal long tarm survival.




EVALUATION OF CIRCULATING aGST, sICAM-1 AND sE-SELECTIN AN
INDICATORS OF REIECTION EPISODES IN LIVER TRANSPI ANT
RECIPIENTS. P Hornick, R Bawchelor, K Taylor, M Yacoub, M Rose, B Lechler
C.E. Gonde, J.M. Tredger and R, Williams. Royal Postgraduate Medical School and Harefield Hospital UK
Imsritute of Liver Siwdies, Kings College Hospital & School of Medicine and De
% Hill, Lomdon SE3 8RX, Ta quan s direct anti-donor alloresponse in recipients of heart Erafts at ane year or
more following transplantation
¥ examingtion of fiver biopsies remains the gold stendard for
I.I 1 !.!”“'..:.H-!, ikl b "“?ﬂ'.':'l‘.': i “_.!“" i e cyclosporin and azathioprine mmmunosuppressicn
¥ amd bess imvasive (e 3 | diagnosiic s are recpnred oped severe chronic rejection within their first post
5 LCONErAIn ed because of impaired oo andthoromiboe yione i,
LT linases has often been used routinely for detecting hepabo : imit ilution analysis (LDA)Y is the most sensitive and quantitatiy iechnigue for
hese tests are insensitive and non-specific, On the basis of its plasma | suring the frequency of alloresctive T ¢ [fic frequencies of recipient T
md home 15 distribution in the liver the oy me and cytotoxic cell precursors with dir anti-donor allospecificity were det
following transplantation. Limiting numbers of recipient T cells were cultured w
fixed numbers of irradiated donor derived splenic an nting cells (APC's).
Plates were irradiated prior to the addition of an [L-2 s limes
{CTLL) or 31Cr labelled targets. Frequencies were ca & i wt of

wells negative for IL-2 (HTLS) or 31Cr release (CTLA ach recipien diluton

sensitive marker
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Patient A (1.5) HHE ] [FEEETE
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b [¥Patlent T (.00 U122 18 3 AL
HECIUTACKES: O Bty : 3% ( LN} did [ *Patient I (4.01) [T perfarived = P 11035 Y
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L. respectively ; pween p its with acuie reject [ *Patient G (6.5) TTa01TE 1749966 [Fanang FEIESE]
+13. 600 vs 6.5+ 1. Lugdd. alvy *Patient H (7.0] LTTESIN 1710455 L T [REREIL]

AM

; ) \ * Exhibit domor specific hy poresponsi veness
GST may be more sensitive and specific for detecting acule rejection episodes
il conventional LFTs 15 AST ; i

Ve ACCUHICY A rejection (TE.TED i not improved by These are lhl_.‘ first l|il_|il 1] :.:-i £ LDA to demonstrate and (U iy donor specific
combining test results with those measuring the releass of oo adhitsion Iyporesponsiveness in cardiac transplant pa These Im::w;__:?

nolecile markers eg sICAM-1 and sE-select implications for monitoring, ||||:;_' term g utcome and adjust

: Immanoseppression. Cur study continues to recrail patients in onder o ch

more completely ETH hyporespongiveness, the time of its cocurrence amnd i1z
relationship o rejection,

Its e




CTLA4ILE and anti-CD? mensclonal antibody synersise to profong
cardiac allograflt survival in the DA to Lewis high responder rat strain
combination

Stell DA, Newman I, Marshail H, Boltan EM and Bradiev JA
Lnmiv ersity Department of Surgery, Western Infirmary. Glasgow G11 6NT

I' cell activation requires en et of the T cell recepror as well as pro

of costimulstory signals through T cell surface molecules such as CD28

CD2 whaose respective ligands are BT and CD4E on ANtEEn presenting oo
thiz study we have examined the effect of f wio blockade of CD28/BT and
CICDAA e arfligand  interactions, beth individually and simultaneoushy
on cardiac allograft survival in low. and high-responder rat strain conbinations
In the low-responder Lewis (RT1" inte DA (RTI) striin combination
administrag L-CD2 mAb OX34 (Smg'ky on days -1 and 0) produced
Ong=lernm rvinval i 100 davs)  Similarly wreatment with CTLA4Ix
[0.5mg on day 2) o long-term  survival of is heant grafiz in |]_-1
recip (MST =100 days). However, in the high responder DA inlo Lewis
combanation treatment with either anti-CD2 mAb or with C TLA4E alone led
toa increase in arafl survival (MST 20 davs and 23 davs respectively)
g=term praft acceplance. In contrast, when Lewis rats
ibination of I and CTLAAlg {given

il of cardine allografis was obtained (MST &0 d

1N S0me £s The mechanisms maintaining |
515 currenlly being studied. preliminary .1r|:||:~:-;:l. has
hocytes obtained from Lewis rats with a long-standing DA
marmil I v DA stimukagor : cells

o may be

Ihese results suggest that simulaneous blockade of the B27/CD2S and

LD48/CD2 pathways at the time of transplantation has & synersistic and patent

eliecl in promotmg long-term allograft survival

WHS EXECUTIVE "GUIDANCE ON THE MICROBIOLOGICAL SAFETY
OF HUMAN TISSUES AND ORGANS USED IN TRANSPLANTATION" -
WHAT DO THE ORGAN RETRIEVAL CENTRES ACTUALLY DO?

J L Hadingham, S G Pollard, J P A Lodge

Depariment of Organ Transplantation, 51 James's Umiversity Flospatal, Leeds
LS9 TTT

In March 1996 the MHS Executrve isswed a document entitled "Guidance on the
microbiclogical safety of human tissues and organ used in transplantation” 1o all
LIK. transplant centres, It was created by a 13-strong working party which
inclided twe transplant surgeons. Conclusion 3 states’ "All donors must be
ested for antibody to HIV 1 and 2, antibody to HCV, HBsAg and syphilis; any
positive donors should not be used. The immune status against CAY and
toxoplasma should be known'

In our unit we had not routinely tested donors for gyphilis or toxoplasma. We
had nod eonsidered 'llli--"'._l_-: 10 be an ._1L|-;_:!_|||u|r: test for \:||ul,i‘.|-i B and have also
done anti-HBc since 1993, following transmission of bepatitis B from HBsAg
negative donors in our programme.  Therefore, we decided to circulate the 25
LK. kidney retrieval centres to ask their policy pre-guidelines and again 5
months later; 23 responded

All umits tested for HIV 1 and 2, HCV, HBsAg and CMY both before and atier
the _u||5i|a."|:.l'||.'- werne issued, Before the El.l'llll.'l'l'-l.'.'\- £ unis sereened for 5:~'|.I|'Ii|:':
and 3 for toxoplasma,  Five months later 10 units had initiated screening for
syphilis and & for toxoplasma whilst the rest had not altered thed '::lm'i-'-u\.'
policy. Amti-HBe was not included in the guidance document but 4 units test
for this routinety

We conclude that as few units have altered their donor sereening policy the
significance of syphilis and toxopiasma testing should be reviewed. Some
thought should be given to anti-HBc as it is our current practice not to retrieve
from donors who are HBsA B |1|_':_'_.<|!E'.-'|' bt amti-HBEe ',:-:\:.i':r..'l::




MNON-INVASIVE ASSESSMENT OF METABOLIC PERTIBATIONS OF
HARVESTED PIG LIVERS FOLLOWING HYPOTHERMIC REPERFUSION

CHANGAMI, KK, FULLER, Bl BELL., 1D, TALA-KORPELA,
FTAYLOR-ROBINSON, 8.0, MOORE, P, AND DAVIDSON, B.R

Dept. Surgery & Liver Transplant Unit, Roval Free Hospital & Medical Schoal.
NW3I 20G, 'Robert Steiner MR Unii, Hammersmith Hosgy London WiI2 OMN

Introduction- Assessment of donor liver wial

oulcome and is becoming more important as : [ I wse of orpons
previously rejected due Lo age criteria and harvesting complications Methods
currently employed (o assess the liver s prior o transy ton  include
standar cchemical fiver function fests, macrosce vpic eppearance and the clinical
history of the donor. Some of the biochemical tests involve invasive techiniquses
el results may not be available prior to transplantation, In this : wie hive
ttempied 1o assess kative merits that *"P-MRES may kave in o o modd by
examining 3 storage bufTers ¢ ik cifiects on the met ism post harves !
| illows for a rapid ossessment of (he bioch il ititegnily of the liver

W

vhen accompanicd with oxygenated hypo Mg Tepe { iR} of the liver
Methods- Fifieen Land Race oss pigs (30kg) (3 groups of 5) were

fasted for 12k Livers were re ved using standard clinical technigues and were
perfused with (1 of ice-cold citrate buffer plus ane litre of ice-cold University ol
Wisconsin | s Lt T wps had either wine (Ady (1.3 .
prostacyclin derivative (PI) [ZK 36374] (10°*M) added to the solutions
sorege on e for 2h the liver was positioned in a 1.6 Tesin Picker |
MESMED machine and 'P spectra collected every 2 minutes. The liver was
reperfused  with ice-cold 1 onite  (100mM), raffinose (30mM),  elveine
(Smbd). MgS0, (mby CaCl S5mM)] made up with H n (1) end dd H,0 1o
o total volume of 35 pH 7.30-7.40. Livers weated with Ad I FEY hng S SAME
compounds in their respective reperfusic ilfer, Resals-1 o HtR
ATE levels, Foliowing AT levels increwsed maxi v
(UW), 58230 27% (U'W+Ad) & 6.7940.40% (TTWPDY with initial
F97x107%, 955107 & 14,2507, respectively. These chy
5, respegiively. These o
rease from the TIW solution of 30%% with added :'..
PD} (p=0.02),Cy ently, there were d
o dmd an increpsss DE of 29% for hath |
There were no changes in Pi but decre W
the LW group. All pH values decre by approcimately 0,20 |
values were 74, 7.1 and 7.3 for 1 U'W+Ad and UVW-+PD
lmlrlusjuu-.l'.-.-m the resulis presented it is clear 1 P MRS cam
arant information of the bioenergetics of the harvested liver with
ntervention in a time period of approximately 1 hour. Phamma 1l agents w
cctive effects demonsirated  improved met thalic r\_'u_'.'u'..._-;.-. by e
iy analysing the changes in "'P-MRS spectra it may be possible 1o assess

relative viability of donor livers, non-invasivels during il 1 w of opportunity,

AN ANALYSIS OF TIME FACTORS INFLUENCING THE
DURATION OF COLD ISCHAEMIA FOR CADAVERIC KIDNEYS

A, ASDERAKIS, B. COGGINS, P.A. DYER,
KoK MAGY, M. WELSH, & A.W.G. JOHNSON
Rengl Transplamt Uyt Royal infirmary, Manchester M13 WL

Background: Previous refrospective studies have shown that
prolonged cold schasma tirme (CIT) contnbutes to late graft loss
An association betwean delayead graft function (DGF) and late
graft loss has elso been documented. This study was designed to
evaluate any redaticnship between CIT and DGF and to document
factors influencing prolonged CGIT

Design: Data was coflected prospectivety from 80 consecutive
cadaveric kidnay transplants commenc March 139

Patienls and Methods: The foliowing data was collectad; time
back to base (BTB), time to crossmatch (BCROSS), time urtil
patient prepared (CRREAD) and time patient prepared umtil
caommencement of operation (READTH). Locally retrieved and
imported kidneys were analysed separately. Statistical testing
was by Wilcoxon or Kruskall-Wallis testing, stratified multipbe
tabvles and univanate analysis.

Results: Mean CIT was 1411 min; 1501 min for imported (1) and
1378 min for local kidneys (L) (no statistical differenca). Maan
BTB differed between | and L kidneys (p<0.001}. All other factors
analysed did not show any differanca between tha groups. Mean
READTH was 212.5 wias but this is considerad to be artificially
low becausa patents wera not called up to the transplant unt until
probable thaatn 855 times wara arrangad.  In contrast 1o
some previous studies CIT did not pradict DGF {Kruskall-Wallis
p=0.46}). A stratfied analysis of donor gender, recipiant gender, L
or | kidney did not influence the overall result. In all univanate
analyses no significant risk factors for DGF were found.
Conclusion: We remain unable to predict DGF by CIT ar any of
the other varables we examinad. The BTB time. although
different batwesen local and importad kidneys did not result in a
difference of CIT between L and | and did not impact on DGF

We conclude that the prasant system for allocating "beneficially
matched kidneys should be continued since moderatedy
prolonged CIT resulting from organ exchange does not influsnce
DGF. In our unit we could significantly reduce CIT if we had
better access to theatre ime




EFFECT OF PRESERVATION - REPERFUSION INJURY
INTERCELLULAR ADHESION MOLECULE - 1 (ICAM
EXPRESSION IN HUMAN LIVER ALLOGRAFTS

El-Wahsh M, Fuller B', Sreekumar NS', Burroughs A%, Dhillon P*
Rolles K', Davidson BR'

Depariments  of Surgery’, Hepatology® & Histopathology®. Roval Free
Hospital, Pond Street. London NW3 20G

ICAM-1 is a cytokine inducible cell adhesion molecule involved in
leucocyte trafficking and emigration in inflammation, and thought to play
an important rele in preservation - reperfusion injury

We studied ICAM-1 expression in serial biopsies following cold
preservation and after reperfusion of liver grafis, and its correlation with
the histology of post reperfusion biopsy

46 liver grafis were studied. Biopsies were taken  at the end of cold
ischeamic period, and approximately 90 minutes after graft reperfusion
ICAM-1 cxpression  was  demonstrated by immunohistochemical
techniques. The procedure was performed simultaneously on four identical
sections of each biospy. Sections were systematically analysed for 1C AM-
I distribution om sinusoidal endothelial cellsiSEC), bile ducts, &
|l~'.'|!i|"’!!l’."g'|(‘.‘-. and for intensity of stain (no stain, mild stain, moderate
stain, and intense staining).

Following cold storage, ICAM-| was expressed on Kupffer cells lining the
sinusoids and on SEC in all grafts. No bile duet staining was noted [In
10/46 biopsiezs there was mild to moderaie J{'-‘n.".'i:l staining  on
hepatocyvies N

In post-reperfusion biopsies ICAM-1 expression was increased on SEC
in 23/46 biopsies OF these 23, 12 had intense and 11 moderate 1CAM-1
expression on hepatecytes. In 13746 biopsies there were no change in the
pattern ar intensity of ICAM-1_ In 5/46 there was decrease in [CAM-|
cxpreéssion. In  the remaining 5/46 patients no post reperfusion biopsies
were obtained in 4 and no staining was demonstrated in one

ICAM-1 expression was correlated with histological fi ndings in the posi
reperfusion biopsies O the 28 such biopsies, standard histalogical
Assessment were normal in 10(group 1). 13 had mild reperfusion changes
(group 2}, and 5 sever Himup 3} "r!ln::-;h.raln- of intense [CAM-1 expression
was seen in 3 t'mp-urx from group 1 (3/10), 10 from group 2 (10/13), and
all 5 from group 3 (5/5)

_'I"Irix_ﬂ'.ud_\.- has demonstrated that ICAM-1 expression on  the sinusoids
is increased over the period of reperfusion in human liver
transplantation. Intensity of ICAM-1 expression is correlated with
severity of reperfusion injury in standard hisiplogical assessment of the
grafi

ROLE OF IMFERMEANTS IN THE FREVENTION OF CELL SWELLING IN
TRANSPLANT PRESERVATION: SIUCROSE VERSUS GLUCOSE AMND
MANNITOL

N Ahmad, I J Potts and J P A Lodge.
Department of Organ Transplantation, St. James's University Hospital and Depariosend
of Physiology, University of Leeds, UK

Organ preservation sofutions. include impermeants, usually sugar, to prevent cell swelling
during cold ischaemia, warm ischaemia and re-p sion. Using simulated warm
ischaemia in a cellular model {by the wse of strophanthidin tg Na'K pump) we have
|'_I.'I_"\.l'i|_:_._\|:\l\,' shown that Euro=Caolling |;l-l::;- il ]I:.| rosmolar L i I._,ll:_l |:|.{|'L|-\._|_ less
tham ideal control of cell wvolume mm comparison with phosphate  buffered
wu-.lu-u.*‘: "B5140). These may be an effect of sucrose. In these experiments we have
investigated the effect of substituting sucrose for the glucose of EC (EC-sucrose) &nd

mannitel of HOC (HOC-sucrose) upon the contral of cell volume

The kidneys of anacsthetised NZW rabbats (1.4-2

suerose, HOC and HOC-sucrose. and stored at 4°C for up to
tubulas o I |lr:'l|-¢|| on micropipettes and bathed in oxyger
saline (containing MNaCl 114, NaHCO, 25, K;HPO, 2 Mg‘f"_ 12, (. Ll
5.5, alanine 6.0, Ma-lactate -l" and Ma citrate

minutes to cquilibrate cell volume The

aolutic 50 containg o

oxygenated physiological saline for & ferther 20 mimutes. Outsid

-“:' I.i"l: 8

was measured at 5 minute intervals and 1s ¢ | an + 5EM (n

each of the three periods

Siorage soluleon and | Stact diametcr Simiglarcil warni Behacekas | Simulited re-perfaiian
(im safime) 107 struphanilidin I saline

14

41,11
43,1 4
e
43,14

ollins with sucrose prevented the cell swelling seen
I period |{-.| lacement -.:-' mannitol of HOC with sucrose did not
have the same effect on the day of preser 1, b ented the cell
hower presecvation. Cheerall, suc

ke prg

swelling
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MANNAN BINDING LECTIN LEVELS DO NOT IMPACT
ON ADULT RENAL TRANSPLANT OUTCOME.

K.K. NAGY', D.J .LASSMAN', D. HWANG', P.A. DYER',
R.W.G. JOHNSON', J.C. JENSENIUS®, M.W. TURNER®
& J.W. FABRE*

'Renal Transplant Unfl, Royal infirmary, MANCHESTER
“University of Aarfius, AARHUS, Denmark
*insiituie of Child Health, LONDON

Mannan binding lectin (MBL) plays an important role in
opsonisation defence against microbe infection. Serum levels
of MBL are genetically controlled and correlate with increased
risk of infection, especially In early years of life. In this study
we aimed to investigate retrospectively MBL levels in iImmuno-
compromized renal transplant recipients to examine for
possible correlations with post-transplant morbidity.

In the 23 months between August 1988 and June 1990 wea
performed 200 cadaveric renal transplants and serum samples
for MBEL level assay wera available on 96.5% of these. MBL
levels were established by a time resolved immuno-
fluorometric assay (TRIFMA) using europium-labellad
manoclonal MBL speciic antibody, Each transplant recipiant
had a single serum sample tested and samples ware collacted
at limes random to the date of transplant. Post transplant
infection events were collected retrospectively from patient
notes.

We found that 30% (58) of recipients had MBL levels higher
than 1753 ng/ml (MBL-H) and 30% (57) had MBL levels lowar
than 237 ng/ml (MBL-L) and chose to compare and contrast
morbidity data between these groups.

There was no difference between MBL-H and MBL-L groups
for HLA mismatch, donor | reciplent gender, immuno-
suppressive therapy, re-transplants, sansitisation or cold
storage time. There was no difference batween MBL-H and
MBL-L for incidence of bacterial or fungal infections. CMV
infections were more common in MBL-L (8/57) than in MBL-H
(2/58) (p=0.05) The Incidence of rejection, steroid resistant
rajection, chronic loss, quality of function and survival were
the same in both groups,

We conclude that MBL serum level does not predispose to
significanl post-transplant morbidity but that MBL levels in
CMY Infection should be further investigated.




