00T [4dY Y6 T1-LT
AdprLIquue) “983[[0D) UOSUIqOY

7007 $S218u0)) [enuuy Yig

AJA100G
uonejuejdsuer]

gsnug




YI2AM @EEW

JAundmoy e ey

SILYYAON () : emesiing, 3

031071 @ILITEIDINIS :

XH# 8 1M UOpuo ‘peoy |t

pESa CCPT SL88 0T0 Xeq 0EFT SL88 0T0 [2L
quooig ‘asnop 2fduen] “Hanog uoneuejdsuel] ysnug

UL (0L (0p

ALIZALI Y

dVIN A

1

LIO JOAdI-IIINYO



18]

FORTAL VENOUS PRESSURE CHANGES FOLLOWING SEQUENTIAL
CLINICAL ISLET TRANSPLANTATION
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KIDNEY TRANSPLANTATION FROM NON-HEART BEATING DONORS IDENTIFYING AND CHARACTERISING Al LOSPECIFIC T CELLS IN

SERIOUS ADVERSE EFFECTS OF A CHANGING CONSENT POLICY KIDNEY TRANSPLANT RECIPIENTS
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CD4HCDIS+ CELLS SUPPRESS THE ALLORESPONSE IN A SELF-HLA
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COMPARISON OF MORTALITY IN PATIENTS LISTED FOR RENAL FACTORS INFLUENCING THE WAITING TIME TO LIVER TRANSPLANT
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BLOOD GROUP INEQUALITIES IN ACCESS TO KIDNEY I'HE FIRST THREE YEARS OF A REVISED SCHEME FOR ALLOCATING
TRANSPLANTATION CADAVER KIDNEYS IN THE UK

hnson B, O°Neill 1, Belger MA, Bud le SV, Bird SM
n behalf of the UK Transplant Kid and P 5 Acdvisory Group
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I's OF RENAL ALLIANCES REGIONAL VARIATION IN DONATION
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HLA MATCHING IN PAEDIATRIC KIDNEY TRANSPLANTATION IN THE
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KIDNEY TRANSPLANTS USING OLDER DONORS
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A MULTICENTRE ANALYSIS OF THE RESULTS OF KIDNEY

TRANSPLANTATION FROM NON HEART-BEATING DONORS IN THE Uk
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IHE PRESSION OF mRNA for 1L-2, GRANZYME B AND

IL-15 AND INTRATUBULAR T CELL PROLIFERATION IN RENAI :
PERFORIN IN TWO-WAY MIXED LYMPHOCYTE REACTIONS

ALLOGRAFT REJECTION : IN SITU AND IN VITRO STUDIES
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b:\l’l{l'.ﬁh]ﬂ'\- OF CXCRI ON CIRCULATING AND TISSUE INFII TRATIN
I CELLS IN HUMAN RENAL TRANSPLANT RECIPIENTS .

Nichalaz G In A iy 'y v, Mark T Drayson '.'l._ aul
vital, Birmingham and * Department of
l. Birmingham

bo fisswe sites and may repre

shipds I analyze CXCH3 X}

age 405
. with o smtibody induct
CXCR3

1o CXCRE, CD3 and C
colocalisation i munchistioch

' graft dysfonction usin

Results. By mean {luoresces
cetls was increased by day 3 ol irar el e Pre-1ran
paticnts who ke VAR | i cviden.
1l subset (p=0L005 by AN
ICULE  FCjection

Wl in CXCRT ¢

CXCRI+ cells
X hpt wa 49 5hpf

cobngilising with O3, O d CISRO,

Conclusion. The kinetics of CXOR3 EXPression or
colocalisg i mgsue with infilireting cells of ag
central role for this ke i the deve

renal Iransplantatios Cresults

2 hlog L.'I';_' CXCRE, or its ligating

st TR |

PIRFENIDONE- A NOVEL PHARMACOLOGICAL APPROACH T THE
PREVENTLON OF ALLOGRAFT VASCULOPATHY?
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Division of Transplant Surgen : fal, Gwendolen
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~|"|'I|-_':-|.'!:. nhubted ol 14 davs (2ee @blel Furhe
mbated the eneymalio sctivity  of MMT |
| enuisted necintimal extracellubar

& 15 (it | 20810, | ALl

Comtrol ] Pirfenidone
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T3 1 010
| 1{1.02-1

TIMP-| 091 (0.T7-11
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Conclusion: Pirf !
prodiferation amd migration -2 & %), and genes favouring ECM accumulation
(TIMP-1 & collagen [T} and offers a potential therapeutic approach to attenuate the

development of chronic rejection in solwd or
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HEPATOCYTE MINICHROMOSOME MAINTENANCE PROTEIN 3
EXPRESSION PREDICTS GRAFT FIBROSIS IN RECURRENT HCY
INFECTION FOLLOWING ORTHOTOPIC LIV ER TRANSPLANTATION,

AE Marshall’, 3M Bushbrook', LS Morms®, N Coleman®, G Alexander
"Depantment of Medicin d “Department of Molecular Pad

Iis Bond, Cambridge, CH2 2000

{. Hepatitis C virus — relafed cirrhosis is a leading
nanlation 1 the UK. One year suryival I'.I'l."\.-
oruft re-infection is virtually universal, Pr

o resch cirrhosis is 5
. Soviee irumsplant patienis may devel W
ibrosis free and there are no relisble markers o ntlakd
occurs, Previous work has sl correlation bet
n of mmichro WHE T ind fiby
1 i'\.|'| HE |'||| ¥
and are sensitive and specific m

Standard immunchis 5 OWETE LISEe

2 expression in serial liver biopsic ients witl

minimil fibrosis up 10 8.5 years post transplant and patients with recurren

Al sumples had no histological diag
!L"LL”.:II' CArC I Il:i_ll
wive comninn
m early post fr

n the table

MECUITENCE HCY e
(N0 ) | HICy 47 FRnInim I:
i positive mean
M positive pang:
val between transplant 2-6 months
and biopsy

W subseguentl
the: maon-f L.
ents with recurrent HOY

.'||':'.1-_'||-_||'|-| liver ||'.|I'|\|'| nialii
ncrensed EOCYIE express |

i ed weith
Use of this method o pro

immunosuppressive therapy and trgeting of an

damage.
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TISSUE INHIBITORS OF MATRIX METALLOPROTEINASES IN RENAL

ALLOGRAFT NEFHROPATHY.

A, J Shortland, E Khedr, M |
| Kidney Institute {University ol
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CYSTATIN {'.'q.h_.-'n. Gl Illll' 'I'f.!.f.‘J .:_nii-:lt[ LAR FILTRATION RATE (GFR CYTOKINE PRODUCTION BY NATURAL KILLER CELL SUBSETS
I.\ Ijt[-_.'\:.".l. g l-..\.KF.'I. ANT RECIPIENTS WITH GRAFT DYSFUNCTION DURING ALLOGRAFT REJECTION
SECONDARY TO CHRONIC ALLOGRAFT NEPHROPATHY [CAN)

I Popools, K.J, Wood |, S.H. Sacks & W, Wong

Dir ] Stoves”, Dr M Bosomworth’ Dr C G Newstesd : -z
L 1 Mewstead Dept. of Nephrology and Tra antation, Guy™s Hospital, London, *Nuffield Deg

BACKGROUND: Natural kilter (NK) cells have been implicated in the reject
Backoround. Sernmm creatinine 15 nsed as a ._:_“,J_. i R ; B al i sl Hoerafts though the precise me hamisms remam poorly understoid, Their actiy
e disndvantages in terms of {is poor sensifivity and 2 el i _' q e b thsi e of i g v i immulatory receplors (e.g, Lydd A
atinine and (b TGS O :
scoretion of creatinine may lead o a siong
N eNCretory functson 15 on wd, ] '\-.IIZ" accurale meth
ermining LeF K are too teme-consuming and e OIS LS
} kD) protein that 15 cysleine protease, is synthesised by all nocles ol
constant rate. The serum ¢ iration of cystatin C is a more sensitive endosen o CSTRLAG (H27) recipient mice, Graft
mixrker of mild renml mpairment than serum creatinine, We have examine! 0 with CD49b-PE monoclonal antil
v of seram cystatin C in an adult rer il transplant pogpul L. NE receplor expression wepe st ¥ &L NK cells witl
Methods. Serum creatinine falkaline picrate a8 1 cystatin © {particle-enhang mAkb o Lyd9A, D, C and G2, Analysis was performed using 2 ¢
“ ¥ (PENIA), Dade Behring ol syl milr viokine production in subscts of NK cells express

Vas .I"l\."\-'\-l\.'.l HnsIng Ly-i II Hnc iu I'\'-\.Il\.l

area vsng the DuBois equation). Tests of correlation

il I Bohiide B .- P : d 4 (! 2 | 1
and $mTeDTPA-GFR were performed, and an estublished GF L predictic el RESULTS: All Ly49 receptors that are known to bind to domor H2Z® class | MEHI

"I‘n':|.'l:..'_'..- i U {Cyst-GFR ) was assessed for bias and seatter 18 ules were down regulated o orecipient splenic MK cells
Resulis. There was a strong cor rela

function at O and & months (1 cysl C vi OmTeDTPA-GFR, 1 .79 and 03 t vhihitoes eniors Lyd @ nd Lw49C were dow couluie

It - -y - T i
FeDDTPA-GFR, r= 10,75 and 0.70 r=11.00 Creatining v T ile + stimulatory receptor Ly490 was ¢

1 ._--I.I1I:|| C,'1 b und 086, p<h001) The caleulated Cyvs-GFR valies fends oth g ltrating and splenic MK cell express |

et By E PmTcDTPA-GFR measuremenis, with a hias (med reje: I ff these eytokines was analysed in NK e
difference m val » ml. min'l

1 between the three measures of rnsil transplantatio e effect was most marked in the inhibitory recep

Pam” and scatter (median absolute diffiere: I their 15510 iy MK receptor Ly450 We foun
thee n ol

Discussion, Cystatin C corclates more closely with 99mTeDTPAGER than de eells wire Ly 0% of IL12 producing NK cells were Ly40D

Ly49 MK cells (735

i
serurm crestinine and cin there be regarded as @ more ralinble marker of GFR i & expression of Lyd90) receptors with 60% o
adule renal transplant recipients. The Cys-GFR formula overestimates GFR as niessursd cells not expressing Ly490,
by u reference method and so its use in this setting would be inappropriate.
CONCLUSIHONS: NE cells infilr G
spulation of thear Ly inhit el
s the expression
i &g part of the o pEnCes
1e cells expres redundant rede b
ol the transcriphiod ceptor gencs Teguires further imveshgation
> findings do however i il » Lvd9D receptors may play o mmigjor

the contral of NK cell activity during allograft rejection
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IS CLINICAL CARDIAC TRANSPFLANTATION ASSOCIATED WITH
ENDOTHELIAL ACTIVATION?

R Larpe

Department of Transplantation, Papworth Hospital, Cambridge, England

Batkground: Brain death affects the right ventricke (RV) more than the left ven
(LY} Furthermaore, R allogs ¢ 08 A COMMmon § |||-u.'-'|'|'-.|| operal
and m I ( '-ll"_ CClIves

¢ RV and LV of il
T A with cerdiac fumetion :
Methaods: 49 donor hearts had trucot biopsies from the RY and

| e domor, end of 1 tion and after 10 min. of reperfosion, Follow
jechion survelllance at 1 k. | month and 3 months
#0 inchuded, Six of the patients we ;
th). Si1x hearts from brain-dead donors wers
m the absence of 1y snscil
thrombomodulin (Thr were exa
showing repection were exclu
cardiac surgery served ns o
Resulis was mo differenc he RY and thi
lime poinis, bu tant tme-dependent variations
1 WOAM-=1 (but not | } were up-regulated in brai
hr. was reduced at basehing in all heants naed for tmans
sntuited post-operatiy P-selecti

ef (=) (R}
reperfusion K ully decrease post-ope
amd YCAM-1 1o
n usahle organs, There
r organ failure did nol
umalation of climeal risk et
ind ViCAM-1 in the
Conelusion:
| and type 11 ECA, with no inter ventricular di

. .
ardiac transplantation (mcluodir

A 1

SCE . snanda, C Atkinson, M Southwood, 3 Charmun, M Goddes s |

THE EFFECT OF INTRAPORTAL INFUSLON OF PROSTAGLANDIN E1 ON
SERUM LEVELS AND HEPATIC EXPRESSION OF ICANM-1 IN WARM
ISCHAEMIA REPERFUSHON INJURY

Hafez TS, Moussa MM, Nesim 1G7, Baligh N°

headerme

: atic ischsemia-reperfi
However, many . i i enously where it
alised, and usually in ihe on period when the cas i
eady  well established, This study has
administered intrapartally. In ac L since leukocyie
bieen stro implicated in t ation: of ischaenia
so studied intracellular adhesion moloule-1  (ICAM-1)
expression o assess if PeE 1 acted through this pathway.
Wethods: 20 mongrel canine livers were subjected to warm hepatic
nin of in st inflow obstction with continuous intraportal in
ngikgthr in lactated Ringers solution 1) or equal volumes
' ntrols, n=1i] ¢ infusion was administered before imitintion of
30 mimues of the 1sion phase
|'|'! .."':I'- e, at Gl muan sschadmaia i.II'.I
ol 30 min reperfusion Thie d sumples were assessed for liver enzymes, TNF-a,
L1k, ICAM-1, while the liver biopsies were assessed histologically
reperfusion injury anad immunchistochemically for ICAM-1 expressi
Hesulis: I tregtment significantly reduced the rise in AS

ICAM-1 ¥ g sk ia and repedfusion (P=0.05) It 1 not

3 7 at ol . B daores - ¢
Riopsice from the PgEl treated group displayed that PgEl reduced the degres ol
I : ing both the worm ischaemia and

swyte mecrosts, sinusoidal congrestiod
fugion phase when compared with cons (P |I||i_| These changes were
Tt | with sienific dow ubitiod of ICAM-1 (P=<0L05)

: o F |infusion prior. du

Conclusion: This study dernonstrates that intraportal

immediately following warm hepatic ischaemia amelic
v and inhibits ICAM-1 expression and TNF-a secretion, We su

anisms by which this cyiog tion is sHamed may be
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OUTCOME OF EX SITUSPLIT LIVER TRANSPLANTATION
ipande, H Vilca-Melendez, P Srinivasan, M) Bowles, P Muiesan, ND H
of Liver Studies, Kings College Hospital, London

Background

remains dehatal

Methods
[he outcome of 154 consecutiy I { 1EH 4 adulis) performe
N i
(range, ;
Pv-live (162
insplants

1fis, Fifteer

T patent survival rates for the entire cohort 8l one, 3 a
BO.A%, B1LY% and 80.6% and the correspond i survivil mtes wene

o-and T4.8% respectively, Nine (5.8

titiem, 4 for hep artery thrombosis (HAT), 2 for chror

liary sepsis, arterio-portal fstul de novoe auteimmune |
of these retransplantations were perform vith further SpLT. Th
TV

Uirafl survival
RL | LLS | Childre:
Ay

211

13 children). Fourteen deaths oceur
ed in 14 pa
(4.5%; 5 RL and 2 LLS) z nis thrombosiz in 4 (2.6

complications occwrred in | %) patients {10 RL, 6 LLE)

Conelusions
[hese results, which represent the exper

5, indicate that ex situ split 1

» mstitute over the last
/ performed in hoth childre
ults with good over:
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CHARACTERISATION OF GENE EXPRESSION IN PERIPHERAL BLOHMD
WONONUCLEAR CELLS FROM RENAL TRANSPLANT RECIPIENTS WHO
PEVELOPED STEROID WITHDRAWAL SYNDROME

CET Farmer, N Monk, B Hargreaves, 1C Abbs, KM Hiltomn, CG Koffma
5H Sacks
Department ¢ hrelogy and Transplantation, Guy's Hospital, K

| .||'.|,i||'|
viously rep s steroid wil is not associated wit
It neg sty {CAMNY, or grafl |

vear. However, we found that 4 (-2 %) of patients develop paol,

“sheraid il Al drome” (SWS) As assessed by contisol res
ACTH (short 5 1e31) SWS is ass ( with biochemical

Our original by 1 that those mdividuals whe
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In contrasl, the man finding
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1 I‘-I'--xl"-' ¢ | and cytokine re EBIF wene all upie
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: G il
Figure |. Representative sections EXINeESI0N

1 teroid withdrawal in patients witho
in SWS, dewn-regulation of C5SF1

of TL-1f4, an




GENETIC SUSCEPTIEILITY FACTORS FOR CICLOSPORIN INDUCED
GINGIVAL OVERGROWTH IN RENAL TRANSPLANT PATIENTS.

vwirth, JA James, PE Hull, CD Short AND K. Y Poulion
ianchester Institute of Nephrol
lospital, LTE),

¥ amd Transplantation and University Dental

Introduction: Gingival overgrowth is a side effec exp woed by ab least 30

tranaplant patients Tecei ng celosparin Immanosuppressive dmg
production-of cviokines iny ¢ fibrodic process, including TG
g assocmied with px norphic sites presant m :h._--.._'.._--.:.--.n-.-
[ piein cxpression, CYPIAS is |
e hdive b o) | 'IIII'-'. 1

the functicnal impo

they
praccsses and bl ciele
Methods: Renal transplant
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poly
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of the TGFEl pene nm
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8 protection.
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mnst Al risk i to ciclosporin t Thes w illow. these individ
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REGULATORY T CELLS GENERATED BY ANTI-CDV 54 mAb THERAPY
SUPPRESS CDE™ T CELL-MEDIATED REJTECTHOM.

van Maurik, K_J. Wood and N.T.

Mulficld Depariment of Surgery, U John Radeliffi

there 15 compelling evidenc . reststand o
Uy been showi thal Tollos ansplanlabon, anli=C0 154 mAb
eration o regulalory suppressos atm of this study

bt reg ilator s thiit develop fiAb=lreated fecipents

I coll mediated rejection
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) tive transfer of
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g (MdS] 100 davs; o

dhaled reject
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P ¥ L t A T T
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Conclusiom hese data
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cien suppress the rejechion response nit

CIM™ regulatory T cel v pontrol anti-C 54-resistunt ollo-apgressiy

important implications for the design of CD154-mAb-based protocols.
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COMPARISON OF ALLOGENELC AND X NOGENEIC IN VITRO i“l. FI._I_
PROLIFERATIVE REPSONSES OF SENSITISED PATIENTS AWAITING

ANTI-CDHOL ANTIRODY EFFECTS ARE FC REGION DEPENDENT:
TVE DEPLETION OF ACTIVATED T CELLS RATHER THAN
COSTIMULATION BLOCKADE KIDNEY TRANSPLANTATION

NI Monk’, REG aves , B Maorsh, SH Sacks’, M Millnin®, T Dysor HLE.S. Davies, JLA. Bradley®, C.J, Taylor®
E Sim Addenbrooke’s NHS trust, “Deparmen
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NATURAL KILLER CELI

ACTIVITY AGAINST ALLOGRAFT 5

MODULATION BY CO-ST IMULATORY BLOCKADE
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VARIABILITY OF CYCLOSPORIN (CsA) EXPOSURE AND I'TS RELEY ANCE

TO CHRONIC ALLOGRAFT NEPHROPATHY (CANE A CASE-CONTRO1
STUDY

Dr 1 Stoves, Dr C O Newstead
Department of Renal Medicine, 51 Jamess Universit Hos
Background, The «ff ill loss of CsA-based immunosuppressios

ied in compartson o the subst UvELal Impwroverments i short-1erm outcome tha

It may be that CsA has beneficial ar

letnmenizl effec balance out, or i A tanls i vent CTAN, a
ciuse of late grafl loss - @ evidence

and varigbility of CsA exposure may ba o wnostic imporiance
ed & case=comtmol study 1o examine further the inbution of these

T ] wLige| s - e
s to the development of CAN in renal transplant recipients receivin

Nl Was e ity
BOM 500

CRCIUSION  Crteria ing 1 I Ance
31, Age ul transplant gender, 3 ws|=Lrans;
L||'I-.':-. preservation time, HLA match, oceurrence of
INSUPPTEssIve 1

wvanaion {(Cwvaed

Chent il Wiks ¢

Crar

Chi square and unpaired |-lests “oancd B, In addit

logistic regression analysis was using a forward condit

qui =) method of entering study variables into o comparerised o
(SP35 vix

Resalis 2 1 - S T
esults. A ok k. recipicnis were included in the

(AR, p<001) and weight-adiisted CsA
te unalysis. Only low recip
[ . ndependent predictons of
OTCTE L ||l.'||."'l__'|l_“\-|,llllll|'
Discussion. Our dota sugs
ible CsA exposure ane al | ol d ng CAN. It may helpiu
such patients with o view o emploving alternative i MENCSALPT
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FHE EFFECT OF CY CLOSPORINE AND RENAL WARM ISCHEMIA ON
VASCULAR ENDOTHELIAL GROWTH FACTOR EXPRESSION AND ITS
RECEPFTORS VEGF-R; AND VEGF-R;

o Ahmed, A Raftery, ). Havlor and A M. El Nahas
widmey Institute, Divigsion of clindcal Sinces, Morthern Geneml I|.|~.i1:'.ll
v of Sheffield, Shef |

v Tactor (VEGE) 15 an endothelial ¢

ek, Wl his

rly known
1 i ay

ie-Diawley rats (20
oy ;
d kid

stochemistry

fiol lonwr \
monac]o A 225) rabbit polyclonal lgli {Santa wr, Califormi

antibadics "EG (C=1} mouse me 2z, I 1{ A
are expresscd as mean + sem and compared by the non-paramctric

5 mg'ka'day n

expression was sienificantly reduced 1
i e plomerilar

he T (CsA: 171 + 1.7 v (

I iy dl=a {24
he combination of BWI
v by gither imtervention
) wWils &
11CaA
glomerular {5,141, 7% vs 9.6£1.1
expression of VEGF-R, did not d
mereased from 30 to 60 min. Ir it
rease n the expres
I the in
wiere obi
[hese finding z > can dow te the renal expression of both
VEGF and 15 cx B oo . . 3 nd 15 recey s be
down-regulated by renal v ;
duration ot the ischaemic insult

i, this effect appears (o be a func
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FRIMARY IMMUNOSUPPRESSION WITH TACROLIMUS 15 ASS0] ATED
WITH A REDUCTION IN RENAL ALLOGRAFT FIBROSIS COMPARED
WITH NEOQRAL THERAPY

IR Waller, (i} Murphy, GR Bicknell, RS Sandford, Nicholson ML,
hvision of

ES 4FPW

ranspland Surgery, Lefcester General Hospital, Gwendolen Roed, Léicese

Aims: Long-term patient and allograft survival is influenced by mult
fuctors that can ac ale ProgrTEsE R i i wphropathy
cardiovascular disemse. This study aims to evaluste the resubs of a
randomised prospective trial comparing the safety profile of Tacrolimus +
higed primary immunosuppression ollowing renal transplantation a

raft fibross,

Metheds: 102 consecutive renal iransplan were rancdomised

microemulsion eyvclosporin (Meoral) o crolimus  based  iimiunosupp
cofjunction with steroads. Patienis were assessed for one vear for de
functron, acute repection glomerular filtmtion rete, lipid profiles
0 1o 2, Al patients were mvited for 3 renal bi pEy al o

[hrissis using picro sirius red staining

Resulis: There was no significant difference incidence of acute rejection

sterond resistant rejection b en the fwo i this study (Tacrolimus 348

versus Meoral 31.9%, P=0.7 s pssociated with a sign
in the duration (15 davs versus 2| > Mearal group, P<0)

freguen f delaved g function (P 12 ingidence o li

n i { Tacrolimus

i mssociated with o significant incrense

cholesterl (P ang LD Levels (P=<ih,027,

/! mus growp but this was not
verses Meoenl 3.2%, P=0.5). Neoral wy
There were no significant diff
blood p e between the two groups. However, Tacrolimus was a
sigmifscant reduction in extracelluar matrix deposition,

28.57) versus Neoral, 23,50 (6,3-59.81) gl one vear-P<0.002
Conclusion: Despite different side effoct profiles, Tacrolimus
b 2l ift fibrosis ne vear, Long-term prospective o
nted 1o f Toacrolimus should be es

rm allograft survive

RESULTS OF RENAL TRANSPLANTATION USING VERY SHORT STEROQID
TREATMENT WITH TACROLIMUS AND MMF

R Boarrows, J %an Tromp, T Cairns, M Gnffith, ¥ Hakim, AG MeLean, A Palmer, W
I s I'II'\.L.

ransplant Unit, St Mary"s Hospital, Paddingion,

20 using shor

rms of patient
We have staried using: a
ed o zero o week)
aft recipi

r subsequent grall) were

ctively analysed in terms of px ad graft sunely raft function, rejection

e, weight gain

Results:
Patient and grafi survival remains 1 00%

I'he overall rejection rate is correnthy 18
patients on m & month data is i | i L

| year follow-up) was 18, 1%, Of the 11 totel rejecti

paisents witn
a3 mild or borderline, 7 as tuwbulointerstitinl, and 2 &
All rejection episodes were successfully reversed with IV pulsed m

CHILE !:\.l“l\.l'ul.'.'il I'\:'. e illlll\.\'.llllil\.'\ll- ol feronds o ||_;,' .:|III.II'.:I'\-II:"iI\.".'-"

Estimated mean GFR (by Cockroft & Gault form ) was 61.9
Cl 5 V) and 66.7 at onc year (95%CT 45 1o 88). Trough 1 mis |
averaged 9.8 ng/ml at | month, 9.9 ng'mi at & months, and 9.8 np'm wnths

did not increase significantly following trunsplantation at six n
im 1. Akg 93%0CT1 6.2 to -3.4kg) or 12 months {mean weight gain 1,15

I'he incidence of de movo o g was very low with 011 new diabetics in the patients

with | year follow up and 1

Coneclusions: The uwse of & verv short-course steroid regime in combination with
acrolimus and MMF appears to allow renal transplantation with excellent results in
erms of grafl i patient survival without the disadvaniage X erm seroid usagre

of the need to use very high Tacrolimus dosing to
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SYNERGISTIC | CTS OF RAPAMYCIN AND TACROLIMUS ARE
PREFERENTIAL TO ITS COMBINATION WITH CYCLOSPORIN IN THE
DEVYELOPMENT O TIMAL HY PERF

TR Waller, GR Bicknell, Micholson MI
vision of Tran 1 iy, ster Cieneral Hospital, Gwendolen Road,

LE5 4PW

hims: Allograft topathy, a central festure of chironic
allo . remmins the leac & cause ol lute praft tatlure following heart tran
Ihe anti-profi tve drug sicolinnis has been shown o inhibil the deve

mitimial h s central feature of allograft vasculopathy, This st

Methods: Male 5 -1 i O
e'dav) and either terolimus (0. 11
rol group
re explanted at 2 weeks. rphimedric
transverse sections and intima medial mtios
planimetry. Pro-f gene expressior
wieeks for metalloproteimnse-2, 1
Sections were

matnix deposition was g

Results: Sirolimus in combination taer

imal ths g. median

| .4

pra=fifnotis
z aceumuli
nitmal extracellilar matmix ¢
with sirelimus and tac

compared 10 sirolimuas and cvel

Conclusion: The synergistic benefits of sirolimus in combination with 1acrol
preferentaal thise observed with cyclosparin, Further experime

evidence is re | a8 1F tecrolimus should be the primary calcineurin-inh
of choice when wsed in combination with sl

42

DIFFERENTIAL F ECTS OF CALCINEURIN-INHIBITORS AND
RAPAMYCIN ON THE DEVELOPMENT OF INTIMAL HYPERPLASIA

sholson

ndolen Road

Alms:  Modern immunosuppressiv

claimed to be assoc with a reduction in v
chromic rejection.  This stody assesses the effect of
rapamyein on intimal - thickes

extracellular matrix in a model

Methods: Male Sprague-Daley 1
wed to receive no treatme
TV kg daily
: y and were explanted at 14 and 23 A post anenal injury
1 representative transverse sections and intima
d using computer-aided planimetry, racellular matrix accun
picro-siring red stain ro-fibrotic gene expression w
ET-PCR and meta i EETEET

Resualts: Cyclosponn was associat v mereased intimal thickening compared
<0.004). Tacrolimus h » effiect on intimal thickening, whilst
inhibited fnumal thickening at and 28 days (P=<0.004 and
wcantly imhibited M 2, MMP-9, TIMP-1, TGF-
1ys (P } buf incr M deposition. H

educed ECM depo I & cyclosporin (P=0
Cyclosporin | Tacrolimus
13 (1.1-1.1 L0149

b | L6 (i ) | 0.5 403406)

0,97 | 0.6 (0, 3=005

0.7 {04015 £

%
0.6 ((4-0.7) & {46y | 0.6 00.5-0.7

0,7 (0,540 5 0.7 (0.4-00.6)

Conclusion:  Treatment i iat with worsening of va

I I =t I : reduction in intimal thicker

Tacralimia | 11, ared o controls.  Treatment wit
F (o i ;s

all immunosuppressive agents resulted in incre I ECM deposit Rapamycin may

halt the rate of |'l|'-.-:_'|-\.".\.-il.l: of vascular narr WihEZ Cod I|'\.I.'\.'-\_| to hoth |

TOAImLLE.
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!ﬁ::fn.}ﬂ].'Ir{l }:ll\_u 2 HI'{:I- |"I'_IE|R \I{J\H{'_I.[_Jn.\ '!.i. ANTIROD # LOMNG TERM PROSPECTS FOR IMMUNOSUPPRESSION WITHDRAWAL
A ATION: META-ANALYSIS OF RANDOMI . AFTER SUCCESSFUL AUXILIARY TRANSPLANTATION FOR ACUTE LIVER

’ FAILL

P Cockwell, M Tves?,

.-.l-\.' Hriment of 1r ') 11 1 1 . &l IO - i .
I i ¢ Wl } : 5, Wir P Srinivosan, Dr W Jassem', Dr H Vilea Melendez', Prof G M W eTgani”,

5 Dr J O Grad fuicsan , Mr M Rela', Mr N Heaton'

Birmingha Mg nstitute of Liver Studies’ and Departmient of Child Healih®, King's College Hospital

Denmurk Hill, London SE3

{limical Tri

Iy the elficacy of interleukin (IL}-2 recepior monocl

psy proven acute rejection, allograft loss and complication Intreduction: Auxiiary partial onhotopic liver transplant:
I '\|| HER[H1 :
Methods: We identified 8 randomised controlled studies ins tlvi 116 patlents wh

were: followed for a minimum of 2 mo Wl = 5 were performed with

advantapes over conventional tation in the treatn

ire. The ability to withdraw imim
perhaps the moss important advantage for tl

; Patiends and methods: Twenty one pabents (i age 14 .1 wears
iliximah or Daclizumah) in i on to standard eyelosporin A (CsA N Neor 2 mderedent APOLT and 1 .'-.|. tor ter than one month post-ix I'I:I'\': ini
FITRITELIN O easlon  compared to  potients  teeated  widd slamdard :

who received I alph: 1 PO ] i (anti-T Ad

e e AT s for transplantation included serone
TN 05 e alone, A metm-analysis wis performed 10 compare the following paracetamal overdose i T, dre induced in

incidence of acwe o iom at 6 months following trunsplantation, gra nushroom poism v i G The d
incidence of infec 8 (including oyt ovirus infections), mal s nchud
E g nd histolc
cplor monoclonal  antibodies o stinden (L]l lobe, 5 with left lateral sear
Immunosppression significantly redueed the sk of acute rejection (odds
0.51: Conlrdence Interval (C1)

nedian cold ischacmia time was
E pRlenis SUrIvVIng mors

oss al one vear (DR 0O months {1

W-up of 32

O.00% an R . o A YR . v
I, and there was no difference in patient mortality (CF 075 (] m Cme adult patient was a Ll e
by ! 13 I:lw.'l\.' WwWas -l-'--_l.l_':' g 1 |||I_'\-|'I '|;_|! incidence I CLOTS T ] nry o T T i ), 3| L = v Ll"llll e
- 5% 1P z r i R . Lo : ; ; i S
CLO.77-1.23) (2P=0.8) ancl w slight but insignificant reduction in Cytomes

it L T et
mfectons (OR O

| 12 CL 0.64-1.05) {2P=0.1) 4 s no difference in the sk o post-transplant o patient stoppe iny wpression abruplly ang -

..I I_. I'f'l_“_“._l_m M % : 7). The effect i wuxiliory praft necessitnting surgical excision, ave atrophised in the othier 7 pahents

the reduction in grafi ORS WS miparakle I ireated i following gradual immumosuppression withdrawal and there have been no other

nsolone, with CsA. predmnis ¢ und azathiopring, or with CsA, prednisolone s complications. Se sther patients are cureently having their immunosuppression tapered
wenolate mofedil .

Conclusions: The addition of [L-2 receptor antibodies to sfandard CsA b awiitine a protocol biop N : * fiwer 1 a I ] . Four patients e

L ; sults in & significant reduction in acule rejection at ¢ it | i n I-_"||‘:'i'|‘:.ll OF D) TEEeneratio ¢ |.|:-Ii'..:. 1l e dependent on Il.n i siid

and gre well with stable liver nt transp i 1 ig well and s

L 3 r ¥ L 0
1 and also ift losses o one year by 220, althe

receive standard tacrolimus based i L

W of d f 3 Conclusion; APOLT

of of death. | up studies are needed to confirm whether TL-2 recentor antibodis Witk i o snipirih G : B %
Improve lo rm graft and patienl survival. ! :

3|‘__|..”.|'.~|:.|: r|-|.\. L T TR | T se I infective or ot & '\.:II'I||'.i. s

treatment for o selected pro ver failure, Immunosuppression
should be withdraw i 1 e g w. Surgical excision of the

auxiliary




MEASUREMENT OF COMPLIANCE POST RENAL TRANSPLANTATION
LUSING ELECTRONIC MONITORING - THE EFFECT OF FEEDBACK NI
I'ME

E. Hardstaft, K, Groos
Renal and Liver Transplant Linit, Freeman Hospatul, Mewcastle upen Tyne.

Non-compliance i5-oa problem moall medical specialitics and leads
the tic failure. In transplontation it is thought o be responsible for the m

¢ rejection episodes and wp 1 third of cases of chromie

% In W leads to reduced arufl su

Measwrement of non-compliance 15 not easy due to ifs co

commionly used methods tend 190 under estimate the trie extent

L most accurate apps h
100 stable renal tramsplant patients (= | year post transplant) were approach
asked if they would use a "“Smart T op” pill bottle {Aardex Switzerland) for thei
sathioprine/prednisolc for a 12 month period. The tops contain a micron
wiich records the nd time on each occasion the boitle is opened. This infi
can be I omto a computer database via @ special modem a
outpatient ¢linic visits

I'he paticnts were andomly placed into two orouns, Groy p | received feedback

st outpatient visd wnd ETORLp 2 received no fecdhack thirom :_-ill_-.|_| thit course

Chrerall over the
exirn doses and | o) migsed consecutive doses. On v 3 {6%) petients w
ipliant
23 patienis » cerved feedback, & (26%) then improved
ere g different after

at did mot receive any foedback, 5 (20%) improved, 10 (40

| ifferent after their firs) outpaticnt visii
were wilhng volunteers and were monitored on on Liily
misl likely represent our most compliant pat 5
amge fales. This neay explam why there is no significani TP eI 1T
the group which received feedback
II. |||I.' SL10EE
their com

feedhac]

Parallel Session 2(h)

Alloimmunity I

Thursday 18 April 2002

16:00 = 17:30




(M4

ANTIGEN PRESENTATION BY MOUSE CDd+ T CELLS AFTER

ACQUISITION OF MHC: PEPTIDE COMPLEXES: A NOVEL MEC THAMNISNS

OF T CELL-MEDIATED REGULATION

Julin .5, Tsar
Dept Immune

lian-Guo Chai® and Robert Lechler

ine, Hammersmith
Brology  Group,

Antigen presentation by activated T cells to activated T cells has lon

Induce unresponsiventss in human and rat T cells. This may provide

limi ' cell clonal expa the course of an in vive imm
wrates in mice due to i

vied exlensive acquis 1 of MHC class [

4 cekls from antigen-prese cells (APC). Usi

(specilic for HEL s H2-AL complexes) we observed the

II:_l H2-A" complexes after exposure 1o peptide-pulsed F2-Atransfecee

12 CAH3 antibody which specifically [ECOg 5 these comple

observilions wi ade with T cell lines established fromy D011 10 mice (spe

WA v HZ2-

IAD and DO L0 T cells that had

APC for 3AY or resting DOLL 1D T eclls
directional T:T anl

cellz led o hypao

s MHC complexes were
with the human and |

Ihese findings
possibility that T; : senlitor
) il rulitory @

nice,

&, Maost mport

compsli

REGULATORY TOLERANCE IS ASSOCIATED WITH INDUCTION OF
C-KIT, E RECEFTOR FOR STEM CELL FACTOR.

SM Metealfe and T1 Waison
Dept of Surgery, University of Cambridge, Addenbrooke’s Hospital, Cambridge,

CR2 20/0)

Introduction
ully mis i IBALB 1o CEA ) ca
block CD4 and C

cells from recipient mice show

s of non-deple a
recoptor f ions. Once tolerant, CDEtve
specific, dominant, and infectious rance iy vive, Analyses of these spleen cells
al transduction pathways compared to the

vive has demon ed differcnces

rejection response

Aim and

identify critical detler ; VEFSIEY  TRJCCTi

receptor f 1

1 ¢ spleen cells

le of c-Kit induction was measured in paraliel to that of STATS, a

1] transduction factor responsive 10 SCF/c-Kit activation. Base line

vl STATI wern timulation with iradiated

jonor-type spleen cells (Hme zer
f STAT 3 and c-Kit I

aliquot of irmediated re

: prepared for measurement
atter restimulat 1 further

incler cells {at 12
BALBye skin allografi

Resalts:
iolerant cells d
c-Kat and 5TATS. This was specitic for
tle effect on the 5TATS an

Conclusions:
I'his is the first report of regulatory tolerance being associsted with signal transduction
through the SCF - c-Kil - STAT3 pathway,
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CDMHI COSTIMULATES A HUMAN CD4' T CELL ALLOPROI IFERATIVE
RESPONSE IN THE ABSEXCE OF BT
M. |':|'_'I.'!'x_

department of Immunologs i e of Science, Techns
D Cane Road. London, W12 0NN

Optimal proliferation of cells, 1 nitiated  via
complex, requires additional costimulatory signals. A large b
| survival by inhikity
Can fenchion as an o
: studied the role of CDACT
sis expressing DR supratransfected wit

transfectanis have

gencrating ¢
(O 1R

wonders. We demc

trated thot CDGO §s ¢

(5L

REGULATORY EFFECTS OF ONAVOX40L BLOCKADE IN THE
ALLOIMMUNE RESPONSE.

Ad Curry, EM Bolton, J Chickwe, M Cai and JA Bradley
Department of Sur o, University of Cambridge, Box 202 A
Cambridge, CHB2 ]

il QK40 1
[Tl B I
Expression of OX40 is the

arked ns turgets for possible the

LLLAREIREN B
aft rejection. Blockade of 03 een shown to reduce
n mumne  experimental | model i EAL GivHID, |

:III\.I
AWONML blockade influences

i

vell proliferation and cytokine release in the ab
noday 3 the dominant costimulation was provided by CDAD. by,

vy cosimulation provided by CDED and CDE6. Despite dec

i HC (BALB/c to C

wnse model of b

BA} and minor H(

howewer, the

tectants, CIM cells

vision of costimulation b C0 Wiz eme
ICNEH ¢ 1 s co-culiure wiil

ACINANEErals SO EXPTERL8E0E

hich inhibited prolif

(REHES
tthe effect whi

which showed that h CIG

h on cel

d co-ciliured witl

on cells co-cul

CLise & OG0, and Chs0L Ihgh cel | g0y, CD25

imithle of fune TnE

W eeulated in each case. Thus, CI
ence of BT} as a costimulatory molecule both in terms of
kme release, this % quesitons  concerning  the conse

nitation by tissue pa visil colls

of OX40 was maximal a
nwed a reduction in bath
Th2- (Il associaled o
responses  observed.  These
siaining of Tl ponsive T cells. Tmma
2 of CIX40-positive
I titial maor
Mouse heart allograft re 5 were treated ip
1 combination with CTLA4-1g administered daily or on altemnate days until day 15 post
ransplantation eutment succended in pr ! _' g hean rall survival i (1]
: prents mismatched at only mim ocis anlipens bul fuiled i
graft survival in the major HC misms

besed on the in wi

sampnaton. L 1
L reating prall necipients with albernative
mmung modulation ing the firse 72 hrs post transplant followed by
whninistration of (0C

These find inehic: b al 'I'.Ii!.l."li -specific T cells may be succe ssfully largeted
with immunomodulatory to diminish the downs noevents foll T cx

- | emend with alloant and blockade of OMNJ40AOX40L may prevent allograll
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DISTINCT EFFECTS OF CDB6-MEDIATED COSTIMUL HUMAN CD44CD25: T REGULATORY CELLS ARE POTENT INHIBITORS
VERSUS ACTIVATED HUMAN CDd™ T CELL 5,

0OF Chi+ T CELL FUNCTIOMN,

t s, | Jackson, WOS Camera, G Lombard: & R Lechler Miels 05 Camam, WF Ne, M Hemmandes-Fucnies, E Eren, BRI Lechler. Depantment of
[ ot of Tmimunolegy, Impetial College of Science, Technology and Medici mmsolo lammers Campus, Imperial C e, D s ad, W12 0N

DU Cane Rd, London W12 0NN "

cells to respond to a ."|1-'-' HARRan. o b - CDACD25+ T cells represent @ unigque popuiglion

. namely the lization of I 1 17 and the |I|'-.'- . respansille for the preventiod of -ann active |
21 Whilsi much dats been published demon existence of this | | in man, demor

tly of costimulatory molecules in T cell et TArIne sub

vidual contril 1= of CHEOD and CDE6 rermmirn .

1ikent s of CDE0 and CDEG on the

poriance

unclear, We have st ; gl inhibit  CDA+CTRES . a celleell contacl-depend
wision of costimulation fir o ;" msechanism. In this st X

haman T cells using panel of hu i e d 5' Il function 'F ing was used o measure prol
supratrinsfected with either CDRO, CDHE6. Thest i
functional assays with either allogeneic CD4

clones (sctivated) as responders

Pi- populs Intracellular staining was used to detect cviokines, Con

I cells [re or ded T microscopy was performed to study T cell activation. CPSE-labelled CL¥s

ferated less m the pres CODEHCD25+ T cells by a cell-cell contact

2 mechanism, th parti us IL-

assays and day 2 for T cell clones by incorporation of

q
2L alls that lad
city of CIEA nulat been eo-cultured  with D25+ T cells we 255 TESpONSIvE \!.l'-\:-\.'. uent
1 !..-\.iII:' DR restricied T i recha C ared with { -.'||'.'!.'..-.: l-‘-'.:I.l' L\l."—" '\ -.-._-.lll-
nore, proliferative response: Furthermuore, CHSHCTE5H ecreased the production of IL-2, perforin and IFN-
CDE+ T cells so-culiur alc activation studees examined oy
o (=) in the presence an  anti-CDE6 . ] e evealed that CDE+ T cells were less activated when in cont
demonsirated elevated levels of CTLAS o g 5- T cells, The
fg transfectants compared 1o expressing O8O arallel. di 7 wre pronounced on the memory subser CDE+ T cell p
profiles of CTLA4 mmd CD28 were of AL ey amionstrate immunoregulatory ole plaved by CDa+HCIRS
allogeneic CIM T cells with i

I cither the CDRO or CD&r ,1|-_-_-“_||.|_ relevance to the generatson of eftes
mts: U228 wag ¢ 5

ated and CTLAS was nol expres
§Q, whilst ontrast, CTLA4 was e
ollowing co-culture with CDE6. Expressio

wies also detecied ot

ed following oo
CD2Z8  downe-reguliin

hiz eoules themsely

. levels of CDEO or CDE6 on CD4 cells

with the CDE0 or CDES-¢xpressing
fderway fo determing whether this is due to upregul; acquisition. In o

e ql costimulation differs in f
human CDd T cells

Iransfectants respectively, Exper

een resling anil
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INDUCTION OF TOLERANCE IN T CELLS W ITH IN .

1 ER, T L1 DIRECT
PATHWAY ALLOSPECIFICITY

V. Mirenda, MD, I Berton, A. Dorling, MD, PhD> and R, 1. Lochler, MD, P
Immunology Department, Imperial Co o binalier S _.,;l \ b
Hammersmith Hospital, London L il

The relative contribations of oCl puthacary
:!_ nsplant rejechon [ tanding interest. The ai
sitidy was I.- pr D i allospecifici
immunegenic | costim Tid |1 \|'-';I;_' l'-‘Illi-
with (he domot
‘tll.erIlII:F:-'. Dendrtic | : VT fified fioim bome mimow of (LEW
.-"..l Lokl mits and were cul ; ; Dexamethasone (DEX) o
proven| their maturation b ] hese cells was tested by FACS
.'_n.;:-. g8, T o !-|-~I||::.f:1|i-.--' ASEEY lep Iture were wsed in 1 |:..-: 1
I\i'."" % s ; I e III:-\.' .:ul. o [Tl | .';I.'|| TESPONSS O b
from LEW rats pre-immu i |-Z.|‘-'l."- :.:-.ll. |I||II ;‘:II" I-:- <o Ciini
of the sl indirect pathway allospecific T cells was
Results, Rat bone mamow-derived [Ms ¢ tured in the presence of DEX retain ar
immatuire phenotype charscterized by low expression of MH( |.|';.x |'. s
costimulivtory |.|.|"|'\-'l.|:-\.'.\ (CD30, CDE6). These cells caused ||'I|'=r|:.l|”
. pared to mature DO, M
1 i A T cells, such th
exposed o im (LEWxALG } d non-respons
< bt not 2 lintx cells purified from LEW rais
ure (LEWxALNGIF]l DCs s " TM
th LEW DCs that had
a secondary prolifes
wevies. The capacity of the unresponsive T wells t
Nz restncted by LEW MIHC class [1 was restored

Conclusions, DEX | froeses
unature BCs do not stimul |

ney can efficiently induce n vitro, M eF, Immature

i £ i nergy i Ve k1l T

i Tmce in vive in 1" cells with indirect allospecificity, A pro eradive re
th \'III-.'I gic T cells wiik t allospecificity was res

CD25+ cel
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REGULATION OF ALLOREACTIVE T CELL FUNCTION BY
TRANSMIGRATION ACROSS MHC CLASS 11 EXPRESSING ENDOTHELIAI

CELLS
Szun Szun Tay, Ann MeCormack, Marlene L Rose, Natona
Imperial College, Harefield Hospatal

I 0N Betweon
C results in A stop signal, preventing
th thi ECs expressing that
M 11 EC om rafc o
J and DRT (third-p
11, DRI13, I

migration of antig
Here we have investieoted the effect of
unction of DR11 and DR13 (EC specific) or |
cells. D4+ T cell clones and lines were rai
PEMC stimulators, The T cells

Eahy 926, either untreated (MHC class [ ne

Ty |

consiruct {Eahy

sountng cells m the lower o
i EX
iltaneously through E W5 ASEESsC
and PBMC
In additic
LHOE 'WaAS COmps
of migr hrs, Resp ]
cociliured ¢ hambers ¥
Fesults: The rate of migr
through Eahy 926/CHTA compared 1o 1
(R ¥ i ells migrated compared o 29

P . :
of migrat ot EL specitic 1 el i

response to PMBC be

3} 24 hrs
nse of non-magrated o

as unchong
or chamber remaimed
ere coniacl, reduces T
molecules, This was confirmed

cells was signi

te, bt also the fu
MHC class I

1 adhered to the EC or filter, which

Conclusions: He
cells have chang
|'m-;-;|i'|| by that 1hese

being explonead
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MATURAL KILLER CELLS IN HUMAN RENAL TRANSPLANTION:
AN UNRECOGNISED ENEMY?

Sacks & W, W oL,

aby, CGiuy 's Hospital, London,

Introducton: The role of Natural Killer (NK) cells had been overlooked in pene 5 :
transplantation. They use their inhibitory receptoes {e.g. Killer le-like receptors, *arallel Session 3(a)
which bind 1o sell class 1 MH cules 1o i
Mismatched allografls con therefore, Wile arpels for NE cell killi s : : = :
tor these inhi h.'ll- killer receptors are found in |.|Lli|‘.|ll‘"-\.=.|_"' Receptor an I ¢ Ul‘gm‘l PTUCU’.’L‘”-ICTII i]ﬂd Sll'l‘_'._i',l{'.{l.'. lk‘L']]!]]L]LIU
complex on chromosomes 19 and 12 respectively They are therc
ndependenthy A Ichromoseme &) Our  living - 2 iy i
transplantation programme with varying degree of HLA and KIR mismatch provides an ]"l'il.j::l}" |9 A]FI'I] ._l.]u_
unique opporiuniy i study the role of NK eells in human renal Bra on and o
mvestignte it sharing of HLA andlor KIR penes with donor resulis in decseased -
actiy: af WK r.'||‘.- post transplant i . ﬂH :'-1*_"' [ﬂ 31}
thods: NK cells were purified from re it peripheral blood mononucleo
(PBMC) by negative : beads wl used in g $hr ayiod

£ related unrelabed BMC at different effectoritarget (E-T) cell ratios 2 day
heon loaded with ¢ yelosporin (Cy Al

splantation {with add 1. azathioprine, steroid

Resulis: Mean
of 25:1) 2 days befi :
CyA (12 =13, p=). 57). However, it rose gigni ily m but 5 patients
ifler fransplamation o 229, P b Recipient KIE genotyping
performed and correlated o donor HLA EXPression Based on our current k

Iiminary data showed that recipients exhibiting

I express fewer number of
1 I | simulatory recepios
MHC molecules when compared with those who did not demonstrate
Furthermore, recipient NK cell eytotoxicity against 1% degree relative donor ta
with unrel: © party individuals (1 g 1), sugg

amlior KIR rencs with donors resulted in decreased NE

Lonclusion: MNh cell activity can be activated after transplantation despite qus

HImInGsuppression, £ that recipient NE cell eyt Cily against domor may
of the rejection process:- e unrecognised enemy
e reciprent puirs where the recipis not

ry Tecepions (o pre 1 Wf domor cells

Fig 1: Example of NK cells cytotoxic

dofior (a 1™ degree relative) PBMC ai

E:T cell matios before - after transplantatio
{solid line). NK eyviotonieity was generally

in related individuals compared with un

37 panty (dotted ling)

Fig 1: NK cell activity (at a effector:targe! mi
of 25:1) against donor PEMC is unaf !
l.|-.‘::-..\' fres a1t i:.-. 1'.1. A but rose qigmi

all buwt 5 patients (shown as dotted lines) 3
after transplantation (n=15).
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A COMPARSION OF RENAL ALLOGRAFT FIBROSIS FOLLOWING
TRANSPLANTATION FROM HEART BEATING AND NON-HE ART
BEATING DINORS

RBM Sandford. & Hosgood, MS Metealfie, ML Nicholson
Depariment of Surgery, University of Lercester, UK
Introduction
Althouph kidney transplonts from non-heart beat 14T
lfogradt survival rates in the medion
iz a paucity of information relati

1fl nephro; The arm of this study was to com * the development of rer

i

N fibrosis in Kidoeyvs trnsplanted from NHED and conventional heart beaiis

s (HED)

Methods

A geries of 36 NHBED and 74 HED renal i nsplants were studied.  The populatior
re well matched in terms of dor clenistics, although mean dom

age was higher in the NHBD group. Protocol necdie

pertormed pre-perfusion and ind 12 months post transplani. Biopsy sec i 4

were sta with Sinus red 1o determine the level of interstitial extracel

depoxition, Renal o it fibresis was quantified using a compuienised image

#yvslem

Results (see graph)

Ihe mean wari ischaemic time for NHED Kidneys was 25 minutes

function (DGF) occurred Yo of HED and E7% of NHBD. There wer
sigmificant differences in the | af renal allograft fibrosis betwesn NHBD and
kidneys at any time pomt. The level of renal fibross in 6 manth hiopsies was posi
comelated with serem creatinine levels at 12 and 24 months post transplant (P={

i 1 MEBED CaTCanS A e

Tirra peoiet

Conclusions

Dhespite sustaining a prolonged period of warm ischaemic mjury lewding to high mat
DCGF, NHBD kidne . loprmie
allografl fibrosis. This study supports the Eronwing v of evidence that WHBDs arc §
practical and viabbe altermative to HRD kidney transplants

appear o be more su ible to the development of ren

Fe Tenal Irnspdant bropsies Wi

Miasimum GST ve
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IS THERE A CORRELATION BETWEEN GST AND ALA-AP LEVELS
DETERMINED DURING MACHINE PERFUSION AND THE BEST
CREATININE CLEARANCE AFTER TRANSPLANT WITH KIDNEYS FROM
NHED

Ciok MA, BK Shenton Buckley, Jacques B, Soomra N, Manas DA, Talbat T3
Renal / Liver Transplant Unit, The Freemuan He . Mewecastle Upon Tyne
Introduction
WHBEDs are increas
screening 15 crucial 1o disqualify poor kidneys from being trensplanted.
perfusion with cold preservation enibles viability o be quanti
paramet
Gilutathione S-tronsferase ((
been previously used to I 1 iachaemic amage, development of
els of GET, beyvond i
ed with DGF and PNE. We have look

Materials and methods
55 renal transplants obtuined from 49 WHBD s, which had been n
evalusted retrospectively, 48.5 % of these were ¢
Kidney cffluent samples were assayed for bwomarkers, total GST
aminopepiidase (Ala-AP), The best serum creatinine and creatinine clearance
(calenlated from Cockerafi-Gault formula) in the post operative period was determined
and collated. A scatter plot of serum creatinine versus tosal GST and Ala-AP, and tota
GET and Ala-AP were plotied and their respective correlation coeficients determined
Resulty
Survival rate at one year
Kidiesy 005 %
Patient 01.8 %
Renal function
Serum creatining 5.9 ol
Creatinine cleara i1 497+ 4 4 mls/min

Correlation

Maximum Ala-AF versus best SCIUIA cTeatining learnce

Conclusion
There is no comrelation

the best creatimine clcarance

veen maxmmum GST or Ala-AP at machine periuswon with
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WARM EX-VIVO KIDNEY PERFUSION PERMITS PRE
EVALUATION OF RENAL FUNCTION

TRANSPLANT
MS Metcalfe, JR Waller, SA H o, W Rochlke*, ML Micholson
Uransplant Division, University of Leicester, Leicester General Hospital, UK

TNIC IMACNIne proeservation ol

1 function

Intreduction: Renal preservation by nommod

Ay |'IL'|T|'I'.=. a pre '.'!I'I\!"I_I!ll MEASUTE R |I| Elll.'r\.'“\.-ll.' VH

ervation, und may offer the prospes

of this stud

L = E WL
transpiomnt 1

Methods: A left n

apecilied wamm s

EAN preseryini
to compare the ethcacy of preservaton by normother

vemtional cold |.'l.'||'|||.i|;:._'-_ and 1o COTPATS CX-Y w0

rectomy was performed on 4. having
= time (WIT)H, O oF 3( 5. Pre
static cold sto
8'C, 6lnmHg
apparaies was a ol |-I\.'|| I
unit, (32 1 20mmHj
emulsion | ) s Aty

&d o incorposate a heat and

s o Hssue culiure Tued P
hours latér, the
trassplan me anmmel, £ I Ik

days post transplant was the PTIMMAry < enal functions of survivin

: 0 WIT group Y the ares under the
nine agamst time. Ex-vive renal fu i uhir ME WA |||.'||'|
nce. Resulls are presente

cormpared

15 imeRian | re )

[0 WIT | P Value | 30 WIT| P Value | ALC [Cr]

1/5 LI0&2 (6117

15 (1 947 (8493 | 02
11458 (587

P Valee

se=viver renal funciiog | O minutes WIT [ &0 m = WIT P value

Creatinine clearance (mb'min} 6.6 (5.3) (ol

Discussion: This study dem
assocuted with high rates of post-transpl: ranal
rue, A further n

fésdrviho

25 for the fiest time that good ex-vivo

viabality. the converse also
is that warm |'IL"'|'|.|:!\.IIII 1% o ,\_l|_||;|',1|._-:|.

ntional hypothermic techniques

s 11 MIPS, RM3

'stolic) or warm perfusion (n=% for each g ronp), The
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CARDIOVASCULAR INSTARILITY IN DONOR 15 NOT A MAJOR
DETERMINANT OF OUTCOME IN LIVER TRANSPLANTATION

John W. Chen, M. Pehlivan, B, Gunson, C. Kan A A D, Maver, JA
P Mch . DUF. Mirza, D2 Candinas

Horch B "-'l-lll\.-'.. { ar nh«.l.i:l

natabality and prios ca L
nob-function (PNFL In this era of severe organ

Basckels,

examine these factors

lir I.l.l '.I\.".L'll'll nc ||||. l\.'||.l\. cig o Ll o L | i IITest
) an paticnt an

Prospectively co

to the severity of the donor’s cordiovascular insts

received livers from donors who had suffered

S minites. Girogp 2 B84 r wents” donors sulfers
atension (mean B

urther subjected 1o a sub-analvsiz ace

hies). Group 2 {n=321} don

Dvonor and

differ sigmficant

tisezan e
i trend foran
Sy ik
significantly
ificant diffe
eviealed

¥ Eroups,. S lonwer st

levels using livers nng prokong % hrs) hypode

mschiemic p litioning
o inled with ¢

o cardiac arrest history wiss a

Donos o4

TSN o)

honerh, This prm p was

3.4
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A PROSPECTIVE COMPARISON OF OPEN AND LAPAR( FSCOPIC LIVE
DONOR NEPHRECTOMY

ML Nicholson, JR Waller, R Elwell, SA White, PS Vaeitch.

Bepartment of Surgery, University of Leicoster, LK

Introduction
|

o remoYe some
i - 3 1 4 5 H
tismncentives to hve kidne ain 1 v wiss [0 compar
morbidity, postoperative ar recovery and early plant outesime follkomain

conventaonas epe choamy (LM ) with | Fy or withowt (Rib-) rib resectic

Ylethids

A COTERECUEIVE ¢ &[] . i@ 2

2k QDN Rl
wod 199

Kesults {see table)
In-patien slay ol d POsLOpCranyc
wis guicker follow
associated with

n ODM - Rib

ODN (Rils +) ODN (Rib -) LI
{m=211) {n=15) (n=2i1)

norphing {mg) IR5+9%
i 126259
Driving {weel ] 50430

In-pa ] 1% o 1

(.05 vs ODN Rib+ ** P (0] va ODM Rib+ and ODMN Esh

Conclusions
QL3N Rib- is 4 less tmumatic operation than ODN Rib+ and i s difti

use of rib resection DN leads w substantial improvements tn donor recon
compared with either type of open hrag . More expericnce iz re
eitabhish the exact place of Y

()

LIVE DIONOR LAPARDSCOFPIC NEPHRECTODN JOWER POLE
DISSECTION FIRST, A TECHNICAL MOIMFICATION.

KF Giraetz, KM Ripg and MA Shehata
I'ransplant Unit, City Hospital, Nottingham, Linied

Since the introductson of | renal dr

Baltimore group m 1993, d neceptance
transplant commumil { hnique where the
step 15 io mobihse the upper pole after ligas f the adrenal vein, 1t 13 during this
i wocedure that the uppe i n I adjacent spleen can be
wed. This was followed b gation  of the gonsdal vem and subseg
iafion of the main

15 thit
VEins i LN | AR | cd and divided, The
nobilised from i iial side of the gonadal v
5 ot ligatedicl { s point. The ureter
Eidney, The

the

completed ready o ni cross ng. Th

icnorenal ligament fros 2ol following it re

cleft between the adrenal gland, Performing this step last ar wat the dney st
in anatomical position during renal vein and anery mobilisation, Chce the stump o

retrieval

In our hands, this meo i

Ie the risk of aging the ¢y (purticy Adjace > Lpper |

1 allows for full visualisation of the renal vessels and their tribwaries prioe o

Iiu'l'll!" amd  drvision his prese tat Wl I'|'...Il\.i.' COVERAgE

procedure described

renal vein is reached the kidney should ke free and ready for vessel ¢ wmping mnd
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ANTERIOR DONOR NEPHRECTOMY - A SAFE AND VIARLE

ALTERNATIVE.

A Bakran, 5 Sur S5

8ir Peter Medawar Unit, Roval Liverpaol Un virsily Hespital, Liverpool

Introduction:

hais VEnl o 2 M B T 3 i
The advent of nscopic five donor nephrect

his led to 8 pee

nl method. The later §s usu Hommed using a 12™ ob resecting

with ats attendant
.|.|'\.I' 0 |,|||'.-
h resect NE X IrapeTIinne:
Material & Methods:
smee June 1999, 20 donors have unde
. The time taken to pe
eniera 1, need
and the impact on kidney ful
iy & work and any long

M dono ST 1R
Al 20 donors underwent a 1o nephreciom
¥eiurs with a range of 2 ears, There we

th of the operatio ag i

pient.  Une domnor necded LifFils of
reatment for presumed ‘hion. Parent
of 2 davs (1 e =4 days)h. The mean post-ope
n the hosp for nom-medical ressons. No p
peniod of retuen to normal mobility was 3
weeks (range 4- 13 weeks). The
r developed incistonal hernia o
n was 2.7 ems. (range T -1 2ems,)
and expressed their sansfacton with the
Conglusion;
smterior dongr nephrectomy
qal and laparoscopic donor epemtions, i
euipment, has an acceptable rate of complic

1
laparoscopic  approach. It

NOTAX, Y E 1)L I'_'I

Iy mvasive anlerior

VaLale Ine ouicome hers

mean aee of the donors was 4
§ males and T fi 5. The ave
2 | 15200 minutes), with the me:
liss being 600 mls. (200- 1500 mls,) or Kidie

y& hunctioned primanh

'wo (10%) had antihict

Eesi was reguimed t

Ury. The mean leneih
v pleased with i

Chad

THE ROUTINE USE OF THE DOUBLE J STENTS IN RENAL
TRANSPLANTATION — DOES I'T MAKE A DIFFERENCE?

A. Tavakoli, T. Angustine, B. Surange, . Paracajasimpam, M. Mareo, 5. Al-b

M. R, Parrodn, R, C, Pearson, A

Azderakis, H. M. Riad

anchester Institute of Nephrology amd Transplantation. Manchester

INTRODUCTION: Routing
[{ETHES ation s believed

rancomised trials on this iz

0DS: Between Nove
donor transplants were perf

prospective randomised tria

sieftme of
lenlmg ol
o reduoe  early

nol conelusive,

0,
patients consent

of wtent o mcklence  of

complications {urinary leak, obstruction and urinary tract infection) as «

hemefit were compared. Main

excluzion ceileria weore paed ipie

urinary diversions and an intra-operative compromised uretencbladder

RESLILTS; Randomisation led 10 112 puients receiving w doable 1 stent while B9 did

not, 11 paticnts who were randomised to No stenl proup went on to have stent inserted

because of intra operative findings; beaving T8 non stented s for analysis. Mean

time to stent removal was 74,3 days, Donor and recipient age, sex, first or reprmfl, cold

I'\-.=Il\.':'ll C LImE, PrmaEry e,

ETTAI.

| Lomplication

Uninary leak
Hydronephirosis

lisense and immunosuppression were comparable in both

| Fisher's exact

TR

sl Infection

here were m
Hut, o1
urin and snother des
slenl, All ur
either sty L

of consur

CONCLLISIONS: Unétene ¢

: ; : !
etk and obstruction but it does lead to a

nfecion

patients excluded fr
| week post tr
15, 4 weeks following
ons were successfully managed. There were no deaths in
the urological complications outways the ¢

il redmal o wsplantation sign hcantly reduces urmary

ificantly higher incidence of wrnary tract
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A NEW TECHNIQUE FOR KIDNEY-PANCREAS TRANSPLAN TATION

A El-Tayar, £ A farka. N Mustafh, Panalois,

Limit, 81 Mary's ospital, Londe

Intreduction: Kidne,
anill 1= classically g d viaa mudlineg incision with consecy implanitatio
pancreis on the night and the kidney his technique is associs
a) extensive mampulation of 1 k B difficulty in controlling hine
following revascalarization of presence around the gral
bowel loops, ¢ undue pressure : on the pancreas during the Lidney

A bowel retraction to t on the kidoey graft of any

led o the pancréatic praft, e} a prolonpes e time which, in our expe

(20 pancreatic
{mea 50 360 + 8BS mmutes. The
chronous implantation of the kidnev an
Iethods: Two incisions are made simultancoush
i the lefi er purt of the
Wl il ac vissels on both sides,
ient retraction for the synchr
ISCLIERSAION 11 15 235y | dendify
Following thar, the p
graft and a side-to-side anastoms
1 GIA 80 surpical stapler
Results: From February 2001 to November 2000 we
with synchronous implantation of the fwo prafts, The Ope
There were no posi .
patient, § a5 and kidney graft survival {m
Conclosin s techmique allows a fast tigsi
e — . e small arge bowel, no pressu
during the i id
sculansation  {especially of the pang i) and  protection

ERlraperite ¥ implanied kidney from any problem related to the pinerentic

+ ransplantation with enteric ||:'.||'!.I:-:l-_' of the pansere

CURRENT FRACTICE REGARDING THE USE OF FATTY LIVERS:
A TRANS-ATLANTIC SURVEY

ClLImber, S.D.5T, Peter, | Lopez, A. Han P 1 Friend
Mufficld Department of Surgery, John Radcliffe Hespital, €

Introduction™ethods

hé present climnte E medicine it
ip with sound experiment verihication
ransplanintion of ity fivers due oo we of inconsisten
well ds differences o practics between instriv

practce is o be e
ACCurate impressuan of
s to e eseahli i

L & the 1
(g uestion racticing lives
it Umted K . This BT 1y email o

¥ 0O
in .
Resnlts
In the UK, 16 of 14 v polled reaponded (84.2%0); this was considered represen
From the | were T8 respondents from 52 centers representing all 11 LUNOS
ed on 1999 santistics, 1 - 5 acopEted for K

| yeur. Space allows only 5 of the 10 questions in the

survey to b shown in the table belaw,
United Kingdom (n=18) United States in=78)

CONCLUSIONS
here 18 & marked intermadional discrepancy in the us
ique, number and positions

TIETOYVERICREAL 5 4% Al i [f ). P CntaEe «
contrary to puilshed L 1 There is

surgeois will accept before e e the liver
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THE USE OF IVIg FOR PRE-TRANSPLANT ANTIRODY REMOVAL TN HLA-DF SPECIFIC ANTIBODIES IN REMAL TRANSPLANT RECIPIENTS.
HIGHLY SENSITISED PATIENTS.
BS( .:.':-.i C Reid”, CG Koffman, and BW ¥a
Tessue Typing, Middlesex Hospita .i:ln_'r!__
"Tissue Typing, Guys Hospital
H
pregmuney and
OE B0 trAansplantation is i ntin preventing rejes X

1 suggested that HLA-DP has a mole in transplant outcome o
used o wne diseases with a athcgenic [ nt, siuch 3 pecific antibodies may be implicated in situations: where the o
whiopathic thrombocytopenia purpuira i cmain urnk .

been inves ol s method of redu specific aniibodies, ¢ W CH U We have pr Y reps of a v o de

both as mduction therapy and rejection rescue m the ransplan selting, P uging \ b i Ve atisclie

DF specific an ; | 1 renal transplant recipients,
> recently devised a pre-t | atbemy l 2 Methods. Sc vith HLA-A, il DV 0 mssmute
it highly od paticnis on the rena e ] he presence of HLA-DP specific antibodies using Flc
EIvVen twice v y for ks, i the panel beads. e micropanticles coated with HLA Class 11 (HLA-DR, -TW). -DPF)
: Fiirther doses of TVIg would be gives antigens purified from o panel of 30 cell lines which cover all the frequently eccurring
a4 fioand E NEANY mmon HLA specificities. A pre-teansplant sample and
2 month © tested from each patient. A post
I in two highly sensitized pacdiatric patients. There wa t af? i atedd production of HLA Class 11

15ing both cylotoxic tests apainst o

L 4 PresCIRc
it therapy and was offered i q antibodies, Furthe using Flg pecificity beads wene performed
dthin 4 days. He was tal scra positive for D eeilic antibodies o determine antibod ecificity. Again DP
Patient 2 receiver sitable kidney in last week of therapy, amd was Bloct SEEAVE Were |l measure the reduction in
lanted. Serum samples fromy both patients £ @ posilye crossma i puriflied from cells of §
at varicis times prior o 1Vig i . This wouk Resulis. 11 ToE) ¢ 'S patients tested showed the ¢ pient of A-Dp
. but their crossmaiches were o srabive atter Tapy specitic es Tollowing transplani: Posit antibodies did o
The PRA of both patients has remained low post trensplant, and there has been o cormelate iection episodes in (his cohx
HNGE ol rejecton from 9 DI ani
specificity. We were unable link specificity re i
yicdooic PRA | C e PR results indicate the présence of untibodies directed again e D epitopes
pre-IV1g | Post [Vig Discussion. Cher resulis show that renal an produce HLA-DP specific
70 ¥ i s following transplanistion 1 s pntibodics are directed  agsing
QI B discrede | 1P epitopes, ; wdentity these ep
spectficitics 1 w TS o5 are [N Progress,
Patlent 2 vs EBV cells |
— K

—e— Poal 1 te nce. F conman, AJ Fobson and 5 Martis
25 !

——e e =y -m— Pool 2
_!_ \.’:

I =

2B-Sep 5-Oct B 26-0ct 2=Mow




EVALUATION OF CD{C CROSSMATCHING & B CELL CUT OFF VALL ES
IMETRIC CROSSMATCHING.

USED IN FLOW ¢

I oo win M Shehata’, A Rafiery”

B I HE S}

[TV
Howe

ric Crissti
COmLn)
T

> CTOS5IE
3 & r M
wits 2x that of

b oS YEe Choss)

% Koartm
s, MBS ShefMield

combin

| ||||,"\.L' Wi

comtrol. Mo

s were not Lrans

suecesstully transpla

WL Iy -ve Cras

IL'i.:l.'I' 1. [0 the prosss

)

not abained oo

ials. we have g

Using the combined data of the tw

ol fior both our Spinl wnits, Chy

(i DD el off wah f2x 1h

il thig i A o P . . LI
that thiz will ce the incidence of B cell positive
transplanta

unsuitnhle fi

0 ol 8 number of patients who m

a specific dondor

adopted a o

tlow cyiormeinic cross

of our n

hes and allow

RLLERR L -|_'- have been

Cendre “Shefield Renn
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GENETIC DETERMINANTS OF DELAYED GRAFT FUNCTION
KIDMEY TRANSPLANTATION

i mber. 50 5t Peier.

muffeld Department of Sar

Iniroduction |here 1= current |y

deleterion
wplanted organ. Eneyimes such as gl

superoxide dismutose (MnSODN are majol

cal scavenging
xamined  the
and
subsequent
L HAR N
Wethods |

¢ nmd donars of first
une 05, who had o i

I I

. i in this study
polvmorphizmes for MoSOD and three
GETPL ) and theta (GS1

L} classes, [
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SCREENING FOR FACTOR Y LEIDEN AND PROTHROMBIN G2H210A
MUTATIONS IN RENAL TRANSPLANT RECIPIENTS & DONORS:
RESULTS OF A LARGE UK STUDY
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Maxwell AP, Connolly JK ;

Regional Nephr il, Belfast City Hospital, Belfast BT9 7TAB
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GENETIC POLYMORPHISM ASSOCIATED WITH HEPATIC EXPRESSION
OF CYTOCHROME P450 3AS5, CORRELATES WITH DOSE REQUIREMENT
FOR TACROLIMUS

LAM. Macphee' |, S sdenicks” , i P Symmis N.D. Carier” |, A ohaston”
W, Holt Renal Med ge's Hospital Medical School 'Anilviic nit
St George's Hoapita 1l, “Medical Genetics 5t George's Hospatal Medica
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CANDIDATE ENDOTHELIAL AUTOANTIGENS IN PATIENTS SUFFERDN

FROM TRANSPLANT ASSOCIATED CORONARY ARTERY DISEASE
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LOW DOSE VALACICLOVIR PROPHYLAXIS AGAINST

CYTOMEGALOVIRUS IN RENAL

Reddy PS5, Tan LT, Frien

Oxford Transplant Cen)
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CYTOMEGALOVIRUS VIRAEMIA IN LIVER TRANSPLANT PATIF NTS,

WHIONIS AT RISK?

bRy
he, Prol

toval Infirmary of Edinburgh

ground:  Cyromegalovires  (CMVY)

plantation (]

5 heen ittempied the

prmarly, CMY 1gl negative ¢ & graft from g

[1ERTRTH

Alm: s study aimed o sdent

transplant development of a CMVY virsemia (CMV, serum, POR positive)

Methods: Owver the period _|_||||.-:_ 1M o Aupust 31T 2000, 7
perh 1 i fs. Patient information (age, sex, actiology «

CIL T, donor CMY t recipient UMV TgG status, CMY
prophylaxis, co-ex hidities) was mpectively entered onio

SLTU and the Ex nical Virol .aboratories,

Results: The mean incidence of CMY virmemia was found 1o e 32.43%
're-OLT Factors Incidence of Incidence of Siwni
CMY Tactor CMY viraemia | P
(%%}

Conclusion: Examinabon of Pre-OLTx  factors
documented, CMV Teli —ve patients recerving ChY
st imteresting findir

highest incidence a (778 () A prey

risk factor, This would s i thit the provision of ant-vir

videned to include putients with pre-existing diabetes mellit

1%} has been associated FCTEE ki mwisrh ki

THE RECONSTITUTION OF CMV-SPECIFIC CD8+ T-CELL CLONES AND
THE GENERATION OF DE-NOVO CDE+ T-CELL CLONES, IN RECIPIENTS
FOLLOWING ALLOGENEIC HAEMATOPOIETIC STEM CELI
TRANSPLANTATI

Ganadhi MK, Wills MR, Okecha G., Hicks B, Marcus BE.. Smsons 1.G
Carmichae] {Tawlor C),
Departments of Medicine, Lniversity of Cambridge
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EXPERIENCE WITH THE USE OF SIROLIMUS (RAPAMYCIN) IN
HEART AND LUNG TRANSPLANTATION

C.Hutchinson, T.Win, K. Mcheil
Transplant Unit 1 wpital, UK
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SIGNIFICANCE OF RECURRENT AND DE NOFO RENAL DISEASES AFTER
IBANSPLANTATION: A SCOTTISH EXPERIENCE
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A RENAL TRANSPLANT & RENAL-RELATED SURGERY BTS STANDARDS

AUDIT PROJECT

J Shaw, F Qasim, H Rizd, & Valenting an
Manchester Institute of Nephrol &
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FHE CENTRE EFFECT: HIGH INTERCENTRE VARIABILITY IN
RECOGNITHON AND MANA L RISK FACTORS FOLLOWING
RENAL TRANSPLANTATION

B Mosore’, J Pattison, S Pollard, H Riad, A Be . and rompscier
University Hospital of Wales, CardifT, CF14 420%
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A FROSPECTIVE, RANDOMIZED TRIAL OF TAL ROLIMUS/PREDNISON SPLIT LIVER TRANSPLANTS: IMPORTED OR LOCAL LOBES?

WITH ZENAPAX INDUCTION VE RSUS TACROLIMUS! PREDNISON]

MYCOPHENOLA MOFETIL IN CADAVERIC KIDNEY RECIPIENTS firs F M Seeney’, Miss £ Bon on®, Mr C I R
UK Trumsplant, Bri { alf of the LK Tra ant Li Advisory Gro
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Theamas Starz] Trans nstitute, University of Pillshurgh, USA
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THE URGENT HEART SCHEME IN THE UK: THE FIRST TWO YEARS

Mrs F M Seeney, Mn B L Potter, Mr C J Budge
LUK Teansplant, Bristol on behalf of the UK Transplant Cardiothoracic Advisory Group
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HLA-DR HOMOZYGOSITY AND THE NATIONAL KIDNEY ALLOCATION

SCHEME

Johnson B, Fuggle 5% Belger MA, Briggs J
CUm behalf of the UK Transplant Kidney and
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REFEAT KIDNEY TRANSPLANTATION IN THE UK URINARY N-ACETYL B-D GLUCOSAMINIDASE (NAG) EXCRETION IN
o RENAL TRANSPLANT RECIPIENTS WITH STABLE FUNCTION AND
Om 5V, Rudge CJ THOSE WITH CHRONIC ALLOL "NEPHROPATHY (CAN)
I Advisory Group
Backer i+ The far i i : Dr J Stoves', Dr M Bosomworth?®, Dr C G Mewstead Departments of  Renal Med
: e . : A S teame are well known and many and “Chemical Pathology, 5t James's University Hospital, Leeds
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LONG-TERM OUTCOME OF LIVER RETRANSPLANTATION |IN
CHILDREN.

srimvasan, M Bowles, P Muicsan
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CREG MATCHING AND KIDNEY TRANSPLANT FUNC ITON: A SINGLE
CENTRE STUDY.
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THE EFFECT OF HLA MATCHING ON THE OUTCOME OF LIVIN
DONOR KIDNEY TRANSPLANTATION
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PROGNOSTIC SIGNIFICANCE OF REVE RSAL OF D1
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AUDIT OF LABORATORY ACTIVITY SUPPORTING A LIVING DONOR
TRAMEPLANT PROGRAMME
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THE ROLE OF N-ACETYL CYSTEINE ADMINISTERED DM/RING THE
DONOR OFERATION ON SUBSEQUENT LIVER TRANSPLANTATION: A
RANDOMISED PILOT STUDY

AW Khan, SR Sh Sheth, T Hafez, K Rolles, BR Doavidson & B Fuller.
Ruoynl Free niversity Moedical School, Roval Free Campus, London. UK
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USING THE JONT BRITISH SOCIETIES CORONARY RISK PREDICTION
CHARTS TO CALCULATE CORONARY HEART DISEASE RISk AFTER
LIVER TRANSPLANTATION
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“Medicine and - =.'l:|'.._'|~.'l:. I]|'|1:||I||u'||| i Hl.r-_:'_-.'r'. Addenbronke's

hypercholesterolaemin  and i
'.-‘|1|.:|'-|.|I||'|' It 15 ned known whether d oprmient of these complicabons a

cardiovoscular risk profile after liver fransplant

Mlethoads

The case aotes of 1 10 consecutive aduli liver transplani recipients surviving bevond ane

wenr were reviewead

Hesulis
Medman follow up wis 52 mu

pared with

rolagmin wias |
oy mass index = 25kg'm” a
after transplant (P=<0.001 ). [habetes mellits deveboped in 4 er transplant

ransplant prevalence of 12 %, Th were twor nom-fatal car
I [ARLE T -|| [

The Joint British S

patient sustamed
ary Risk Prediction Chi

ol thigh densiry

After transplant

[ we assume |1.:Ii-.'-'|1-- reduie I|||_'|"_|'||_'|,iI|._' inilervenbion s
i5 13 - 30 % or greater, 20 patie (181

COTEParsd Ww ith 32 {4 I aftef I|::|'-‘||-::|'I

Conclusions

Coronury heart disease nisk increases afier liver transplant. The number of observed

visscular events is low. We would CXPpoct MONs CVenis than we have seen

A NEW, FAST AND SAFE TECHNIQUE OF BENCHWORK PREFARATION
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MARKERS OF RENAL TUBULAR INJURY IN TRANSPLANT PATIENTS
WITH CHRONIC ALLOGRAFT DYSFUNCTION: EFFECTS OF
A A Lorka, M Mustafa, V E Papalos IMMUNDSUPPRESSION AND PROTEINURIA
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A FAST AND SAFE LIVING DONOE NEPHRECTOMY TECHNIQUE

I Bone', yira”, A Sher | Al ' & R Rustom
'sir Peter Medwar Unit, *Clinical Chemistry & 'University Dept of Medicine,

L% 3GA, UK
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DONOR GLOMERULAR SCLEROSIS HAS A SIGNIFICANT IMPACT Oy
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Oaman H., Abdelmoialeb A., Baboolal K., Giriffiths D)
n Research Gi up [ WTRG), University of ol
LK. Department of Pathols University Hospital of
Cardiff, UK
U3c Cuesl 10 £
donors, T

Iy allocalion

To determanse i

U8 IR dErpaatn

| & Methods: A

Mann Whitney)
ohservn nerbind] {modian GFER af 1
gicl 5 Iml'min vs
ockrofl-Cioalt GFR wa

Tl
AR, donoar €
han PGS and AR were si
Sl el INES r L] i L I i 1, D L (e

1l LM 20T L
& cocfficiont |

123
9%%:, ] 0,1-1.2 and for « GFR: p-0,47
desrse of donor v scleroazs has ¢ Or impact €
o be the best predictos all other di

e the time of pracurement as il

P28

UPREGULATION OF HEME OXYGENASE-1 15 ASSOCIATED WITH
FROTECTION OF THE RENAL ALLOGRAFT FROM ISCHEMIA
REPERFUSION INJURY.

Jones GY, Janezic A, Jurewice WA, Bab
Wielsh Transplantation Rescarch Group, University Hospital of W
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sth groups suffered similar ischemic injury as demonstrated by cold ischemin times,
- T
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This study supporis the hypothesis that HOX-1 protects the renal allograft from

tschemic injury.
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1S 2 valenl deta collected h}' the |{;;.'i\1"- was analysed b he ¢ | e TECEEYENg renal ansplants durmg 1997

populations : . Wi i extiganions cosied
A Markov ‘econon
The transplant pirey ce ride by health suthorty varies signifi i g " redic these paticnts would fare in terms of clini
per million population. These varlation may be caused by s : Mycopt il (MMF) ha subst for azathiaprine
prevalence rales may e as a resull foWeT C I Predictions for MMF were based on published multi-centre studies up
Comparing these rates agminst the d r hie hasis of UNOS three v

e rejection rate for

lhe median Registry transplant and dial alence rabg Wi I ATE pmp respective The one year
respectively. Morec ¢ Bay has a low prevalent transplant rate of 126 pmp with a low for azathis
el g} pmp palienis l.'.'ll1'.|‘:..'.n_'|J with the adjacent North Cumb £1.200) at anc-year when the reduction in- acuic rejectiog ents and their associated
» the UK median of 254 pmp. and 251 pmp e tively, In costs were taken count.  Hence, at one year neremiental cost effectiveness
v has a low transplant prevalence rate of 161 pmp and from atio 15 mo i favour M ver, when the outcomes ar re extended
ysis population of 520 pmp. These figures may also be influenced by lowe Vi year, AF usage becomes cost neutral at approsimately 2.3 years, afier
g4 of hsting for transplantation wnd [ or lower rates of trang i which & uld b anficij
on= caused by lack of donors with the tissue ty ethnic minarity 5 the furndis
[ ). Central Nottingham has tronsplant rate of 238 § ; 1o the UK i -rm ddata, particulariy

jaal

median although veIs prevalence mate  wvery high at pemp. This can be » the comcepd that a |

l.'“'l1'|'l-lrl.":1 with adjacen aril \.ﬂlll':_:h::n'x'lnr.' rate of 216 and 334 |a.'-.|u'::.iu:" :
! 1 costs may, by providing an e
Further work on equity of ace will be in collabora JK Transplar it CHE, i 15 o make carly decisions on

companng f th the incidence transplant |

anthority




MRA IN THE EVALUATION OF LIVE RENAL DONDORS - THE VALUE OF

CLINICAL AUDIT & SOURCES OF REFORTING ERROR

M Sobramaniam, DN Hami LA Mizsi®, G Roditi®*, BM Jindal

' . em Infirmary, Clasgow & *Department of Radiology, B

Intirmary. G

Introduction: Mas
L facwn ol s

accuracy of MR

i on the findings of patients who underwent
ging were compared with the sk
&5 were retneved to

15 pre=Operaliv
g5, Where there was dizcrepan
coted o detailed [ clinical and m |
BN CTrdT
maltiple G

peal ! men and 15 won
were fully confirmed in 27 of the 32 pa _ these scan:
e (4 patienis known to have accessory vessels were operated upor
e and the MRA I-II||Ii;'~ were conlim In 5 patients. the
ndings were descre I four mstances ery was found
v WGR par
the othet
al wias T I
v division, In another instunce,
where the MEA re
mly faintly on MRBA, whicl
accessory vessel was found al surgery inone
m MRA refrospectively. A duplex collsct
» ot reported at MEA, howevis
asseas for this specific information. The
isis interpreting the MEBA

more I\..III.||'-\.':I-\.':I'\-iI\.-\.' L

Conclusion: The prospective accuracy of MREA in the evaluation of
and we believe this can be improved th

Iy co-opcratpon,

INTERIM REPORT OF THE USE OF STREPTOKINASE IN THE NON
HEART BEATING IMOMOH.

A Gok. BE Shenton, K Ruszell, L Robson, I Wardle, § Latimer,
Soomro, BC ) s, DM Manas, DT
Renal ! Liver Transpiant Livet, Uik Freer

Introduction

The discard rute of non heart Beatimg danog kit 3 gh (3 35%a ) tor e

reasomy, One of the reasons bei r e i ue to It sinihiosis
Recent ammal wk has siuggest

perfusion of o m such diome

sing streploking

wddition to the s ) RCTY solution. The
biz braken rece: nl haemorrhage

:'ll_'l 1CHE | |||_

Besulis
Group Mon Strepiokinase | Streprokinase Fishers fest,

p value
Iniatial MHB doners 1.2

apienl Tequiring

transfusion < |

I'otal prafi

Conclusion

There seas fi0 SiEni I risk of hacmorrhag n e recipients of ki -|I'|-.':l'\' fromm domors
reated with s t In addition the quality of the kid ohtai
appesrances were significantly better with thrombolysis. As ye |

':El.|'|..,'l‘- PSS STOu Lo 125 T Yol re ad '\-:'Iil.ln.i..!ll.-\.'
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WHY CARIMOTHORACIC ORGANS FROM NOMINAL CARDIOTHORACHK FRE-EMFPTIVE TREATMENRT OF CYTOMEGALOVIRUS DISEASE IN HIGH
DONORS ARE UNUSABLE RISK RENAL TRANSPLANT PATIENTS

Mrs F M Seeney, M= R r. Me C I Rudpe 5 Sinha, J Smith, § Sunil. CY'W Tong, A Bakran.
UK Trans 1, Bristol on behalf of the UK. Transplant Cardiothoracic Advisory Sir Peter Medawar Unit, Roval Liverpool University Hospital, Liverpool,

ilways feasible to retricve cardiothosacic ¢ ¢ from dosnes Introduction:
examined the e fiar revention of « 2 "MV} disease in the high-risk renal transplant patients
varions stages of the offer | ( waitive don ; recipient) can take the fo I prophylaxis with
1l medication or pre-cmptive therapy, which ta
N0ss PRILCTLE W ' viremia betore the onset
been shown that the I '
Data; 1 i nominal cardiothoracic donors in b 1| ndication of CRMY (mnsmission 1 his hais 1 i is fior puiding
Republic « LTy ] ere obdmined from 1 Uk N ¥ ranspla ampve e, I this & 5 = evilunted this policy snce 15 miros
Dimtahs T'he reasons cited by nEplant centres for the non- W, fO-retricvs] | Qa7 !
ind fivm-use of the cardio foans i * [ICHILITRE 5 were glso ohinined Methods: 51 consecunve high-risk patients were ma 0 e Ok
\ cadaveric nominal }
or ursder who did not die from a hean ek and fox solud oy related nsplants. The mmmundsu ESHMIN Prodd
made ovailable for ransplant. Heard valve only 5. AEVEL % and W5 with or withowt an s v prent. No
whose cardiothoracic orsans were only dorated § h wer antibody. Patents
pancyelovir for a mamimum of 2 weeks, 30056 n=8) of whot
Mominal heart donors: During heT ¢ 725 sdult cadaveric nominal heart :-u:|:;I:;'-. basts
domrors from whom 600 (83%) hears were made avail: ot JFT i Besults: 20454 patienis had I consec v POR test, 3
b wvailable as pem CHnEln Was mod g (51%), the dopors H s ol the ChMY syndromi @ 118 .:|_i|| of treatment was 16,
2 2 patients peguir 1 ter course of treatment, M

retrie inly because the dopore e O associnted ongd slunction or deed of CMY disease ove

(1 the retricved hearts, 218 we 4] irihy of | W= & ! TH 1= (range 4 - 46 moniths), The ac

ninhle for medical reasons 95, 5% and the 3
Conclusions: (njv 4
ul lung do HE | WY there were [446 adult cadaveric lungs 1 il tramsmssion and therefon
: for trumspl and 1135 {78%) of these became ovailable.  Lungs were maost prophvioxs w
P 125 (40M4), or the daor 1 WL ermgbive
r age, 42 ([4%), O th SETERing
ol e because the do
Hir funeton
aingle and 86 doul
maplanis he rer I 15 e unusable, most frequently becans
wias unsuitable |

AL
[ErCYe MANYy
TSR A TEas 5.

o be unusable, &




MFFERENCES IN TACROLIMUS DOSAGE REQUIREMENTS BETWEEN TACROLIMUS DOSE REDUCTION IN STABLE RENAL ALLOGRAFT
UK ETHNIC GROUPS RECIPIENTS: A RANDOMISED CONTROLLED TRIAL

R B mni, J Van Tromp, T Cairns, M Griffith, N Hakim, J Lee, AG McLean, A C Kanganas, | Van Tromp, irns, M Giriffith, N Hakim, AG McLean, A Palmer, v
Palmer, V Papalods, D Taube. Renal and Transplant Unit, St Mary's Hospi Papalois, I Taube
Paddi il Renol and Transplant Unit, 5t Mary™s Hospital Padilington

Ditferences in the pharmacokinet acrodimus hiave ribed between white We undertook a randomi
amd  Alncan-American v 1t recipi e retrospectively  examined 3.4 in Tacrolimus dosa in st
Tacrolimus trough levels |

I ||iI|II\.'II 5 AOSENE :Ii'll W 1 15 |'l.'|.||.|l\. 1 Erin,

Iran nt recipienils Irom five cthnic groups (1 19 Cagcasian, 29 1 I'T At post transplan
0 Middbe-Eastern, and 9 Oriental), Immumnos 5501 mes | o evels of 10-15
atinoprine or MME, with Tac 3
and with oral Glucos
2 months,

Tacrolimus Trough Level

eatimaled CGFR in dose reduction and control g

v
e

el Bk

e —

LFR

Results: There were no sipmificant N i rns .||.--I|-'I-
A { e CLRTRI ]! " T u
"""'1.! III::T‘..I T..:.I..Ll.: III..H PESIuEE Mean trough Tacrolimus Tevels el from 134 to 8.3 ng'm!] in the dose reduction eroun
i "I:"_'I' . I::‘ ; 'I_ : 11 1 : over the 12 months from mndoemisation. T evels did fio
nee vs Caucasian 0 mg e (0] ) lisdo-Asian NS @ TN ¢ Ly ! 1 I ke
were closely similac 1o the 1'-.|II-.-|--I in group, The Middle-Eastern and Oriental patient the control growp (13 | ._I'I 12,7 ng |..I|. iR ¢ mifi v after dose
o 1 PR i i e A reduction | v T2 mlimin p=0.002 1 for cl + 2% ja £y There
.!“'-III S POQUIred siems h doses than the Cancastan paticnis (T s in i-.-I.l|'- GFR in the co y 30 Ol for champee
Coucasian mican dosy . & mg'ke, p<0.001; Orental vs Cane ; g

dose difference (L039 my'ke peih 000 ), and signific v less thon the Ad
group (i v Afro-Caribbean o s diffenence T4 mg'ky,
Chvental vs Afro-Carilbil menn dose differcnce 00075 meke. (NI ]

1 the incidence of de nove

he dose reduction than in the

i
sigmif , umd there was n ificant
rejechion ¢ I TR,
SUmmary: Qur Afro-Car h patients re mére Tacrelimus than I.':lI.II|"|:I|"'|. Summary: Reduction in tareet Tacrolimus troug
In addition we have shown that A e-Eastern and Oniental patients ro: after 1o venrs- of 4 iahle: geatt Mg
|

rolimus than our Caucaszion and Ir Asian prafl recipies 1
% AR TR GRS ke risk of neection

without any identi
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LONG AND SHORT TERM RESULTS OF PROSPECTIVE RANDOMISED
FRIAL OF LIVER PRESERVATION USING HIGH SODIUM VERSUS HIGH
POTASSIUM LACTOBIONATE! RAFFINOSE SOLUTION

SP Junnarkar, T fieez, N Rolando, K Chectham, B Fuller, K Rolles, BR Davidsm
spital, Pond Street, London NW3 200

um- a5 opposed to the commenly used high potassium lactobionale /raff
preservation solution (L)W solution) offers potentia theoe 4l advan min
the quality of storage of livers for transplantation.

In this study we evaluated in a prospective randomised trial the efficacy of i

soidium (n 505 higlh g solution (n=29) fior

cadaver o liver relriewils ond subsequent transplants, Livers wr

lavers and perfused in vive izh canulae in the
ice cold Baxter’s kidney perfusion solu
sin, hepatic artery and the bile duct »
and 250 ml of either high sodium
i Fhe quality of preservation was assessed i
post operh md intra tve phases by mensuning Liver function fests
vels, bilirubin and prothrombin time, and the requiremsent of hiood

respectively with 1000ml, 3

1CHL SOEUTI0Nn and s

el Frequgncy of early grafl dysfunc and nonfunction

of scute grafi rejection as confirmed by liver hiopsy requ
treatment in the first thred nths it transplinl were  recorded
lications and deaths were a TECOr
Mo significant difference was seen in the post operative peak AST
peak ALT (976 vs 835). mmimum albumin

25,06 vs 37

or peak bilimbi

1 complicatyons ap

s contimmed |

I\..II'I'I|"'".I\.'I| 1o hagh potassimm g
Thus m has can be used for hepatic preservatio

possibility il i i = solution for multi-orean d r opcrati

developed

Preservalion n i'|.|_ Enils

HEAT SHOCK PROTEIN, INDUCIELE NITRIC OXIDE SYNTHASE AND
APOPTOTIC MARKERS IN THE ACUTE PHASE OF HUMAN CARDIAC
TRANSPLANTATION

8 C Stoica Gl thananda, C Atkinson, P A White; L [
SR Large, M
|T'\.'!".If'||'|'|-."|'| ol ||'_|;'|-;'|I_|'g'.._|'-:||| f'::||-'-.l|‘.:: ”il.‘\.|li'i'.=.|. AT '||_.'-.' Eniglandd

Ohjectve: Sol af s ation may be
thways an o stress markers, 11 is howeve
in clinical cardiac transplant:

2 10 ¢

| ure frequently ¢ 1 (811 .
pattern of expression of Bax and Bel-I, 3 and of IO &

Hsp i) toge with t lationship with donor org
Methods: 12 patients undergoing heart or heart-lung tran Lation |i|._-'||.|--|_
mino cases| were stod rial trucul biopsies fromy the |
ventricles (LY} at the f § G Ot
i minutes of reperf The 1-week
donor hearts tum wn purely on fi
Bcl-2, Bax NOs  and  Hsp70 were
rence between the BV V o of the markers
T'he pattern of 551 i however not predicti
ris have a st T e, which is
ors Bel-2 and ||-.|'|T|Z (se¢ table), Furthermorne

CICascs over lme { MOk [

Domino hearts (free of stem death) showed mila T CXPITEREH

Compared to usable organs, p vy functioning 1or hies nave st v ardial

staining for Bax (p=0.002) and iNCs (p=0.01}
Intracperative £
Endodhelinm My yies Endesibelum
Bel-2 | - | = [ £

Bux

| ||-.l'|-'l'|

iNOHs
Conclusions: Clinical cardiae transplontation is associt
and iNOs |'|.'|I"

with activation o
ted 1 b .||_-|'|._'.'

fashion but this @ 1 h =atistac al i tunction

Car fimdmes 1 assist f I ! it THLY relevant
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STRESS ASSOCIATED WITH ORGAN RETRIEVAL

A, Lumsdmne, C. Freeman®, 1. L, R. Forsythe

Introduction: There has been n
an Teirieval is associated with unig
tnking ploce during the night in wnf
al, in dealing with beremved ] hag been
ished work has focus B il

+ II Bl Ii.'llu Foacverdl slresson

l'o determine whether members of the tcam found muli-ofean e
siressiul pan i wark '
2} T adent Pra tical, emotionel or both
3} Todeter W sms of siness 1 I udopiied by
4} Tor detern Lafl al support syslem '\:l..
Methods: 1

teivin, Anonymity o

(L4] I'IIL'I:'I'I.'I'\ ol a k-

18 was nssured.

Resulis: Twenty-six questionnaines were refurne e grade and mme with retries

feam, and number of retrievals (mean) attended 10 20000 are sumit

bakow:
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e
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ESTIMATION OF INDIVIDUAL RESPOMSE TO ALLO-STIMULATION AND
INMIMUNOSLIFPRESSION

| Dslbey, © Troman, B Bees, G I.||,|'|-.'_ B i!-|'.__||||_'}.' L Ersiky of Brisi E'I-_':'._r: nens of
Transplantation Sciences, Paul O*Gorman Lifeling Centre, Southmead Hospital, Bristol
Es10 SNE

|.-||_s_' FETTT  SLITS of menal alk is limited by con plications
the clinical forum individunls ded
5 Aan albo-specific T ¥ iy o IS0

AL ressive  dn {150

v W5 ¥ duzil res
ol MmO
i and | Il
"EMCs Fro
(300G a ol red with those of the child in the piesened of i
5, the assay weated using stimulater cells from individuals witl
iismEteh with the child, Now-ir

r¢ labelled with non-radioactive europ Ided 101

IA-stimulated areet cells

[0n |..|:'-.'I coll Ivis was -.|:.'|"Ii alecl f 3 alved Mo
cell lysis w
Ly W performed after
arving concentrations of CsA

1l )
There was a wide m between individwals in percent lysis
tirrlat e variation in ubition of call bvsis by CaA 1
of degree of lysis, CsA-mediated inhibition of vsis was als
evel of HLA mismatch between donor §
nay he a recipient phenomenon
Maximal inhibition of P sis in peat 5 and coni

Ivie patienis § 0l sensitive” to CsA in-vitroe, in

imal i noof cell Ivais at low conce tions of the «
i of the twelve patients ave subs Vi a rend] tranaple
e Oul of seven patients who were *& tir 3 Our dssay ha
P viral i ions, nephrotoxicity ar

wraft vasculopa i
Immunophenoryy incicated expar of CDE and CT subscts after
stimnlation that H Mo ely inhibited by T
CaA-mediated pe argct cell Ivsis
These data imply 4 potential role for this model in prediction of mdivideal response
mmunosuppressive therapy following alio-stimulation in the pre-transplant setting




A FROSPECTIVE RANDOMISED TRIAL OF LAPAROSCOPIC AND OPEN
LIVE DONOR NEPHRECTOMY: EFFECTS ON POST-OPERATIVE
RESPIRATORY FUNCTION.

IR Waller, C Pattenden, N Brook, D Rid v, 3A White, P8 Veitch, ML Nicholseq
f Leicester, VK

¢ domor nephrectomy is a pew minimally invasive techivigue devised

1 large loin incision, A prospective randomised irial ha

ctomy (0N
MUV E Tespirslary for

5

I patients were randomly allocated in a

or nephrectomy either by 1 or O (st Opers

] using tient comtmdlled a1z svetem (PCAS) Bespiratory fur
Wl post-operabive  spirometry and  overnight | pails
iration wias defined as a reduction in overmight arerial

K » laparoscopi
recorded fess pain on the st 1 Talve wear analopue score 7
I4: P=.03). On the third posi-operatis v pal n the QDN aron
95%Cl) arterial oxygen

C=-SITUERNOn Index (o5 80O

a2 preliminary  resufts - s
assOcialed 1

mehssred by WETT [ pulse oximetry
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A RANDOMISED TRIAL OF MYCOPHENOLATE MOFETIL VERSUS
AZATHIOPRINE AS CALCINEURIN INHIBITOR SPARING AGENTS IN THE
FREATMENT OF CHRONIC ALLOGRAFT NEPHROPATHY

M5 Metcalte, 5 Jain, JR Waller, GR Bicknell, ML Nicholson

Iransplant Division, University of Lescester, Leicester General Hospital

Introduction Two of the factors implicated in the pathogenesis of chronic
nepliropathy (CAN) are the nephrotoxicity of the calomewnin immunosuppressive d

and immune nse against the allografi, Therefore colemeurin inhibitor dose redus

3 @ theraputic struteg mt may be employed o treat CAN, with cover by an allemative,
it hrodowie immunosuppressive agent, Asathiopnne (aza) has been used Tor this
parpose in the past, h v I te mofell (mmil) has been shown 1o

PeHERT MTOSUPPIESSIvVE n the vemrlion of acute rejection, and 1o
antifibwotic properti of this prospective mndomised trial was to compare the
refative efficacy of o#a nmf used with calcineurin inhibitor dose reduction as a
treptment for CAN.

Methods Patients on cvclosporin or tacrolines hased immunosu MEressI0)

W dose reduction of their calcineurin inhibitor an re randomised

day) or mmf (1g b.d), S s underwent transplant bac

masrement ab entry and 6 m Incluesion crteria were a functi

teihl O ITORE pas ||.\,'||'1'|'!|.\,_|:' ¥ mtorr
ACTEENON Srle C TCCLITCOeE
B i Hinad -0y
iths ©

'_'\- g \‘\-Iull M- Wy BLTERC Y 1

tacrolimus
d for the
of donor and ent apes, o 1 rmic Hmes

acute reje i isodes ar nicide

T funchion. Rate of change of GFR 15 presented in the table below

1l CiFRE slope
min ) month)

(3.2}
045 (2.9

1.25(4.3)

Discussion Hoth mmf and aza 3 I merolimus reduction  with
mprovement in GFR over the trial period, For patie wm evelosporin,
covergd by minl also impr iFR, however azal ring did nod. This mmy
he relative mmunosuppressive, nephrotoxic and pro W pOAEncies

nvolved, Longer follow-up is required to assess whether those trestment grougs

l|||':.l'u.| LiFR comfer long-term benefit.
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CHRONIC RENAL ALLOGR SALVAGE: MYCOPHENOLATE MOFETII AUDIT OF A NORTH WEST ACCIDENT AND EMERGENCY DE PARTMENT
CONVERSION WITH REDUCTION OR ELIMINATION OF CALCINEURIS . 1
INHIBITORS, Mrs Sue Duncalf Mrs Swe Frew™ Mrs Dawn Lee Ms Melanie Jerrm
Mr Anthony Clarkson’ ,
A. Tavakoli, T, Augnstine, N, R, Parrott, R. Surange, R. Pararajasingam, M. Marc * wianchester Roval Infirmary ~ Silepping
Idleton, H. N. Riad ST

e of _‘-.._-||:|-;| oy il I"|'|-|'|1 mlatiom. Mar

Stockport * Mational Blood

Introduction
BACKGROUND: Long-term mantenance therapy wit simeurin inhibitors (CTN There are many new initiatives being nsplant bo promore organ
such as cyelosporin A (T2 A) and tacrolimus (FK 2 PPCREnts @ Consi : unid tisswe donation, However, used .||I-.|'-!-_-£ ‘ e
co of chromic renal toxicity, In this prospective study we demonstrate the units, with G ON i, W taeeeion
v with mycophenolate mofeti] (MMF) in patients witl eted | month audit o

chromie allc v (AN in kidoey trumsplantation, 1o pscertain the level of activity of domat

mergency Departmien

METHODYS; 25 re cipdents with chronie deteriorati a Blethod
were converled o MME 15 wed on MMF an

without low The mean period from transplantation o conversion was 475 4L departn

- | tls Tt
hs from the ps vithin a Morth Wi

&moachi
1 ). The mean follow-up was 2.2 months {range 3-407, 12 whether a requ
{45 had CIN monothe a5 [WIArY IMmuUnosuppression

CTM dose elimination |

group B the do FCIN w Fi f B : SR ol 50 natients (1

through levels. Chroni i I it shronic d Wik prresen| donatic 7 out of S0 patients | 14%) were
|l.|-:-..,-_ of 21 __-|:--||_-“-_:‘- T 5| W W 0 ¥ hoan I..II'I:i.IJ !"'.'l,| fit |ll':.l cormen .I:'.
been conside

SETUm  creafining conceiilralion (" (Ti%5) were potentil cor
I Wk Mean glomeralar
(GFR) wvalwes increased from 26 T (p=0.0001), Initial Osb WS o lusic
abserved in s however, they all regained their orgine e the A&E departs ray well hald an imporant key to increasing
rent from this study that 90% of patients coubd has
: mav well have been suitable asysiolic do

14 kidneys and 20 cofmcas n

follow up period ) s R gt
expericneed in 3 and TOLE: 5 1 i 0l wd thit 7 | J:
wl, thus viekdir ential of

by MMF dose adjustment, Ne it experienced acute rejection and none have e been operation : > :
i This highlights an urgent need for

to skin and bone  for teon
2 A&E deparimen

II|.'| o

dl pnd mean GFR values incrensed from Sto 3822 in gr | | {
. [ v AR 1 M (BEELN BN
from 366 1o 2876 me'dl and mean GFR values wve proceeded to shém 1 &n

o]

transplantation and is thenefore an anx

1 for 1mves
CONCLUSHING: Chronic exposure to CINs i3 one of the main factors
il hy lesding to graft dysfinetion. This study Pl . W believe that A&E should become a
IN to MMF + Prednisolone, with or withoul elimination of CINs, is safe
allows a significant improvement in grafi funetion

ver research
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C4d DEPOSITION IN EARLY RENAL ALLOGRAFT PROTOCOL BIOPSIES MONITORING SYSTEMIC DONOR LYMPHOCYTE CHIMAERISM FOR
THE DIFFERENTIAL DIAGNOSIS OF GRAFT VERSUS HOST DISEASE

koo D, Roberts 15D, O B r ), Bamardo MONM, Cerundole D AFTER LIVER TRANSPLANTATION
[}, Friend P1, Marmris PJ, Fu 1Y

- : = Taylor A, Swdhindran S °, Fernando B iy

Lxtord Transplant Centre, Nuffield Department of Su ey and I Abexander G) ©, Bradley 1A L watson CT ! Jamicse

Fathology, Oxford Rad:l Hespitals, Oxford, OX3 7L, UK. ':'Il.'[:..u!' of Surgery ‘Depariment of Hepatal

Background
Acule renal allograf tion may be classified as either T cell mediated

Backaround: waiz of fi
lantation can be cult as earh
In this stedy we coxamined

ielialitis) or ! I Adthough identification of cellular 1-specific and there is no
i the presence of d

or GV HL

i |}
routine histopstho ] i, detection of antibody-mediated rejec - et g
itheult. The complement protein C4d may be an effective marker of o
il cells

dence sup

Provie cyvlic macrochi macrism was a uschul diagnostic
mediated damage as it binds covalently and
antibody-mediated activation by the ¢l erials and methods: Between 1996 and 200
4d 15 a vseful marker of acute humg 1 m i sieq performed for
dysfunction, The aim of this study wos 1o determ the frequency of §
consecuiive early protocol biopsies taken T v of eraft dyafung rush H
correfate  these findings with routine  histop: EYs presence  of The
alloantibodies and clin OUCTe
Materials and Methods
Indirect immunoperoxidase staining for C4d was performed on snap frowen s
ed from 53 comsecutive cadaver (n=441 and livi related (n=%) donor renol y i W rfted by PCR
points: (i) pre-imnsplantation (afler cold stor [ genomic DMNA extracted from
il (n) day 7 post-transplantation (irrespectiy "elinical function). Cid T | HL# d. quantitative o
K ells were carried « A DWD-COR ur flow m cLr Iy&is using
. Dot-blods were generated 1o identify dual

enodype and electroni

: perttubular nes (PTC) was graded semi-guantitatively .
ot and recipient HLA speci ntis
ror reciprent HLA

wor amd recipient T

ers bimded to the climical wmition, The presence of
< determined us ng Naww cytometry and cylotoxic a cell populations corre
ol post-transplant serum samples. Eales were &
Hesulis s
No peritubular capill (F1C) was delected imoany of the pr Resulis:  Six of the 34 ¢ ) el PCR and
transplantation biopsies ((/53). In marked contrast, there was exiensive Cdd POsIIVITy cviareiTic w T-cells. mneing from 4% 1o s of circulating
within the PTC in 6 af §3 posi-transplant day T protoco "'i'"'l"“' =, Acule rejecthon w lymph characteristic ckin rash and the dingnosis
chagnosed his y m 16 of 53 2 with acute cellular rejection and 4 ._'."\-I'-:i'!'l | | features consistent with
5 & signi il & tion between C4d deposiiion a W i 5 1 wl four di : {5 and multn organ Gailure, Twenty ecigh

£ nce of chimaen nd of these 22 eventually had a definitive

mcsis o than GVHID. These consisted of Ch %), bactenal sepsis
1y, GI Bleed-(n=2) and adverse drug e

 bropsies showii rejection were Cdd

{p=(h.[

WISCARE 41

FICHTE- T ST | Rl Wis  posilive
T} Clestridium difficile mfection (o
7). The remaining 6 patients recovered spontaneousl

h the HcHie no evidence

having heer
Conclusion:  Flow cyiometric analysis to detect the prese
he peripheral blood of patients 1
o] for GYVHD

y F'm““"““ T transplan
We conclude that C4d is absent in donor Kidoevs before i

11% of routine protocol biopsies one week -transplant

issociation between C4d deposition in the perindhular capillaries, acuie rejection and the

presence of circulating alloantibodies,
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CARMOVASCULAR INSTABILITY IN DONOR IS NOT A MAJOR
DETERMINANT OF OUTCOME IN LIVER TRANSPLANTATION
I'W Chen, M Pehlivian, B Gunson, C Kantharia, AD I er, JAC Buckels, P MeM
DF Mirza, D Candimis

Laboratory Posters
Absiract

Cardiwovasc instahility

er allografl function (PNF) this e b severe organ she

donar missigpement and ofgan procurement, we re examing these fic
ch traditionally render poten OROTS 1 al,
the effects of donor cardiac nstability (cardiac arrest

ent amd gratt outeome in OLT,

d data of 556 primany o
ments were divided inlo
P& fccordi » the severity of the ar's cardiovascular mstability,

Giroup 1 (=41} received livers from donoss who had
median of =510 mimrdes. Groop 2 (n=194) rec picnt
reticd of  hypotension (mean BP <RB0 mm Hg for at le Thoar). This grou
further subjected to a sub. analysis sccording to the duration of hypotension
hrz), Girowp 3 (0=321) donors were haemodynamics )
R v Dhsmor an b sex. and cause of discase) dic
ignificantly : groups. : mrest resulied in o significant «
o AST levels (p<0.001) and reduction in mean serum sedium (p=0.ik
nce of PNF in G1 (p=0.1). Patient {f
were lower in G but did not diffier
er MR and lower plateleds count was ¢

reiween the incidence of hy

uficantly lower pos
ering prodonged (=4 hrs) hypoten
III‘__
irdine arrest history was associated with a trend towand
idence of PNF. Do irculatory instability without cardiac ar
15 not @ significant determinant of allograft outeome.
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CAN IN FITRO TESTING OF T CELL FUNCTION IDENTIFY LIVER

ALLOGRAFT RECIPIENTS WHO ARE SUITABLE FOR
IMMUNOSUFPRESSION WITHDRAWAL?

Mark Hathaw
1. H&1 Section,

21 The Liver Unit. Queen [
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A NEW MODEL OF CHRONIC CYCLOSPORINE NEPHROTOXICITY FOR
COMPARATIVE MORPHOLOGIC AL AND HISTOLOGICAL STUIHES
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THE ROLE OF INDIRECT ALLORECOGNITION IN PATHOGENESIS OF
OBLITERATIVE BRONCHIOLITIS FOLLOWING LUNG
TRAMNSPLANTATION.

R_E Stanford, AT Linke. 5. A_Ahn

wational Heart and Lung Ins

Introduction: Chronic rejection is Prevenlnge successiil
transplamtation of nce and severity o
rejection
{OB) in 3

lan o

thesise that lungs
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CH Nere & .II.'I".' Irom
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v develop chromic reg hex
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* have imy I
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Methods: ting nalviis was ¢ d v determine the frequenc
CDd4 T cells v wlie reactivity o domd 5
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INHIBITION OF ANTIBODY-MEDIATED ACTIVATION OF HUMAN
ENDOTHELIAL CELLS BY FLUVASTATIN.

A M. Yacoub and M. L. Rose. Transpl wnLinelogy Lirsup
erial 1 f Bdedicinge iNHL] Division), Heart Science Centre, Harcficld
Hos=pital Harefield

irected again
tation. 1 wm of MHC clags | with ed anti-
o patients, or with anti-MHC class | Mabg, leads o
endethelial cell (EC) sctivation, meluding translocation of NF-kB to the nucless,
nereased cell proliforation rrowth facior expression
I this study we have wf MHC class I with the MADb ¥
EaHy.9 1 human EC Lime. THNF was used as 4 pos cont
I ¥ 1 .:. o I
gither cytoking fr ting Ed 16, After | f MHC elass | |
secretion increased {p=005Y, and increased 60 fold TNF treatment (p=<0,03
There was no increase in L= 1 [} secretion after MHC class | ligation with W32
examined the effect of the lipid lowering dmg flovastating an HMG-CoA reductase
on 1L-6 secretion. Al dy-mediated but not TRF-mediated 1L-6 secretion
weas. ink el after pre-tres L W Muvastatin. Proereatment w
SLutins |i L Oor
had mo effect on ei
retinoic acid mh ] IL- 5c¢ with cither stimulus
We postulmte that in vivo antibodies cap ke of EC activation could b
partly responsible for increased IL-6 in the setum of 11 BAH th accelerat
atherosclerosis. As well ag lipid-lowenng effects, =i herapy plant recipients
meay reduce antibody-rmed




Ps3

DONOR LIVER PRESERVATION AND STIMULATION OF ADHESION REEVALUATION OF THE SENSITISATION STATUS OF A COHORT OF
MOLECULES : RELEASE OF STIMULATORY FACTORS DURING COLD PATIENTS PREVIOUSLY CLASSIFIED AS HIGHLY SENSITISED AND
ISCHAEMIA AWAITING TRANSPLANTATION.

P Butler, B Davidson & B Fuller B. Clark’, A Worley', JCale', N.A Marsden', 1.5toves™, C.G
University Depa cnt of Surgery and Liver Transplani Unil, Roval Free & Un es's University Hospital, Leeds, * Manchester Institute f
Colliey 16 o o MW3 200

25 of tschaemis / reperfusion injury, Uinde current Lk sir

allect both mmes. Ome aspect of 'R is the expression o given pamarily to the deg
adbeaion 1o le les w ||il.|'l can i & ||Il.' inflarmmatory 'L'il\-'-'ll.'l.' I I!' * ||-.'l.| orear aerics L\I- hinked o i ane I|!'||'| S
An unresolve estion 18 the dependence such pro-inflammatory stimulation o where recig willi i ees of HLA misminich
factors present during cold hypoxia and before revascularisation. It is § o ed is the | v SEnsitisaton stEius o |
several eytokines can teeted in the effleent preservat Muid 11 from the s bee Precedence for available orguns is given 1o patien
ver at the end of sto 4 Thesion molecule up-reg i can be detected i the most comprehensive thewr HLA specific antibodies

anireal models of liver prese i (2). The present study wis con T investimat Following pu of the LK alloeation acheme n 1998 an audit of this
we lacked the ability to maich

whether the mixture of cyioki released mmio the effuent

transplantation can stimulate adbesion molecles (ICAM-1 & E-Sclcetind expression : 110 4 2 et S S [ pr pationt: IF WA

using cultured endothelial cells a defined model svsiem concerm was the lams of patients cl
i I onstituted 18%s (527288« Ir ETIp ¢

Cultures of human endothelial cell line (ECV304) were Haw with tl T vernae of 14 Moreover the mean semsitisaiion pomls sconge

albumin solutions were collected from 10 sdull donor livers oneraliom within this proup was just 0076 eul of a maximum points )

with local institutional approval. The mes ischaemic time was 3 . ance to this was the heavy bias (9591} in the

sointions were centnf i WE o miponents mnd s N 7 | wlyv specificities detceted, which

pon thawing, the efffuents (4 mi aliquots T ged o 1 gt 2.5 pres of, cliss T specificities
spline solution at 4°C 1o remove the residual b ¥ t
solution. The final dialysis was performed agai " The concemns radsed by these findin
1 taken

Cells were coltured in serum-free DMEM for 24 h before addition of the diabys scrcening protocol.  The af

effluent (1 ml} to 6 well dishes of established cells. The cultunes were then maintzined linking together Mow oyt mcthods

for 5h at A7'C, before tesminston of the Expe nt and extraction of t SR A samples and subsequent defimition of ant

gen Bneasy Mini Kit. Levels of mRMA for ICAM-1, E-Selectin. ani will be provided

GAPDH were measured by ni-PCR X | A mEHEre |

probhes Resulis showed that rating of and G APDH .._\:rl_. o0 ) the OTIE I'lZ'ii'- L ed H5P AT AYIME Teanaivis oniy
whilit those for E-Selectin /- factin (F 3144 s : i {equivalent 1o 3% ase listed) within tis s
were significantly elevated (P=0.0] & P<0.05. i r : relating i wesence of HLA
cells exposed 10 fresh albumin sol wed no ch REHEE Meal st
he presence of pro-inflammatory agents in the stored Tis and the proportion of HLA clas
presumably resulting from the sg A  average numbser of specitic
hypoxin. Specific targeting of this ex .
o reduce overall IR dam

nl to which a finition of serum

impacts directly 1
n terms of this capubility therefone raises i1 i 5 0f equality o

fariation between

(1. Gerlach I, Jorres A, Nohr B o af (1999), Transplant
i

23, Basile |, Wang L, Tarcsafulvi A er af (21 alment,

- we recommend that all centres neview Il 2CTUM SCrecning

A A o he necessary standands 10




APOPTOSIS AND EXPRESSION OF Bel 2 AND BAX IN OY( LOSPORINE
INDUCED EXPERIMENTAL RENAL FIBROSIS .

AIM: The introduction of cyclosporine has ha

anrvivil and has revolutionized the plantation
associvtbed with losponine toxicity, wi erized by imbers

uited the "apoplosis i cyclos 1 renal fibrosis o
beath promoter gene Bax amd survival promater gene Bel 2

METHODS: Adult mal Dawley rats were used, They

iy ] ar vehicle (ol

learance rates, Ki ¢ sections were staned with
{H & E), F he Acid Schiff (PAS). ond Masson's ir

nuclear ch I

DMA el
Irmmmunch

chrome

wine orange fluorescent method and det

ases via the principle of TUMEL staming {ApopTag)
alning was pecformed for expression of Bel 2 and Bax

RESULTS: Cyclosporing treated

trented controls {26 5.2 Vi 333

d weiph
L3 P=0.005
rance (mlmin) in experim rais (0K + 02

Vg

in fibrosis score was ind in cyclosporine
I, bxpenimental ¢velosporing treated T

HCTEse I number of

D178 Pl0oly, w

cxpresseon of Bax (P=i

ats showed a C

{0478 Vs 0167), week 2 (089 ¥
P} Cyclosporing  indwced
of Bel2 (P<ih05). The chanees
veek and remained statis v significan i

L

il four weeks

DMSCUSSION AND CONCLUSION: We conclude that evel
'|| ': ¥

with interstitial fibrosis.

ISPOTiRE
5 and cyclosporine induced ag
The expression of Bax g Bcl2

cyelosporine treatment favosed Bax expressios Futy

marked increase in ipopd

Y Opsisile
1 Bead 1o better understan ¢ mechomsms of aps prosis and may pravide &
and more specific therspeutic miervention for cvelos norine indoced
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ADIMTION OF GLUCONATE IN A PRESERYVATION SOLUTION INDUCES
CELL SWELLING THAT MAY BE DETRIMENTAL. COMPARISON WITH
LACTOBIONATE AND SUCROSE

M Ahmad, 13 Potts® and JPA Lodge
Department of Organ Transplant
Ricmedicil Sciences®, Univer

Most transplant preservation solutions contain an impermeant o preven
during ¢old and warm ischacmin. Lactobionate (MW of sodiim [actobionat
TPOTLATL COMmpOT Iniver: of Wisconsin (LI'W) so o, 118 main
rrcant to j i | sorg L 1% similar anion (MW of s
! This is used he modificd
sion. We tested the efficacy of gluc
1 el | which alloy urement of cell
mpired with that of seerose, the impermeant used i
Phosphate buffered sucrose contain 140mM of suc i Athmd
7.0 and o= :.I|I'._'\- 300, ol et & prepared
1 er lactobio
NZW robbits (1.4-2.2
15 (PRS14H), I
convoluted tobules were 1 nperfused an an inverted microscope
ated physiologionl saline at 37°C for 15 mimtes 1o equilibrate cell vold
flusd was then exchanged for the test selution (used to flush thot Kadney
minutes. The hathing flnd was finally rep physiclogical saline fi
minutes, These two pertods in & : acted as co 5. Dutside tu
measured every 5 minutes and are shown as mean £ SEM (n=6) for the end of each of the

15 after O-4 howr hyvpothenmic storage..

B
solotion dinmeter
in saline

test solution saling

PRS 140

Storage Imitial ‘ Tubule diameter in the lubule diameter in

ulation mechanisms
uconale contaming solution

VIRICHL SOHLILEON G0 & IESCEET EHSIE EOAUion meay

be detrimental
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EURO-COLLING DOES NOT PROTECT AGAINST WARM ISCHAEMIA OF ADDITION OF FHARMACOLOGICAL AGENTS TO PHOSPHATE
RAT KIDNEY: DEMONSTRATION IN AN IN-SITU WARM ISCHAEMIA RUFFERED SUCROSE (PRS148) CONFER IMPROVED PROTECTION
et LGAINST WARM ISCHAEMIA IN RAT KIDNEY

M Ahmad, [ Potts® and P Lodioe W Ahmad, 1 Potts® and JPA Lodge
Depantment of Organ Transpla g, AL JEmes s unverstty: Hospital and Department « Department of Organ Transplantation, St

Biomedical Sciences®, University of Leods Riomedical Sciences®, Univeraity of Leeds

The role of addition of pharmacological agents i preservation soutior
Eurg-Colling {EC) isnn established solution for ki ervation. We evahsied il 3 dibata Ur ity of Wisconsin solutl miin a number of these
of climically proven preservation selution upon in-siu wea f mia of rar kidoey of 45 walunied the effeet of the addition of sclected pharmacological age
| sucrose (PRS140) M in-sity war ischacmia of

phosphate  buffered sucrose (PBS140) or University of Wisconsin (LW preserie diltiazem, aspirin an Jutathione were added 1o PRS140. Sm wanlitie

solutions, (5 mM} anc sase | 10 mM ) were also added, The results were compared with that of

minEies. p I by o normothermic flush with either EE yperosmiokar ¢itrate (H il c

Male Wistar rals (3(00-3501 were a
(1 me.kg ), An Intrvenon infusion was s -t ik B ; ; Male Wistar 1 A0-350¢1* were ansesthetized
3TMB of “H inulin (for imulin clearas e caimiili for serial un g 3 Intrsvenous saline miuswon
collection, An equibbraton peric hoar we following T 1T Bal ! of *H inulin (for inulin clearance), Bodh ureters wer
aney for one | ErCH 1 e el : - [T cor I.'\.'II-.-I'. AR -"-!.:I: bration pernod of 1 TCHIED Wial= 31 I|'-‘-'-'I| :i'-!-"'-
, PBS 140, U'W at 37% lamp was then spphied to the rine was collected from ea fior ome hour {controf). The left
Solution T (PBE140 and phirm
13 |"| l\.l‘l.' $

AWas I'-.L-|i. T

nnutes the clamp wos o allow reperfis | flushed with {
merformed. ichditives) ot 3
mp
| is prescnte
ad isnsthonpg -
i - sioed (control) and one and four bour post-ischaginia {mean
ir to or only shightly higher than plasma), This mas
renal function of the o I TN rrelevant all
meenirited uring with gpood inulin clearances Urine My rate lnuli
= ! | e By [ LR
Groups Perind Urlne flow rale Inulln clearance

I*BS 140

PR&140

<|'| 1EN5 -'n_.'\-.I:". %0

Whilst post ischaemiie inul
e p W { nd 57 ! 1
pre-ischaemic controd in i . Im rarance gradual
suggested that BC does not provide protectio inst in-situ warm ischier i fal wer the 4 b wost-tsehaemic period in all groups. Whalst this fell o 24
- This may have implication in transplant preservation pre-ische rol in PRS140 and LW i
of pre-ischaemi control, Similacly, the new =]l I:.-

concentrating ability. The first wnd fourth hoor wrine osmo

srded as 53% and 91% of pre-ischaemic confrol Four rafs in this g

ity higher than pre-ischaemic control. These w

54% for PBES140 and 33% d 57% for UW respectively. The

pharmac ents theref ielded significant advantage in the p

n-s1tu wiurtm i\: EASImE I our izl




P58

GLUTATHIONE S-TRANSFERASE AS AN INDICATOR OF TI BULAR
DAMAGE IN A WARM ISCHAEMIA MODEL

N Ahmad, | Abmad, M. Attia, D Posts® and P L

Eleartrne st ol O T T e

Lkcpartmenl of pan Transplantation, S5 lames”s aniversity Hospital wnd Depeirtment of
Biomedical Sciences®, Universicy of Leeds

athiogme s-transfernse
oximal uboles and
m and e may indi H tor the respective parts of the kidney
shucly the excretion of hise ¢ wiere measurcd ing 45 minutes o
Ischaermia of mi kidney preceded by e flush with either hyperosmokar |
(HOC, phosphate buffered sucrose (PB d| ity of Wisconsin (LW e

SOl

Hiiskon was set

n {For mubm clearance). Both ureters
i peniod of 1 howr was allowed follow NE ST
I (control), The bett

A clamp wies then applicd

Tk

eleased o reperfusine

| m the

p-GET | % sodiuns | Free water
exeretion excretion absorption T

FHS140

Excretion of hotl 0 T were raised in all three orouips in the pioat-i

a4 was associated

o forTner 1
he exeret
Irec water cl
serve us o marker of tubular dam;

mic protection provided by the prese
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EFFECT OF INSPIRED OXYGEN CONCENTRATION ON HEPATIC
OXYGENATION AND BLOOD FLOW IN CONTROL AND MABETIC

SH Povwis” and M Press
Centre for Ne .':Q:l:--..J Free
lege Medical School. LUK

We have previously sh eathing 10O0% oxygen for 48 hours

following intraportal trun n of C . the number of isleis thad

survive is increased whilst the number of islets required to restore cuglveemia 15

reduced. In order o mvestigale mechanism iller
ot the prafl site, we have 5 cpatic oxy
I DuE INSpiTe

on of streplozotocin (3

edes was induce 5

and confirmed after 3-4 days by plasma i ermination {33,9+£] .8 vs

1T T h ¥ 7 ofluora naesth was induced, laser
ler probes placed « Jull I & around vein wnd the inspired
ontent varied (13 Al ¢ I In control and diabelic mis breathing
VEET, the |1.--|;|| Mow rates were 7.7H02 and 6. 1207 ml'min '.'-;1.'-.:I"-n.|-..
Maeximum rates of porfal blood flow were observed when the inspired oxygen
antent was 100% in both control (123405 mUmin} and diabeiic (84505 mlmin)
rats and were significantly lower (p=0.05) in the diabetic animals, When the animals
wiere breathi 4 oxveen the rates were 331 and 35% of maximum values |
tic animals respectively. In diabetic antmals, increasing the
1 Iroan 21 o (CKF noreased the oocy-haemoglobin
14178 pM in controls) and reduced the {y-hagt

content by 100 2106 vs 1IHEIS
haemoglobin and  deoxy-haemoglobin - cor
between control and dighetic animals. Reducir
from 21 to 1 3% reduced oxy-hagmoglobin and 1

livers of both cone 1 ic ammals, The

enificamtly differani be and ds
increasing the mspired oxygen of diabetic rats (af
may incrense hepolic oxygenation by mere spla

p to incrense oxyvgen delivery by hacmoglobin
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UP REGULATION AND CELLULAR RELEASE OF TRANSGLUTAMINASF NITRIC OXIDE AND RENAL WARM ISCHAEMIC INJURY: AN
INVESTIGATION USING PULSATILE MACHINE PERER SIODMN

R Brook. EA O Leiry, 84 White. AT Knight, ML Nicholion

Dhepart t of Surpery, University of Leicester

1 & "Cellulor prrrae
I':|!':.-|1I|-. Al IT.\I.||".|.1|."|'|:|II||||.'| bl Mledcne, Liv CTPK ] 1 ersity, | verpoo] Mon-t g AR
? ; often of unknown duration ar )
Buckground. Acidosis occurs commonly in transplanied patients and s multifacior araft function seen w } Mitric oxide 15 beh
Iy i Wi al fi i wpathy (CR) and declining s -d in il : ; nal ischaernin, The atm of this study was 1o de
ic a e nroe PT he el v warm schaemic tme (WITT), nitric oxide producton
acidosis i ¥ wickative | . strarenal 1 ] o hypothermic maching perfiesion
affect free radi
clude the tissue fransg uearmitase (T 1 In-Sili) WA KRCTacmin
ular release has been hinked with
scarming including that associated with CR I'ran 1 3 Tal = able i tored « ar 2 rs. Hypothermic pres i
crosslink ghutamine and lysine amine acids on idjacent peptides 1o form a rs e " for & hours mt a swvstolic ssure of 60 mmHg RRE (mcan
efy-phutamy]) Jvsine di ide bond, The formation 18 B pressureflow) wis mea r 1 riusion. Perfusate and hssue samples "_""‘"!.‘:
lar matrix is 1t 1o accelerate the e of ECM analysed { rle C - ns and endothelial nitric oxide synthase
| UM that blunt the action o prodeclytic cneyimes swuch s t [eNOS) production
rix meta HETS ative i l if imtracellular Ty
sslinking of eviosolic pr | tpi cell di hat i [ lo be A siron
o oL

1 significant factor in tul (e

factors are able baoth up . : the tole: of Te from the cel e b cnd o 15 06130 P37 x e o
- 3 i e W BT
study we use a model of chron ; v PT d nine if acidosis may inffuen IBR for all trepiment groups. MNitrnte coneent ks incremsed r WIT &

'z expression and 1t cellular release. {p1) Mha levals of - eMNCIS oo d with nitrate production during

! I tt B a MP i e
Methods. Porcine LLC-PE1 cells wers n unider it i T ischaemin (p=0.01) but not with that produced during MP (p=-0.0

| 1 : : ;
' i Tl ; Al i i v o the eMN0S levels correlated with the fall
1L Bis-Triz baffer was o used and the i the media modified 1 ¥ i nor the eNOS levels ¢

ncreasing levels of chronic acidosis betwee ontrol) and pH & s o
1 i 1 . - v TRR —— ihe ! outld prove useful n pre

confluent) incloding the last 24 hours i serum-free medis 1 conclusion, early TRE accurn .| the it I
v assessment, MP red IRR, possibly via u sed MO production

by frecze-drying and the cells harvesied
T R i e e ; bt this dog npear to be mediated by eNOS. MP fmay | ally amelorale it
vily ussay, Cell | ik, tssue viability [dead=live stain :”.,_.||-|,“|_ SeRnnIng el i deleterions effie f warm ischagmia on nen-hean-beating donor kidneys.
e mensured 1o assess cell status.
Results. There were no adverse effects of changes in pH of the cu
il growth, cell mo logy, tisswe viability or peri ility {extracellular TIVH)
cellular (T activit { 5 = 0004 uniisd | proviein.  With o
ased by 1 } l 7.0 an a & fold mere
has 1ner y r T ncreised levels
noreasing 2.5 fold
3 units! mg prodein at pH 6.7
of chronic ackidosis in porcine cells (o cl
renal disense & CR This ¢
nerensed extracellul
asdocinted with increased LDH melease indics
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