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LATE CORTICOSTEROID WITHIMREAWAL IN RENAL TRANSPLA
RECIPIENTS ON TRIFLE IMMUNOSUPPRESSIVE THERAPY — A
REANDOMISED CONTROLLED TRIAIT
CRT Fe o, [C Abbs, BM H :

v o5 and 55

c22
THE FIRST TWO YEARS OF A REVISED SCHEME FOR ALLOCATIMNG
CADAVER KIDNEYS IN THE UK

| Sacky. Re Belger MA, B

e, LA O
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Long-term renal function after transplantation from NHBD kidneys DONOR-SPECIFIC DENDRITIC CELLS MODULATE CARDIAC
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11"H‘-.I.HIH-I.."I r(_]\.n! DONOR HYPERTENSION TO RECIPIENT BLOGD |‘Etlll1-]'l'll!'\ OF ARTERIAL ALLOGRAFT VYASCULOPATHY WITH
FRESSURE AFTER RENAL TRANSPLANTATION CONCURRENT BLOCKADE OF THE CD28 AND CD40 PATHWAYS IN THE
NON-HUMAN PRIMATE MODEL.
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Db [N I.H'-\ UBULAR CDI03 T CELLS PLAY A ROLE DURING RENAL UNDERSTANDING THE ACCEPTANCE OF HUMAN RENAL ALLOGRAFTS:

MLOCRALERETS REGULATORY MECHANISMS IN DONOR-SPECIFIC
HYPORESPONSIVENESS

W& Wope H R

Lhrlversity af ¥

Inflammation of renal whules, or whulitis, is a defining feature
rejection. Renal les, & basic : he kidney, are epithelial §
AR "y have Ay o ¥

SEve .||5_-.|l.|r|:-_.|,_.'L|_-__||'|-.|_|-|.||| 51 of gralt miitrating o
models express COL03, which defines the o subunit of the o’ integrin, This moleculs

- paamd b ¥ " ol i 5 -4,
15 expressed by ¥ 95% | mal intragpithelial cells : Tiolerance
peripheral blood lymphocytes. The only known lgand for this i TN
significant d

molecule restricted  almost exclusively epithelinl o
(n) Based on the hy

expression of CDI03 by kidney graf ng T cells may promo
adherence of cytotoxic effector cells to 1 r epithelial cells (RTEC) : counter with
This hypothesis was test Iy by a series of immunohistochemical analve vEn t only memory T cells cross t
-|~'I!'-'r!l'l1-.‘ the localisation of CDIO3 cells following renal transplantation weripheral tissues, we predicted that donor-specifi
34 frozen biopsy ol ken during episades of clindcal wonounced m the CD45R0 subset, § patients we
er kidney trunsplantation reveale i the mean number of CDE and on and dono ccific hyporesponsiveness
f SRO population {(Wilcoxon p<0.05). (i1) To z

cells per renal tubulir cross-section correlate feantly v the severity ¢
to the observed hyporesponsiveness, recipient

017,  Furthermaore, the p 13 expressing colls incrensed
proportion v more iha # cells o (pe03). e imens, CDI03 T cells il liately or were cultured for 3 ¢
5 Jin;

were only und justaposed to B8 and e terstif infiltrute

Iransforming growth factor-fi
alzo found to be expressed on B ¢ T cells act a5 reg :Als, we yaed our LA

Following demonstration of CD1(3 o : B . I Vifro y d+ T cells amd deviation from single hit kinetics. Significantly more
regulatory cells were detected in re

ponse to donor, compared to third party stimulators
(p=05),  In Bf22 patients the frequency of donor specific regulstory cells was

&R8ays was performed to examine the reg (
cells. Activation of allospecific T cells was achieved
g I e e antially elevated, Mo evidence of Thl/Th2 polarisation was obtained. {v) Tc
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l:".1||.-._|i..:_-!:.|_ ih idene g Iy that the CDI103 T cells found 'II:."I|I11I.:I-I.' Iul all, r . | allograll l|.:|:.|-.'||l-. |:'-.::..l|l..:-.: .'-|u|i _"g"'-'ll‘\i'\-\.'lll.':-'-|'..I'-

b e ek P B due to the mdection of anergy as a result of encounter with graft parenchymal ¢
within tubules dun Wl nduced to express the o ntegrn by Ttraet the ndireet: ntl JOmaE i ippears o be the m : | | : ([ull
i i - i iy g : irast the indirecl anli=0omor § cape ppears MR or 1 un
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T ik “10r 5 1ELS. Lieanly, these cells have the polential to play an active chinical transplantation tolerance
role in mbalar damage during acule rejection CHACAl IFAts] L0 LO4CTane
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CHEMOATTRACTION OF T CELLS EXPRESSING CCRS AND CXCR3 BY
FROXIMAL TURULAR EPFITHELIAL CELL CHEMOKINES
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HLA-DF MISMATCHING IN “000" CADAVER DONOR KIDNEY
TRANSPLANTS.

Pd Dver, JA4 Davidsor, KV F an. & Marrin
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THE EFFECT OF ACUTE REJIECTION ON INTRAGRAFT TGEf
EXPRESSION AND THE SUBSEQUENT DEVLOPMENT OF CHRONIC

RENAL ALLOGRAFT INJURY.

aft TGFR expression. Tn this
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renal injury. Th
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¢ [aken in NESPONEE [0
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THE INDHRECT PATHWAY OF ANTIGEN RECOGNITION IS INSENSITIV
0 CYCLOSPORIN A: IMPLICATIONS FOR CHRONIC REJECTION
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MONOTHERAPY IN LIVING DONOR KIDNEY TRANSPLANTS. A INDIVIDUALISING IMMUNOSUPPRESSION: THE IMPACT OF

RETROSPECTIVE STUDY OF A LARGE COHORT. THIOPURINE S-METHYLTRANSFERASE POLYMORPHISMS ON
AZATHIOPRINE DOSE ONE YEAR AFTER RENAL TRANSPLANTATION

aleeni, { A Der

vl T mit, Manchesier R i T s i e A 3 5 w AMike Bunce. Pefer

arsplant Centre-and Nuffi Jepariment of &
AIMS: Immuonosuppression in transplant cipients has o be finely balanced belween s, Choford. QX3 7L UK
achigving maximum possible grafl survivel and avoiding the undesir
debilitating side effects of immunos e d wl over immung S0
This retrospective study looks at eyelosporin/FE monother in living donor kidney
transplants in an era of multiple of the CREYIMES Ny 0| £ I melnbolism. It exhib
pelymorphizms 1k ate with encyme activity, 'We under
METHOD: All living donor kidney ransplants done at this centr to- determine whether recipient TPMT genotype predicts azath
enis who were ¢ > il eyclosporin/FE mom ] vtk o lren fter renal transplantation
andlyzred with regar jections, additional immunosn T d, gri Methods
survival and incidence of CMY disease and malignancies PCR-based assays were developed t
morphism in th
RESULTS: Out M) krdney transplants carmied out at this centre since the pe
started in 1968, there have been 215 iy ing sted transplants (10
i cy all adull, first kidney transplants were commenc
nplele data were available on 80 recipicnts who had

monotherapy with intention to treat, between Jan 1982 and immunosuppre

s were freated with steroid pulses or ATG, ition of 173 individuals were therefore included in the study, In add
s as thought necessary. In this proup, currently & 15 nre prednizolone, all received ine according to a single protocol, This sti
L the | afts lost 3 w lost due to h { s diose ; i al i t the first year after transplar
t transplant period, while 16 were lost due i i
nephropathy and recurrent disease. OF these functc ity 14 weents related
therapy. This cars o be a salf selecte oup with a re on rute Results
i patients are on & comt won of cyel e g PCR-55P § ityping revealed 12 indiv CrOEYE0Uus
. on azathiopring and Inisolone. Thi mainder are on (*3A n=11, *3C n=1: &7 W12 TF coding heterozyootes decreased
. ath DEHLIE rednisolong, The | yeur graft |.-'..I|.::-||:i|'.: dose during the first year because of persistently low white cell counts,
survival iz 97.5%, 5 wd 1hpe-52. 88 .:.-||'|1:|'|_'._! with 357161 PMT wild types, =l 1 other factors known
than 7% and the incidence of malignancies has been less than 5%, influence white cell count were considered, &1
wrelated to CMVY inf
CONCLUSION: cyclosponin/FK monotherapy permits intreduction of increasing I ). this subgrowp,
I J Hly required, leaving a self cled group without the s compared with |.261
i } UnosUpPression and ids. However the significant | t common promober ger
AWLen S5thoand [0th vear sugg s a nesd o reconsider whether =nt fregue e m Al B Aoamdr
th ff between long term graft function and low morbidity from monotheripy is v s gssocialed with higher mean
an unequal one : i i . i o L.20mg/kg; YVINTR*S allele not present,
incidence of acute rejection was unaffected by TPMT promoter or o

'
Conclusion
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WHAT IS THE VALUE OF SHORT SYNACTHEN TESTS IN PREDIC TING
EASE OF STEROID WITHDRAWAL? — RANDOMISED CONTROLLE TRIAL

RM Hilton, CG K o F s, SH Sacks. Department ¢

Withdrawsl of steroids m stable renal transpland regipients may nol be s
Studies of early steroid withdrawal b demonstis
1 (ACKE); some patients may be at risk of subs
t nephropathy. Furthermore, some individuals o a synud of malaise,
arthralgia, muscle aches, dep ion amd oecasion: : smatous rashes, This has
withd I syndrome” (5WS) A idy of withdr:

enalism following

steroid '||| drawal waould be we al risk of rejection (scute or chronk

1 of “sieroid withd syhdron
im of our study was 1o inve te the |1 -cllc tive value of short Synacthen tes
uals withdrawe r|-||.|~- n the \.III|I_'\.|. of & randomised contralled trial,
randon o either w w steroids gradually (Img/month, 44
piatienis) or to remii All patients withdrawing prednisolone
had standar o h-\.| wcthen e %WCTH, serum cortisol at Ta,
Tpamins) performed at
withdrawal., Symptomatic patients had an I||'\.ii|i"" 1l ‘:i_-.-!_||.-|||. fl lest perfon wher
their syrmpic Ived, v Synacthen tests MG the control group (19
ralents) 6 menths 1o confirm o ¢
! 0 Senol
ifirm that patients ||:::_ omitled the last dose. A
investizated i 25 of polyarthral
Ihere were ‘pis it ACR in the roup and | episode of ACR in the
withdraw up, T : patients in the withdrawal
correzla belwesn
pcute of chronic) or the rate of decline in

biopsy proven chronic

DALICTES (deve 5WS in the withdraw I devel 12w symploms
in the contro . Those patienis w | steroid withdrawal syvndrome had
_Ebnormal Syna cats al the Lime of stero wdrawal {mean)

L ascling 3min il
Mean Corlis M) Sympi » patients 261 (4.9) 496 (9.6) 546 (9.9)
Mean Cortisol (SEI iCIs 6.9 573 (10.5)

However, of the s who developed SWS, two developed chro
hropathy (p=0.041, Fisher's Exact Test)
illustrates

withdrawal of corticosteroids is associated with a significant invidence of

YIELOME [ 95,
Hypoadrenalism is predicti
withdrawal bul not rejecti
Paticnis with symploms on steroi whrawal may be more likely o dev
chromic allografi nephropathy, .

t of symploms following stero

C34
CHRONIC ALLOGRAFT NEFHROFPATHY: A SINGLE CENTRE
RANDOMISED TRIAL OF CYCLOSPORIN WITHDRAWAL AND
WMYCOFHENOLATE MOFETIL OR TACROLIMUS SUBSTITUTION IN
KIDNEY TRANSPLANT RECIPIENTS

el ir P, KM and .
Hospi ;

Backgromand: The coninbutior
in chromic allogradt nephropathy
5 of patients with CAN converted i
limus (FK) or Mycophenolate Mofet] (MMF). Primary endpoints of the
included g 5, change in 1sotope GFR - @ in the slope of serum ¢
parameters studied were protemnuris glucos lipid pr
hlood pressure control
Method: Paticnts with deteriorating graft function and biopsy-proven CAMN were
rafdo od 10 receive © r MMF in=15) or FK {n=135) with ¢ _\i' e wilhdrowal of
CwA therapy. All patients were on triplc '..|-.-|.'1-;.:. . FE was commen
i ¢l of 10-12 ng/ for th oniths and
topped and azathiopri
l.'|'-|'i||l." wis slopped il BMMFE wa
day, CyA w duced fi '.'.-."l.'l-\.-.-l '.'..u-.'.-\..sull|-.'|I|-.'-rl'1'-. 1 173 each month
3 IIl.\L'I_IIL'IIi.:'- i i '.'-\.'
Results: Mean follow up was ."'ll I months | ange 13-24). ‘|1 s tme from transplant o
8.8 months (range 14-160). There were no re
bast 11 the FR and 1 wseontmued
Al EORVErSION SeriEim ore e, O i ol blood
FCRSUNes Wer :|||| ||n.|-.||||-:1-||| In MMF I {
iy 2404188 SEM 1o | TOE10.7 SEM {p=1h.001 ) and G H% G e ik
b5 BE VI (p=i.q | I'K Eroup, serum creatining increased from
F {p T RET PR remarned stable at i
SEM |_|1 (1.674). Blood pressure was better controlled in both groups, moene 5o on MMI
apid profiles were also improved, more so in FK group.
Conclusion
x lete substitution of CyA in patients with CAM is safe.
| ) er caleincurin inhibitor stabilized rer
X ement in GFR at i
Conversion to MMF produced s ant improvements in GFR, serum creatining and

blood pressure control at 6 and 12 mo
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CAMPATH 1H IN RENAL TRANSPLANTATION:
LONG TERM FOLLOW UP OF THE CAMBRIDGE PILOT STUDY

‘Ts
o l: REVERSHY I ¥ N _...J"_._.. i
Introduwction
Can

= an antigen expressed
d administration of

ymphocyie numbe
AvEsliEslian for th

Methods

Reci ¥ rveric renal transplantation received 20mg of Campath 1H at the time
of transplant nd dose on I o ather immung-
suppre 11 WS zn until day 3 when cyclosporin mond meed

I concemlrahon of ._|||_:__|_' I:_I_

recipients of g
v between
n. 2 odher smafts

W CArOnG repecion.

ues it 12 and 24 months were 145 pmol/L and 133 pmol/]

Conclusion
Campath 1H permitted low dose ey losporin monothe in remal transplant:
tory rendl function and graft survival. A multicentre i5 currently

lished to further eval his isteresting protocol,

'i'--rllx".p.-.m.x
Cambridge: 14 Bradi v, J B v, B Calne, | Firdh, N Jamieson, K Smath, © %
Oixford: P Friend, G Hale, P Rebello, H W aldmann

Clinical

Cel

MULTICENTRE, RANDOMISED, DOUBLE BLIND, DOSE FINDING STUDY
TO EVALUATE THE EFFICACY AMND SAFETY OF EVEROI IMUS (RAD) IN
DE NOFO RENAL TRANSPLANT RECIPIENTS - ONE YEAR RESULTS

el of the RADMNS 1571

Introduction: Everolimus (RAIY) is a potent rolide imu uppnessive with

mitiproliferative properties. These are the one vear resulis from a I multicentre,

randomised, double-Blind dose finding smudy eval g the safety, mility and

efficacy of three oral doge levels of RAD in g

Methods; 103 pa

renal iransplantat ¢ zed 1o receive one of three doses of |

lmg given orally twice daily) in combmmation with Neor

HEPROPT W iz for CMY and PCP. The primary effic endpoint was t

o the first incidence of biopsy=proven acate rejection, grafi loss of
| I.'H..lit'llﬂ."\ 2l LGEal

Results: Al one vear, RAD doses of 2 and dmp'day sho preater efficacy thar

lmir -J_|_-. N resf S il Pl 0y |:l|||[:\;'\i!\_' i & of BIOpaY pEOVER ACKiE CHGHN :-":||I

I pinti h, as well as i incidence of biopsy proven acuie 1 i (table 1)

1 was dose-related, with a reduction in s

[ RAD Img/day | RAD Img'day | RAD dmgiday
| (m=34) ; (=34} {n=35)
15 A 10250 1025950

crug related)

HALD was penernlly we srated. but there was &

_tose reduction and d inuEtion in _'| ke

Tabie 2 | | RAD Zmgprd A1 4mg/day

acteri fnction 2 % | k]

ed cholesterol

ised Tlis
SRR i 1 i lifference i THEan
Abnormal lipids were able with lipid lowenng
Coanclusions: BAD doses of 2mo and -||'|'|__' day |
bul more serous @ I
dmg/’day grow
irther studies,
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NON COMPLIANCE IN RENAL TRANSPLANTATION: DETERMINING THE LARGE INTER-INSTITUTIONAL VARIATION IN REPORTING OF RENAL
EXTENT OF THE PROBLEM USING ELECTRONIC SURVEILLANCE. IRANSPLANT BIOPSIES: A PAN-EUROPEAN STUDY
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apecilic ime point, In addition, patients sho
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urathioprine/prednisolons - imdicator
IMIMUNOSUPHessive me 1ons. This ests that the size of the prot

and completely everwhelms the 1 IMMUNDSUPPressive repimes,
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CHRONIC GRAFT NEPHROPATHY (CGN) 1S A SEQUEL TO ACUTE
INFLAMMATION IN RENAL TRANSPLANT RECIFIENTS TREATED WITH TWO

II.1I-!E|.-]:r{|.'ﬂ;1 C - \j||_u||.nrlt‘-. . e : f\-’IL’dEE‘I.".'Lit' :"+']L"‘.1i:1| |'}:.-'I.[1L"r'.‘-i
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Critical Role for IL-4 and Eosinophils in the Development of Transplant
Arterivsclerosis in the Absence of CD40-CD54 Costimulation

Ensmineer H\_I;'. Spriewald BM®, Witzke O, Sorensen U, Morris P)', R
Rose ML®, Waond
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Ulniversity, LLK
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LIVER TRANSPLANT RECIPIENTS
CHOLANGIOCYTES AND HEPATOCYTES EXPR
SPECIFIC AND FUNCTIONAL MARKERS

SRD

rph, “Scottish Liver

e Cremetics Uil Westers

i cells
nan hepatoc be chimeric for the ¥
[4.1) Ii'--'- HISD » SRIETRCSY r n

I L
Precur
e man stucies was nod d
chimeric for the

i to clarify the or

vdergodng epithelial
maosome di :nital pass
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We have developed a novel protoco
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immunofluorescer ning of
Applying the technigue Lo the an
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O
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chronologics
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tribution  of chime cells s documented. ¥
chromaos posiive hepatocyies were observed at later time poinis, and appeared to
ncrease in nuimber ad:t

cilangs

o the degree of lver injury. Thus, chimeric hepatocytes
secounting for 5% of the parenc] vinal pepulation eccurred in a cirrhotic graft two vears
atter transplant, whilst a biopsy taken grafting which showed ncute cellular
1, displayed only v
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e cells. Dual labelling \.':I.'.IE'I.'.

sly staining with albumin
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il transp
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Recipients of liver transplants
from circulating progenitors fif

liferations, sites of hepatic stem cell
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rentiation of circulating precursors may
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synthesise albumin, me
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TALK BETWEEN THE INNATE AND ADAPTIVE IMMUNE SYSTEM?
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INTRODUCTION: Much is k
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n about the
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The innate immun

esponise, ez, by MNa

jonor BALBC (F
eCipaenls. L3
s al different

| using collagenase dig

RESULTS: Repecton of
ransplant. In the first 3
cells (fig.1)

Fig1: Giral mflarasing cells fallewing fully allogencie cirdise grafs
LA

g

515 on [reshly isolated splenic MWK (h
nted ex-vivo) showed production
within | day of trans while the nad
produce either IL2 or
DISCUSSION: We
I cell firsd 5 I and that the IFy
: | n fime 1
e first fev s, after which Ve mostal
Cell infilication !'-n_'u;-.'n_ln._": that of T cells, they a1 crucial role i
ibly through the release ave an eff

Enl immune e Sponse inelud

ATk

[n |

ALLOREACTIVITY OF NATURAL KILLER CELLS PRECEDES T CELLS: CROSS

1™ days post

consist of NK

roportion of MK than
The
whion is initialed hy
that since NK

the rejection

MK to

on the




L1
ACTIVE TRANSPLANTATION TOLERANCE EX FIVQ: STAT LEVELS AND
CYTOKRINE SECRETION.

S0 ¢ Warson, TS 2 and Metca
{ur}:l.'. 'Il'.rl:ll-l {, ':.ll'.ln'“' b .|I|I'.|'-'Ir
v o M

Introduction: An -.ﬂ.ll' ¢ form of |F‘.I'I‘||'| ation tolerance can be induced in fully
imTne Soampeer &, This tolerance 15 "infective” in that sola
cells, when placed ing i wuse (Le. competent (o re

specific state of tolerance for & donor-type heart grafi

ris (donor x third party) hearts may be accepled. demonstrating

spread of active tolerance to co-expressed novel antipens,
Aim and Methods; To abe ||II_ molecular n:.__[:lL n of active ilerance mn r:!_i.\_'c. W
challenged 2 x 107 tolerant spleen cells ex wive wil 07 irradiuted donor-typ
spleen cell (stimulators). Allo-tolerant responder spleen cells were derived from C ]c-'-

[H2%) mice rendered tolerant to a BALB/c (H29) heart graft by CD4 + CDS blockade
Parallel cultures used allo-agpressive responder spleen cells, derived from CBA mice
which had rejected o BALB/c skin graft. Levels of secreted yINF, IL2, IL10:
WETE i ed in the culture supematanis at 16k, 24h and 48k

| ¢ rechallenge with a second row irradiated BALB/c s
I';'--.:--.u:u_ this rechs : T nsducers \
Transcription (STAT)s rdentifi 1 blodting for STATI, STATH, STATS

and STATE. Any nuclear transk h S5TAT prodein was assessed
COMTIpITT niclear and cytoplasmic fractions of the cultures
Resulis: Challenge with BALB/c sples resulied m rapid secretion of yINF in the
cling culiures, t with moderate increnges in (L2 and IL10. TL4
I tackground, The to t cultures differed in that levels of ,'I'\"
d mouse spl Lxl‘l cells showed minimal background levels of ST4
T4, STATS and STATS. In both lera Aggressive cultures, all measur
TATs were induced: however 1 0f STATs appeared 1o be reduced
ifi thoes calls i
ml) in colture supernatant at Day 5
1LY 1L4
Tal Kej T Hej Tail Rej
4 4} 1l I 460 210 44 ol
10 9,000 65 170 53 1o 10 47

| n, can be
measured ex wvo. These appear to be differs i1 Th2 sus Thl, responses, both
in terms of ¢ylokine secretion, and in activation of STATs. By nding the active
regulation of immune tolerance, therapeutic mands Lition of the T TCEPONZE may

y be extended for the bencfit of clinical transplant recipients.

LABCREATORY

THE ROLE OF NATURALLY OCCURRING CD4'CD25" T CELLS IN THE
GULATION OF ALLORESPONSES IM MAN

. Mararese, N. (lsen-Saran : , . Lomba

I Codlege Sehool of
T X (NN
M Fecent years, ‘r'C“ is II.I'II:‘.'\LI1 interest in the role of suppressor cells in the
e o self an |-.| tranaplant anti

1 this study, we inves zd whether -.IJI.| 3 SUPPFESSOT PO 1ation exists in man and its
|1:'---i"|-.: ||||l.' in fe ing all FROTISES. d I| At r.l- | cells in |- i |'||.'|:.!
hlood of healthy

. These CDA'CD2 "'-' -.l.||-‘ W
'|l:'-|' l:l.'”"‘ Were n
INISERars
io of and ¢
tion of ex
gated the suppression s
be cell:icell contact dependent and not via suppres:
cells. To investieate thedr possible role in regL gilorespoises, we
imiting dilution analyses us intractionated L cells, CD25"
cells or enriched CDECO25" cefls as responder ¢

sdiated by CD4 25 cell HOTERS ppearad to

| presenting

We fi
@ SUppressive
le-hrt Kinetcs wene re vy depleting
" gells as responders led 1o
exaggeration I||l. deviation. These observations provide further evidence that
CDaCT25 nay play an important role in regulatimg alloresponses. Similar
enous cord blood in norma
infants. ansplant toleranee i% currently being

imvestigated
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EQUITY OF ACCESS TO R

AL TRANSFLANT WAITING LIST AND

RENAL TRANSPLANTATION IN SCOTLAND
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4 STEALTH APPROACH TO BONE MARROW-INDUCED TOLERANCE VIA
THE INDIRECT PATHWAY

B.M Sprien

Ihp iyl

Objective: Pretransplant exposure 1o a single donor MHC class | antigen by refroviral
raiksier 3 donor MHC class | gene (o recipeenl M cells, when combined with anti-
1, imduces joasal tole
sted the role [ indireot --|'i|-'--|_'. of
ing a vector fi a donos MHC
an at the cell sa

155 [ gene m the cytosal only

Methods: The donor M
troviral vector MFG (7
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he endoplasmic reticulum lead
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CADAVER AND LIVING DONOR LIVERS: DIFFERENCES IN
INFLAMMATORY MARKERS PRIOR TO TR ANSPLANTATION

W. Jagsem', DOH Kao™, LG

dini ransplantation is i 1ore cotmmonly pr
f cadaver donor livers, While

nuse of the
domor livers ane d from healthy
5. HjUTY prier to el
o exarmine whether differences exis

molecules involved in the infla WY process between

B P O e ST P S e E i i

1 Irom cadaveric (n=210 and living donor {n=10) livers at
1@ before iImplantatior

& 1o leukooyte subpopu

I levkocyte staining was quantitaied

markers assessed on @ semiquantative gradi

with donos ors and intensive care management

3 and macrophages (4.( 2wg 2
t36vs. 14 +1.1p f aver compared to Hyving
vers.  Further

~ levels of CD45+ eukocytes (7.0 + 1.9 ws, 2.7 + 0.9 p=0.0001)

il Fas ligand

u higher level in cadaver donor
s (3.0 + 9 740 ¥ i 3 Tl
vers (3.0 + (L9 vg i 5 h al of expression of ICAM-1 was

wlg of ventilation (p=0.01)

were found in ihe

cinted with infection in
and the :
l= \.| f 1
level of neutr livers, significs
T donors with infection

te that there are ide

s donor Jivers in leukocyte subpopulations and me

1 ..:-:|| dur T ermiore these inflammatory ¢
weere found t 1w during the period of

may inllucnce outeome

ENCOURAGING SPLITTING LIVERS: THE UK EXPERIENCE

KGROUND:
wio recipients, usuall
ested thal only
lant ¢entres (o contem
les eriteria 1o identify d
1 50kg or over, hove staved i

haemodynamically stakble

e that the donor should 5

[TU under 5 days, I ver functios
1 have a satisfaciory macroscopic @ ce. When a potential domor meets these

criteria the Transplant Unit is specifically asked to splitting  the liver

lowever, donoes that fall outside the criferia may still be considered suitable for

splitfing. Reasons for not agreeing 1o ricd to the Duty Office

it UK Transplunt.

DATA: This study included cad ic livers offered between | January and 31 Cciober
000 in the UK o identi a5 suitable for splitting, the proportion wher
sment o split liver was obtaing wl the final outcome of these livers
1z split when both the left and right lobes of the iver are transpli

5 reduced when one lobe of the liver is transpliented

ACTIVITY: There were 674 livers offered for transplant in the period. The Du
Oifice entified 203 {(30%4) donors whose liver was suitable for splitting based on the
first two criteria; In 42 (21%) cases the centre agreed to split the liver, The th
ressong slated for not agreeing fo split a liver were th fiver was to be ust

for o patient requiring a whole liver (45%); tor wnother reason ([7%); for o super wrgent

patient (16%0)

0f the 42 livers offered for splitting, 15 resulted in 30 split Tiver transplants, 12 were
7 were tmnsplanied as whole livers, Cinly |

used in nced liver transplants and

was not used, due to a umou

he criteria ane a useful puide for transplant co-ordinato
ivers that m e suitable for splitting. Based on experience to date, overa L
period approximately 240 potential donoss coul i g suitable,  This would
more than satisfy the need for peediatric transplantation, Hov is nol always

feazible to split & iver, eEpecIal :".\.IIL'Illl'ﬂ:'i:'..\'El putienl requinng a wh




Cl14 &1
OUTCOME AND POTENCIAL EX FIVO SPLIT LIVER TRANSPLANTATION MANAGEMENT OF POST-OLT BILIARY COMPLICATIONS: SHOULD WE
BE MORE AGGRESSIVE!

Y Onizen, S Thetd

e So sl Liver
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e 13 5 compulerised database. We analysed the meidence and
9 segment V-1 ) were performed in 8 patients { ' 3 5 : e
! . omplications y SEuET
d were :median - 26,2 7-55] wvears. AST- i 1 % % 3 . . =
Pl - AL F L o i - nhom. Stalistics
hours, The out i L

2006 Factors analy

; i T g develope liary complic
LIz and wa schace lime, blog flizio 1 L]} d C [

) 1 = @ ! o ik & 1o Fecar i s of oo
i ¢ ) a ¥, ne Wiks @ SigErl[ecan 1 I nes Of O
und IMR: vascular and biliary amiplicat: IR 8%, There e l_ i

nati | a &= ¥ FCh ot of 4 LT 0T t-to-duwet techmigue (23
iaen Frl sur MItcome T Eioge 3 2 i 2
Resalts izt it of 200 cases) (p=0.025, Chi square). The number of bilmary compl
: anagement technigue employed and their success rates are illustra
PERION I e
| Conservalivi
LIMOES stmius - | 8 H 1 T A f L {ERCP! P
CIT {imlnnies) [ 3 3 i i} . Pk [P Y TR T
AST el (UL} w1 Wi y mpli | number [Mumber |Successful |Number Succe
Vascular Camplications E
Bilisry Complicutions |
PNl 85 ) s : 11738 7 (479s) | 4 : ]
Bleeling 1455 it | allg : : | :
Patient sarvival (1 VEAR]
Ciemfd survival (1 yemir

|II.':I|I\.'I| CHILCOHMC 'Il\.'u:l_".l CLILCaTTHE

06, 5% |
ROt S nstomeot e
i stroctures
12 less than 40 ¥
Patients underaent bet
complications, All ¢
cases with initial leaks
ltaneous trinsplantation

vy (mnge 49
2 cold ischasmia time and improved outeon ver

" & spiil I 11 cages=H n
ransj alion.

COMNCL INS: Leaks and early |
combination of conservative, endosce urmd i 1 means, while

should be best treated by surgical intery




C105
ILil!n".E.}] IMUS IN LIVER TRANSPLANTATION FOR MALIGNANCY:
SYEAR FOLLOW UF OF THE CAMBRIDGE | RIEMCE

LY .'II e |I."u|-'||“|..-ll'||' _I"...

IEW IMIEENOSK t licensed for use in renal

i in the 1S he ng reviewed i In contrast to th

mus, winch mhibit ¢ytokine gene iption, sirolimus inhibits cytokine-
mediated | eration. This a s effiect extends to inhibition

of umour cell lines iy

led us to st

far turmour cell lines, i% observatic

ansplaniation for prinary hepatic
lignancy m ] )
Ve

gnant discase hos
wirent crifer
I M, o ]
UrE Momes EArgEf I|'|i||' 3 purpsase of Lhis studs |1:|le,'|1':-:

arcinoma and | 15 with tumours er than Sem were also

“l.'tlll.u.l\

Between 1994 and
without malignanc
sirolimus-hised in

me of triple therapy of

y and 10 patients
wsuppressed with
wen evolved from
olimus, |_n|-.--. 111 & = 10 firodimus
momotherapy as the greal |1-.I eney was appreciated. All r

llowing trans)

mens aimed to
achieve siralimus monoile

Results
The 3-year .-I|'\I'..|E:l!'r::-.l with pri T Cancers was 35%
for the non-cancer patients, : principle cause of death in the §
mour recurrence, Mo patics | i £

Three cholangiocarsin o, and Yom) recurmed

larger hepatomas (5, 7, and & § patients in eac
Causes; three from u.I!n.-alm'Iit. d ome pach
Menction and grafl

W =TI EaEr

Iram a myvaciidal infarction, PrIMary o
sus host dis
Several pati required gperaty

ebndement and 30%% required subseguent
weisional hermia repair, both findings attributed to sirolimus e fects on wionnd healing ai
the hugh doses used.
Mine pa -.':.|-.-Ii~;::-||*.'|
EMICUEIAT BORE pdun, yperhpidacm

a1l function in '|1l. s¢ whe continued on siro I| nus therapy was excellent with a
midian creatinine of $8pmaol
Conglusion

m hiver transplantation, and monothers

15 we 1
ted suggest that |I|-.|.. is e wnti-tumeur effect of siralimus in
ients with primary liver cancer unds RO splantation,

cloBporin angd

Con

ANALYSIS OF FACTORS INFLUENCING PER-OPERATIVE BLOOD USE IN
f TRAMSPLANTATION

feMastay,

Blood transfusion requi nis g liver transplantation have declined as 1
dure has developed due to refinements in technique and use of the Argon Beam

erative fransfusion requirements in a |

reduction in blood use d r the carly phase of

ansplantation (1983-1%90 n=30, median blood use =11.5 units) and a p
phase {1%91-2000 n=1100, median blood wse = 5 un

e volume

i cluring
improvements the requirement fior o transfusic
period when med operative  blo loss @5 ¥
i 1o further r

.l'1i'|.'l\.:|"|l'|'\- I\.'Lill\.:.l\.l i'!llil. ajve ".I [ 1

menis in e que are unlik

inMuence blood transfusion req
identily pre-operatively patients lik reguing high

O 1 10 alt patients transplanted during the decade |

required
| CF prgts af bl oo 25 * P iviely. whilst 54 1 red greater i
imits {medin=26, range 20-70), The indication for X atinm and
HIErap 1id ot differ between these twe Eroups Three
vee o siemifEcant infleence on blood reg irements: 1) Pres
rery Including re-transp
«duun blood use = 7.5 unitsy 3) Portal vein thrombosi Tian Bloo
15100 Was LLTH .I.'\-'\l\.'.'li.ll.'l\.i l'\-:ll

T "
alunitt

hermore high volume blood frans
--'l'-l'-|||. 10 wnrt ful | vear 51

re=gperative identification of patic
This meay assist in planning blo

rexample use of
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I.'l..1"||[-.'L'l:I.-\'i E RENAL REPLACEMENT THERAPY AND OUTCOME AFTER
CARDIAC TRAMSPLANTATION — A MULTIVARIATE ANALYSIS OF RISK
FACTORS

I_IJM_:I_iL MNAL CHARACTERISATION OF HIGH ENERGY PHOSPHATES
IN LEFT AND RIGHT VENTRICLES OF HUMAN DONOR HEARTS

wmie”, Dr T Kealey,
nhridue, *
Landan
Background: Brain stem death (B30 induces disproportionate right ventricnla;
G ; _I-'-| with pertus enerey metabolism Backgronnd: Renal failure is & sertous complication |
1_-.| ventricle and of basal energy stores are further affected by ischaemia aisd jransplantation, and studies
reperfusion

tbon. We wanted 1o test if BSD &s asso

sugpest that acute renal failure requiring re

therapy In the early post-operative por may be predictive of poor oufct

e Adme: ' armine suryvival in cardi
n 51 Thomas™ crysy

Opsies were obini

5 iz who dud or nob regu
immediate (within 30 day i . amdd examine polentia
factors ;'\-n_'.l':;r.-'xil i o this complication.
Subjects: All adult cardiac transplant reci d 1 the LUK be
; i G485 and June 2000
iniles of reperfusn
assiy, The energy
ATPHLSADP/ATP+ADP+AMP -
LIPHADRFAMI rression was used 1o ex
Results: 17 BSD donors,
ECT |

R : i ; ia'filtration im patients survivin

A live (domino) donors énd 23 heartBear-lung recipicnls hear 1y5

% complete study (biopsics 5 ; il; P g i - o : 1 3
compl tidy (biopsica | 1o %) was available in 12 heariz The Results: OF 1108 ¢ T %) reguired haemodialysis/filtration
L d recipients were 1 id

e first 30 days posi-transy | 4 ior renal replacement thesapy i
T were (p a pre-operalive ; ol IR 2.1, 95%C1 [.2-3.7), d

T 3 '1'. e —— 1 HiZ atch =E0% (DR 2.4, 95% CI 0.99-5.7), Tient < 45 yeqrs (OR 1.5,

ATP/ADP s i i EE5t ClI 0.93-2.4) .zlfnl recipient diabetes (OR L& ;
RV | .:_' AT wE | s — '.I.l survival I

AT ADP By 0 gnificantly wo
LV E( 2 [ ) . 1.04 | T 1 060
RV EC r 0.9 1,04 = :

0.%]

rtime was s i I
ove nverage levels of adenine nucled
Conelusion: Donor heart dysi ion 1§ nol
ovier, there is no dispa y between RV
8 protectiv cl, but a significan ; i . Coger ) [ PCTi i S
afler reperfusion. Thi Conclusion: The initintion of renil suppor in '--I:-' carly I"L"-"_l-_“'.”i-II period I.H ~.'":.-
marker of poor short and mid-term survival, Predictors of this senous complacat
nclude s preoperative creatining > 150 AN (8 significant risk b recips
diabetes, recipient age OT-recipie e mismatch. Knowledge of these |

rovides vo e p tic information, and may help to refine patient scloct
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PAEDIATRIC HEART TRANSPLANTATION IN THE 1 NITED KINGINOM - 4
FIVE YEAR REVIEW OF PRACTICE AND RESU

Steering  Graup

The Roval G

i II:'_I'|h|'||:=r|I:!I|:'||'| i the UK.
1 transplant recipients, transplanted in the UE
Methods: il ti-cenire Patients were divided into three
subgroups aceording to age: infants (<1 vear), children (- ars), and teenagers (11
163 I Burvival curves were estimated '|xi|=§_ he Kaplin-Meicr method
Resalts: One hun and thirty-six (ransplants were performed. Median e &l
transplant was 7 years (0 range 2-12), Omnly 7% of transplan € n infanis
ationg for transplantatio ere: dilated c opathy {55%), congenital hear
{24 ), and miscel [ 14%4)
splantation
£ I 1 suppon
1 ITU and hospita
hildren), and 3 and 24
i 3 year patient surviv
J 3% CI 66-84). Three-ves
{95% C1 45-100, infants), T6% (95% CI 64 58, ¢
3% Cl 61-88, teenager
Conclusion: Results are comparable io better than those e )
ational multi-institute studies. The proportionately nurnber of infant transy

requiris

donor o

y period 1 e surgery (despite
i5 the therapy of choice for these patienis. Based on these datn, we

suggest that the option of heart transplantation should be considersd more ofles when

devising management sirategies for infants with uncorreciahle congenital hearl discase

CLINICAL
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THE POSSIBILITY OF TRANSMISSION OF CEREBRAL MALIGNANCY IN
REMAL TRANSPLANTATION

5 Bram: RC Caneer Epidemiology Research Group,
, The Rad e v, {ferd OX2 GHE

oy |-|'-L' reporis of cases of apparent transmission of brain
m donors w i-‘.?l such neoplasma. In o curment
i 1l transplant recipients in

-:wlﬂlllu of such transmission has

lrlul by l K. Tran

In a preliminary analysis, 457 pat cre identifiex v had received a kidney froma
donor who had died from a cere ignancy. Such malignancies were searched for
among 457 patients and il por that would be expected was caleulated by applying
national nce and morality rates to the son years at risk by ape
=00 YLars Wers m I:!'\-|I|ZI'!| I.I| |::l_'

of the period

Cnly one case of brain malignancy was found among these 457 recipients, and no death

1 expected number of cases 15 0 he difference
il expected nbers of incident cases of brain cancer is, of

Cvurse, mol S ¥ I\1";_."II|-I."' . 1 '\-'ll:h.'!l. cike concerned & man who received

kidne i 45 and was sed with & cerchral m an

later. However the histolops the two maligiancies was quite diff

low grade angiosarcoima o the donor, while the ecipient had & glioma.

=vant that in the study as a w approximately
cipients, there is no increased incidence of cereh
7.8 cxpected)

he recipients of kidneys from donors with prime
iplasms 1s the largest the world. It is corrently being updated and the
latest figures will be presented at the meeting,

A MISMATCHING, DOMNOR RELATIONSHIP AND OUTCOME OF
DONOR KIDNEY TRANSPLANTS IN THE UK AND ROI, 989 - 1998

FUGGLE™, 8§ ARMSTRONG and RIS JOHNSK
l";'r'u'r-.i' ; v Crroup. ' Maneh
nt Centre and

198% and 19%9E, / donor kidney transp
'] |x|:1="'-| ll ]I.|' . Une year follow-up we ™

from this anals T

ecipient gender or recipient date of birth. First

xr:'r.l.llm. etof 1142 trun \p pnts

il numiber, HLA

wice as ¥ D EXperienc
I . Mo |J'.1'|'-.'r-:n;-_' was fo

10, " H I - 'l. , ~DR. mismatc
non-favourable ..Ii*-|= tches had significantly
grafts, p=0.005. For donor: 5 years there an increased ris
compared with donors aged 36-45 4 [RR=34, 95% C.L 1.4-74,
found te have no influence on one year outcomes were donor / recipient
recipicy ¢, vear of transplant an ler mismatch,

Far ;_'-.:lu.'li." relate || transplants
infly s year survival, | - 2-DR. mismatched tran

MBOTE i ] W | | 5 wiere 2-DR mism

mmber was the only factor to

The number £
planf sury or those with 21 satches {n
ontrasting with S ar other maiches {n=34,
gk} thera were Y i ITid -.|| anits and T occurred i 5t 1 mont
Ure Wwas ""‘-"-|'|'|| ! Cises

and 1 '-.'l.'|'I et |,|,_, th with a functroning transplant. Six of these failures

IV I

I mizmatchi ||
CAT lr.'.n:i;!:.:m survival Ii.'clp.;:'.h of
ailure within & y

a

car

1-:'I1-. cause
| hyperacute rejection, 3 imeversible acute
wer

sd domor transplants prior (0 1996 and 3 were in the 31

er o 000" mismaich or “favourable’ 1
spial survival over other | r 1-DR
« danoss 2-DE mism: transplan
3 AT r|'|'|-!'\'|:|'_|| -Iil'\.i'.\_u :IIIII,' i"'! AN €513 1 i
1EMSL tollowr A mismatched trag splant
especially for younger recipients who may need a repeat transplant
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EARLY POST-OPERATIVE COMPLICATIONS FOLLOWING LIVE KIDNEY
DONOR NEPHRECTOMY

Intreduction: The proportion of kidney transplants perfors

from live donors has increased from 5% in 1990 to 15% in 1999, Peri opertive
complications: following unilateral nephreciomy for organ donation are believed o be
loar, however, 1 5 a paucity of data from the UK
Method: This study cxamined per

Centres between 1997 fonor nephrectomics
were reviewed. An open approach > bed of the 12" nb was used for all
procedures,  Donor comp ons were defined and recoeded n s format.
Pre and post-operative measurements of s
moLed : influence on the coditplications of
status and trunsplant centre was assessed
Results: The median age was 46yrs (rimge 2 onors were male ang
35 fi e, 59 painngs were related and 12 unrel -nin donors (69 |
had one or mon: per-operative eomplications record Mine individueals had
intra-operalive adverse events, and 8 of these donors alse developed & post-operative
comypli on. There were no serigus or life threatening events.

| Post Operative Complication Number ercent of Donoers

1] 23%,

ressing uII._-r;_::__

Epidural leak

Single incidences of leg paresthesia, wound dehiscence, sub-phrenic collection. colitis,
cannuoia g [ d wound heematoma were noded. No correlation was o i
between o 3 vlicatic 1 ; st-nperative pyrexia
ini : patients, the
N reunmng ment was also
hi |'|l.l:~|"|'.¢'| stay domors wat
), those with complications & days (range 3-12).

Concluslon: This study demonstrates o substantially higher -operative conipl
vong live donors ondergoing nephrectomy than previous reports firam the

and Scandinavia. This may partly reflect more detailed reporking

should be made aware that minor ¢ slical AIC Very COoamimsan

Cill
INDO-ASIAN EXPFERIENCE OF RENAL TRANSPLANTATION IN

fperarionf
ERRERIL,

esent siudy we have analysed equity of access to, and outco
stion in the Indo-Asian ethnic minority in West Yorksh
retrospechive ¢ servinbuonil study ||l.-.-|-.||;' |} & |
al ;I."';'\'l'll.:l'll cnt 4, 2] B22 It paticnts registered on

alyais 34% of Asian and 31% o
1] Trans t Waating fist held by
[here was a -i!.l'| f
of non=Asians and 3
20%% of pai
t {p=lhO5] I
% 58%n, prelii)
'l"-wil rl T

paElicnis Tain

11 I':-\. ||
ani waiting
white 1 A malching, Asian paticnts were
transplant once | and post

was also inf Cadaveric donstion was extremely uncommon
splant survival was also inf adaveric donation wis extreme i

from within the Asian commumnily
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ADEQUACY OF DONOR KIDNEY BIOPSIES: A COMPA
L] J
BIOPSY TECHNIQUES e

Dr A Petresew
v

e Pe

p o differentiate chronic

COTrpor J“‘ !'| I-.'-|

- OLICOMmes,
BT I|. I"-'r-"" 1

eedle), the sa

e '1::h the postrunsplant biopsy

120 in lerm l:'-l r|.|-n sentativeness of the graft tissue obtadr
alysis, we compared 19 needle core and 37 wedee
eviluating: i) the pres and number of glom:
neruls; i) the oumber of a and arterioles; and iy
opsy conlained renal cont
glomeruli were present in wedge biopsies (median [7)
{median 12} {p=0.04) byt the proportion of scl
different betwe |.||.. biopsy types (p=0.56)
| anal sampling
enolar number (p

camtly me

meruli was not signific

5 1ML
dere | o |'||_' min

BY v, 137 nde e, 1819 vs

QLIPS

d with wedge biopsics

Arlert

| Wedpe |'-|-:1|1:\'-.
=i} E ]

core needle biopsies are compo
£ tor the bas
chromic sore - biopsies
L FIODELES
therafore o sy r o
Ri0re 1 i needle a ¢ procedure of choice in samplir
representative dn. TG h I,|"In v HEsy

an mn core necdle bi |-|1,x

CTH

MEASURING INTRARENAL VASCULAR RESISTANCE DURING MACHINE
PERFUSION PRESERVATION DOES NOT IMPROVE ON  THE
ASSESSMENT OF RENAL VIARILITY MADE ON CLINICAL GROUNDS

Mr M & Met: Mr R N Saunders, Mr § A White, Mr "J J ‘-I'l.'r.. iy,
Mr P 8 Veitch, Professor M LN von, Transpls i, Liniver:

Swrgery, Leicester Ger il

Iniroduction: A reliable objective test of the via |'||| y I.II ischaemically c
kidneys pr o transplantation would be very v SERSINE OF
iseontrolled non=heart-beating donor (NHBDY). Currently in Le ICester v |._|'|. -l‘-
sment in such instances is made usng calimaled | warmm I\n:: | time and the
opic appearances of the kidney The aim of this ' was T i
ential of intrarenal vascular resistance meis «nts during hypothermic
machine perfusion preservation (o determine re
Methods: Seven pairs of umne ied NHED kid ¥ slermuned a i of
ng to be fit (group 1)

2} for transplantation according to their
geon. This decision was adhered o

] All 14 kidneys were then perfused with
mislar citrate solution at a systolic pressure of 60 mmHg and a temperature of 3-

r & hours. The intrarenal vascular resistance was recorded throughout the

om, and the values at the beginning were compansd, Statistical analysis was by
the Mann Whitney L test
Results: Eight kidneys were allocated at retneval Lo gnoup 1, and 6 to groap 2. OF the 8
kidneys transplanted, 5 func o] after a delay (group

Ib). The median initial resistance fo
(1,67 for group 1b, and 1,32 for group 2 (p
here was no correla

In those kidneys that did fi
timine and nitial renal vascular
Canclusion; Intrarcoal vascular resistance during mac perfission s
kidneyvs which are macroscop fior transplantation. However intrarcnal
resistance does not belp to d
macroscopacally judged fit for transplantation,
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1:.5':} SMENT OF LIVE RENAL TRANSPLANT IM INORS: GADOLINIUM
ENHANCED MAGNETIC RESONANCE ANC DGRAPHY AND URDGRAPHY
IS5 AS ACCURATE AS DIGITAL SUBTRACTION ANGIOGRAPHY AND
INTRAVENOUS UROGRAPHY

mel’, B -'r"..'rt'..'.-lu._ S Cooper
logy and Ry
wpiial Bir i VIS Trust, Bir

The falling rate of cadaveric renal alloz
refocused  attention in UK ug i the imporance
donor  assessime vl
VENOUS 1 nhy  (IVUI), and  radic i
gnificant defined marbi amnd has
s,  Gadolinium-enhanced magneric OTANCE
aphy (MEA) ur ¢ AMRL} are relatively new altemative 1o
ally able 1o evalua fvascular an@lomy as o ‘one-stop” non-inva
e,

ed the aceurscy of combined MRA and MEU wiil
iom in the assessment of potential live renal splant donors
alrle potential live renal transplant domors underwer
I 1l atte : 3 day case admission and TV
on & differcnt vigit, Patients with odinated contrasi gy were excluded, Tnfor i
congent was d. MRU was performed using a coronal 2 secend HASTE SEUERCE
immediately followed MBA using & gadolinfum-enhanced 3.1 breath hold + me
dequistion. Lonveniional techmgues were used to perform DSA & VU, The MEA/
& [V U/intra-arterial{lA) DSA im: ssed independently by 2 radiclogists
Eighteen potential donors were investigated. One
odinated co I during IV urography, Two p
due to claustrophobia. Fifteen underwent both full M tional & [ it A
lotal of 40 rens i 1 & ss0ry) were identified. Results of MEA &
ror both MBA & DSA the presence of one a
eparted s uncertain, One accessory arery was apparent but initially report
eS0Ty arteries wen entl but not initially reported on MR
vessels were e on retrospective review, MEL revealed mormal uro |
i addition fo small s w5l in 3 patients. All IVU exam
reporied as normal. Co evalua I source MBEA

ographic technigques «

| ] mE proved esentia
cach MEA examination was £255, compared to ER04 §

In assessment of  potential live kidney donor arte
accyirate as LA DISA and IVU, MREAMRLU avoids pe
o ionising radiation and i5 & non-invasive combine

¥ anatomy, MRAS is

Conlrast reaction, exposune
; hin jmek procedure, which cosis e
Accessoty arteries’ may be missed by MRA and DSA if meticulous technigus
mierpredation is not pe |

Cl124
DOES GADOLINIUM-ENHANCED MAGNETIC RESONANCE
ANGIOGRAPHY REPRESENT THE NEW GOLD STANDARD IN THE PRE-
OPFERATIVE INVESTIGATION OF POTE! I NAL
TRANSPLANT DONORS?
SHff T 4 Wood' RH L WA B £ B! Wkl

tation Research Group, University of Wales College of Medicine &

Drepurtmient of Clinical Radiclogy”, University Hospital of W . Cardafl

BACKGROUND
- resonance angiography (MBEA) 5 rapdly
ng modality for the assessm ol vasculor disense
eat “old-Standard” of digital subtraction
i rachiation, the contrast age
and therefiore complications of
] cs are particularly important when ¢
iving donor kidmey transpl fiom, a3 these donors are healthy individuals,
METHODS
4 prospective, blinded sdy was perfi d to assess the elficacy of MEA
11 |‘|||'|_'|"'|':I| hvar
Jependently  analy
rtenes, and the presence of

comparison o DSA in identifying

gl -.r-l:l"l domors, | geg from €

demonstration of the

carly arterial § rmeesd by separate Consultant Radiclogisis
"|.e_" "Il"\l.:.il!l'ul"‘

ated with operative findings daring organ transplantation whenever possi
RESULTS
1 thie r.;_lr;.'“'] .'.||-|r|| 199K 1o .\,“:- et 00

25 consccutive donors were evaluated
he donors consisted of 15 fernoles and 10 males w

h am age ra f 30-55 years. The
tical to thos
lso identified by MIEA
i by DSA (sensitivity
asltive |1:'=.'l.|il.'|"- e negative predi 2 valle
1) Six of seven carly br 5 seen on DSA were a cen on MEA bul one
ch seen on DSA was not visualiser
: ficity 100%, positive predic
8% ). The operative findings did not contradict th
CONCLUSIONS
I'he results of
comparable e
significantly better safety profile, MEA should now be
on of choice for screening of potential §
to assess whether MBA should inde

vasgular disease

CLINICAL
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I5IT WORTH FORMING A WAITING LIST ALLIANCE? FIGURES FROM
SCOTLAND-NORTHERN IRELAND ALLIANCE FOR THREE YEARS

LLK Mo ¥ |"I.': 1 |I:|'-I'|-'.'.' a7 ';.. i I\'\nlu.l'_'.lll (]

-Northern Ireland Kidhey Allocation
5t 1998 shortly afier a new allocation scheme

1. The purposc was (o oplimise the transplant

e, higher qualit , | | 1 chistribution,
An analysis was performed on prospectively collected data rega

E NoEr poried [ollowimng 1he
A companson with the last vear pre-s

1 exchange ol
: exported from Lth
in the pre-allance 15, Chi sgquare}, ‘1

% illustrated in table 1. There was a significant increa

Mumber of
ransplanled kidncys
158 15 (9.5%)
164 | 20(18%) | 91
186 | 38{21%) | 114 {8
ble 1, Quality of HLA tin ach of the three years

0, (p=0L01, Chi sguare).

d kidneys (ter | and tier
ce between the mean CIT for the three stsdy per
for locally used versus Alliance exchanged kidneys  (pe={.i
=1 test) {table 23, A b centre tends 1o be a net importer of kidneys from the
Alliance as well as LKT, 4 ¢ small and mediom sized cenires tend to balance the:

cxchaii & within the two=w iF [eCE

Period Locally used kidneys | Exchanged within alliance | Imporied from UET
= Mean CIT ean | Mean CIT
Pre-alliance _. | :
Year | 1 1764 [ 132
Year 2 15, [ | 14393
ording fo kidney origin (minutes)
Ihe introduction of 8 resional kidney all
egree of HLA matching and increased the excha 12 of
s the cold fschaemic tme, There @5 an imbs
distribution between large and smaller participa

Thursday 29 March
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FECAM-1 (CD31) Expression on Donor Endothellal Cells attenuates Transplani
Arteriosclerosis in Aortic Alloprafis

Ensminger SM', Spriewald BM, Ste P Duncan GS, Mak TW, Movris B7. Waod
Kr I
YT i

Amgrewr Tistisiere, Chiaric

ressed on the surface of &
i T cell subzets, [t has bheey s

the  trunsendotheliol nprocess of

number of

e wanled to test the hypothesis that a 0
acrtec albograft would resull in e

PECAM-]
'.I!}fll LY PECAI (C5TBL/H2"Y or PECAM-|
8% L/G/H2 X ed into BAI H Y} rec paents, CGralis
t wl immunohisioc V0 30 after
e mENA production was

{RLET

Results: A significant increase in the level of on wis observed it
(CH7BLASH2™) abdominal aortic a afts i | into BALBX
fits compared 1o that found in PECAM-I i

5 % vs, PECAM-1

n donor

nereasmgE milisaon
mEMNA expression of INOS. We also
replacement in the PECAM-| deficie

ni aortic graf
:ells wa

enele situation, comme

3t that PECAM-1 expression on donor endol
mile for the dev
PreEveniing cxeessive macron} nfilirs

may :'-I._|_-\.

pment of transplant arteriosclerosis

20
4 CLINICALLY RELEVANT TOLERANCE PROTOCOL USING NOMN-
CTING ANTI-CDG ANTIBODY INDUCES CD25" REGULATORY 1

W Karin Lt Wond.

Introduction

The ahility wdentify T cells with immunosuppressive or regulatory properiics as
i maiveness  develops in 1 would be o m benefit for the

Resulis
i
clls cytometry. Tt ;
| cther with T4 CI4SRE""
stituted mice then received donor-specific

ited only with COM3RB™ cells rejected t skin grafis
L I clear 4 Go=ir of CD25 from pre-treate
repect with the maj ¢ of mice accepting their grafis (M5
rejection was not aflected by co-transfer of CD25 cells from naive

latory cells in this system 1 5 @ consequence of
£ -'\l!. ||':_' |1:-\.'\II1I|'|iI\.'\II'
revealed a8 small mcresse i pre-ireated
versug 100 1%, p= b5

clls at the tme of ade

Conelusion

¢ present study demonstrates that CDdCD25™ regulatory T cells with the abilily i«

nogmal rejection ses are penerated in recipicnt mice exposed only
1N We find evidence for

IMCTEASE in x P H treatment, and these ¢
clearly distinet from their L - well-characterised  miode
transpla : uld allow us to refing the le
regulatory cells,

protocols k
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ANTI-CDd AND DST INDUCED TOLERANCE:

REGULATORY CELLS

cvidence

1 eascntial

We have previoysly estab
fusion

accept i i ull

: aimm of this study was

surface markers that
We purif
of CD257 or
5 i ability

from naive animals

II
4z third |
froem nive animal

eted mice were reconstituted with 1x10° CDaspRh

CO257C
100 days)
naive animals

shand Sx 10"
indeffnitely |
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INHALED NITRIC OXIDE DURING PERFUSION OF THE NOMN-HEART-
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FRESHLY ISOLATED AND RECENTLY ACTIVATED CD4’ CD25° TCELLS AS
VOF NITRIC OXIDE IN ISCHAEMIC PREC ONIMTIONING OF THE IMMUNOREGULATORY CELLS IN VITRO
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ALLOGRAFT RE TION DESPITE CD4-CD54 BLOCKADE.
M N D Sones, PSS Movricand K. J Wond
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ullx.._ s can be rejected. The rejection is part I-. mediated by CDE™ T cells
resistant to CD 54 blockade, However '
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THE NITRIC OXIDE DONOR, FK409, PREVENTS MUCOSAL VILE .Ul.h_
MICROCIRCULATORY DISTURBANCES AND LUNG INJURY INDUCED
INTESTINAL ISCHAEMIA-REPERFUSION INJURY

J. Brown', T Stephenson’, REM. Wood', A.G
Clinleal S ; SUH) a Wepy, Ro
et  Divisian of Clindeal Sciences (NGH), Moo t Cremeral

Background. Although outcomes are improvi
trunsplants remains hampered | cute and cf
fram ischaemia-reperfusion (1 F! ry. Supp
I a range of microcirculatory disturbances
|'I|. seent in vive mictoscopy to investigate the effects of the \{I'
~|II||.|-. |'.||c-urin.;|.!u1u|'\ disturbances estingl 'R injury.  Remwote o
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reducing localised tissue damage and impros
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Listing of dialysis patients for transplantation

0 .-.‘;-uw- "y A Menbert”, aylor', S Sadek!, B Johnson® [ Br igos’

ral, Briztal,

I' Feest’

The UK Renal ii;_'j_:lxl.n- has linked with UKTSS5A ¢ analyse ng ligt data in an

covered by the Registry, Although t I'n" UK Renal Regisiry does not cover the whole UK

TN e e he wenidioe |6 2 3 s 1
population, the waiting list has :d to the dialysis population covere
Registry. This co-operation provides a unique UK data set

Walting Ast as parcamtage of all dalysls pationts
by age group

udes data from centres on the UK Renal Registry and is o
an ||1I|'||:| K only 50% alvsis pati
on the waiting list, The Australian data has bee
Tand excludes patients suspended from the waiting list

Suspanded palents 8k & propartan of e ol
waitng At

O suspanded &5

suspandad BY

1 1993, 162 he umber of UK patients on the waiting were suspended and
this had fsen 1o 19% on the 17 As expected h-.' propor ||.__.| af suspended
patienls nses with age, The reason for the rise in suspension of the | vear olds s
unknown

i Diabetes, transplantation and wzHi.ng lists

[ Ansell’,
LK Renal .f-!g',f_{. 4
WETESA, Fox Den Rd, Brisiol

The UK Renal Registry has linked with UKTS5A to analyse waiting hist data in aneas
covered by the Registry, Althongh the Renal Registry does not cover the whole UE
population, within those areas covered the waiting list population has been related 1o the
inalor of the di:llyxix population
& marked increase between 1983 and 1998 in the
planted. As a proportion of all transpla
ly

|1|.|d.c~|1 -.II diabe
paticnts this was 2 .':. f~.1. h T % in T9ER, 19493, 1998 respectiv
1963
il

;_rii'|~]'-|._|r|I|'|‘|_'. -..|.||’h tic | paticn I-

Percentage of dialysed diabetics on the transplant waiting list

* indicates 2 centres with a hle inaccurate count of the dialysis population

. ® . '} ! 10
The grs ws the variation b ysis centre in the percen of dialysing diabetics
on the active transplant list. Th
imtervals. These numbers are small and the 95% e
1% of diabetics on dialysis are on the active waiting list compa rl_.LI wil lll o of non-

diabetics.
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MORBIDITY IN RECIFIENTS WITH RENAL ALLOGRAFTS U
: INT? NAL ALLOGRAFTS ;
FOR OVER TWENTY YEARS, sl i 442

Harpital
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which i¢ = .

which is attr N EMMUnosEp pression
Method: The data b

aibenis noles Were: serutiniced. i 1 ;
atents notes were scrutinised to identify patienis whi
were [ran I i

cyelosporin era and who h e a orafl
Toventy years or mish -
& 1) T 1 i r ] 7

Result: Since reh 1968 aver 270 nal transplant wie been carried out in this unit
In the period till December 1980 : lfour ; |
i i X arty lour patients received |
ndred and ninety one renal allog
Fifty-five [ iere known to

¥Oars :
I'his represents a one y
L mean mpe at i
a ) CAEAYENC iIl.iI
patients ae muintaine day
e 3 . he current mean serum creatining is. 146 umol/] (8
=24 ] with o mean GFR of 57 (14-112).  Twenty-six
1. toar had twoo and six had more than two epizo Rejection ¢
s methyl prednisolone however ients als

LR Y
cular disepse

B{16%) and tr
Conclusion:
P decade.  This 1
TEmme lor prevention, earl lection and

of further imj the qu
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AN ASSOCTIATION BETWEEN POST-TRANSPLANT DONOR HL
ANTIBDDY PRODUCTION AND RENAL TRANSPLANT FAILURE

flltrlal1u1.'l|1r|.‘|! An associabion hetween prost-Transpiant p'.'u.l'l-.'l:n-'l il GOnor '.[!\.'.'“-I'.'
ce of rejection has been demonstrated although some data
cifie antibodies,

bile i

heen difficult fo interpret dee (o the poor defimtion «

ve nsed enzyme-linked immunoabsorbent asss
sensitivity of detection an cura aracterise
re-evaliale their ro [
Method: 115 con I i d ¢ renal tramsplants were

el centre 198017 . ¥ nsplant se

led from the study. lenis with primary function e EIvVen J WSEROTIN

herapy and the mean number of HLA 1 wes af the HLA-#, B and —DR loci
were 0.8, 0.97 1,38 respectively, Pre i post-transpland (Imomh, & menth,
annual) zera were selected from each patient and screened using the LAT™M {One
Lamhbda} ELISA based assay o detect the presence of HLA cluss [ and class 11 specitic
antibodies. Definition of the HLA specificiti psitg the ELISA bazed
kits QuiklD (GT1 Inc) and PEA-S b Medical Corp) and complem
dependent cylotoxicity using a selected panel. The results were correlated with
tramsplant outc
Resulis; 98 patients were donor HLA spec

aative (/<) and 13
WS AV e i Y& palients
ppose to 92.3% of the -+ group (p=.005 Fisher Exact), OF th
-+ patients, 7 developed class 1 donor specific antibodics (4 pre-failure, 3 p wat-fail
5 «.'::.".t'l""i"'k"-! clazs 11 donor specitic .'|||'|"|I-||-.'-. {4 pr atlure, 1 Tune Ii.-II'II:.' Lrar
and the remaini ient developed class 11 donor specific antibodies pre
class 1 donor sp antibodics post-fulure, OF the 6 paticnts whe |
done scific antibodies, 2 were HLA-DR spec fic (DRY, DR
specific (DO, IHO3), [t is of interest that there 15 an equivalent 1
and class specific antibodics associate ilure.
Conclusions: This study has demonstraded that even in a well matched
tibodies are produced post-iransplant which are significantly associated

rejection
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SEQUENTIAL PROTOCO) . BIOPSIES FROM RI
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N OF ACTIVE TGFp

CAN) 15 3 major cause of £0
logical mechanisms involve
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growth factor heta (TGER) is f
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expression of active
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ultrasound guid
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stained with un antibo 0 human active TGER and then ar
qusintit CACETCE MACTOSCO] :
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Sectons wepe

d usi i

Drata were expressed as the e 3
slained tissues (excluding the tubul
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the co aponding | sections . e

wis Very litthe » n active TGFE expression betwesn patients in their pre
wcreased by k and then very significantly by &
allents who suffered delaved grafl Fanctio
h time-points pos- nespl
.II."E-.'-I'||I.'|1_= o donor ty P, acute reject O T A0S

=1on Biops Exp
months {p=<h000], Wile

increased TGFP expression at

wrolimus), There was no correltion
time-point and isetope GFR a; |2

e

TR |||3\

T e
This study s ted in a group ¢
15 a definite i in the renal expression
wll members it has n o ertiin i establis]
i CAN affect and f ; e
Tewt th L on, amd | *F paticnis are being stud
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ACCURACY OF CALCULATED GLOMERULAR FILTRATION RATE
COMPARED TO ISOTOPE GLOMERULAR FILTEAT [ON RATE IN PATIENTS
WITH DETERIORATING GRAFT FUNC

Ly

r K, Noe 58, r K and She

Background: Radicisotope techniques provide the gold standard
plomerular filtration rate (GFR) in both renal faalure patients and kidney transplant
reci . but are expensive and lime cons Most studics in kidney transplant
recipients use either es tion of creatiname rance (CCr

fions or one of & n o1 of fiormul TR iFR. To determine the
wccuracy of these me in pati vith FiarE kid uniction
we compared st Timiry we clhe L rrmulae, Cockeroft-Ciauli
(TG, MDRD study eg I and Mankivell (Munkivell
et al., Transplantation, 1995) to isotope GFR mepsurerments,

Methods: GFR of 30 patients with rising
pephropathy were 1 sed. GFR was measured using [Cr] EDTA. Pre
ated using ee predic i and 24 Hodrs w

face arei. The ac

biopsy proven chromnic

and Altman
A ¥ i Terg g Ty enis aoed 479411 VEATS
Results: 40 GFR exami [wsed from patients aged 4 11T

I234T0

= 267}, with BMI 26.544.7 fean serum creatining was IZZET0 mmol
(median 205 mmaolbl). Mean i wo GFR wias 26.8+10.4 mis‘min/1.73m". The mean
calculated GFR using OG, MDRD and kivell eque were 15K 5 e 11

ancd 4004119 respectively. Mean unnary Clr was 196, The Bland-Altmian

wnalvaes of resulis showed that O6, Nank well and CCr methods overesfimated GEIR

while MDRD values closely approximated (mean differences from
ml‘min respectively)

Conclusions: In jents with deteriorating all i function
and CCr equs % have substantial bizs and overestimate GFR
less prone to bias . :
All four calculations show teant vaciability, which fimits their usefulness n the
MIDED equation appears to be the most accurate of {hee thiree clion equalions
vever, he limitations of the MDRD eq e shao

]
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THE COMPARISON OF KIDNEY TRANSPLANT su

RVIV: T ;
BETWEEN CENTRES AL OUTCOMES

1 £r,
roreas Advisory (5
LK

Cenlre com for renal transplantation as for
partcularly in terms of outcome achieved
unadpusted survival rates over the las
with time

other specialtics
lor patients. Direcl comparison of
= 20 years has shows ] iation lessen
However, it is impe it

survival which allows for differences i
¢entre. A number of si

Gutcomes

on risk=adjusie:
e case-mix of iransplanied patients at eacl
an b used to obtain 1

. diusied centre
d Tor UK renal transplant

Ires.

aid several have been

This risk-adiusted
heart beating donors for the years 1994 1o | 996,
included Une-vear transplant oulcome was known for
allowing a & ¥ outeome (functioningfailed) to be mo
i g5 data w
nd diabetes, donor age and
d donor-recipic tder mat
rorm Lhe mo

aszociated confidence lmits.

ilidence intervals are derved |
£ of centres, cach rnk ha

he resulis are encol
cohort of tran

fior both the

there iz no evidengce itre effee

14 o s vl I

imah TeE Ol ¢ lap between the inicrval es mates
12 CEmires.

outcome of first adult ¢ Work is now under
extend the analysis of na centres 1o thoe

of mope
centres precledes presentat

ne, regraft survival and
v-up data from some

rafts, However, lack of
ofl of these fur analyses ul p

PTCECA

he challenge of cardiovascular disease after renal iransplantation (RTx)—a
planned multidisciplinary approach.

Cardiowvascular
subjects withont a history I HEZY 1 hypertension .rull
¢ chiectiveness of
the major CV risk factors,
| alth promotion nursing post
In {0 consecutive renal and renal-panc Tx patients (under our long-tem
-arc 1993 0007 we uwsed ambulatory BP monitoring (ABPM) to cf
wuipatient BP, and performed regular lipid screening, We also counsell
it exercise, weight gain, diet, aleohol, and smoking. In our unit, we enb;
econdary CVD prevention in all RTx patients
betics, and in all patients with a predicte
" 15 3.0 mmo
tients were smoking before BTx, and 13% post-RTx, despite advice.
? months was an average of 4 8kg with a sl n the percentage of
paticnts in the healthy BMI range in

tients there was a discrepuncy between clinie and ABPM results — 4% true “wiitc

T hi ranipe We found that in 20% of
hypertension” (e over-diagnosis of hyperiension) and 16% low clinic BP values (e
under=di Enosis of hyperensios
5| Ltherapy with Atorvasts
ansplant dyslipidaemia. There were 46 males and 24 females; 12
tics. Renal allografi wils stable e
Time after A {'|'.l.l:|."\|.-l-'. (M= 5 £ 800 | P (Kruskal-Wallis)
(ol : 1 i ) | Cf to baselin
Baseline 7.02 (0.16)
Bmonths 63 (0.11)
= ‘-|'|I_.".|-.| to discondi
in 4 T 30mg in 2 , Mean Cyclosporin A
incre i months afte T Atorvastatin (1217 1wl
haseline | cwever this did not reach statistical sigmbic
Lizing i
these two important OV risk factors can be fackled effectivel)
tents to achieve lifestyle chunges though is much maore chall
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'hlE EFFECT OF DIFFERING IMMUNOSUPPRESSIVE REGIMES { W RN A
RAT RENAL ALLOGRAFT MODEL OF

IENTIATED FUNCTIONS OF HUMAN o L7
,- il ; IMAN MONOCYTIC U937 CELLS
FOLLOWING CD31 LIGATION, o CYTOKINE EXPRESSION IN A
e o CHRONIC REJECTION.
d S Metcalfe.
Mizs Dvaria G , Mr JS McGraih, M Shehaia The M
Wereed Lt tingham City H LK
Cmaims
|..|..'-.l|;~n
represents the leading cause of Late grafl l fTective
F : ) 2 previoush: d diftering
ireated with
study expl he cylokine

Introduction: Chronic aflografl e L : g l!:di'kﬁ]’l:lll.l:lji |!|l2'._.11.\'
’ ; ; ; gt 44 unchanged desy

thee vascular
a role in moturation and vis I
differ |1'|||||.'|-.'.--I.:|'|T‘T|'x-1i'-|.'I- |'|
Aim and Methods: responses in éach of the ireatment glu.l'.\ utilis :l-__ Sesri-uan
We have asked if ligati [ Lranscrip
4 i a Il e o B K] - e e . LT g
4i|'I'H--- po .,, .-.I-.|.|.LI Ih||_|.1u-_h.x||.n||| tiom of US3T function by meisur \h.:lmdl.-ur wapic ¢ ““;.“‘:“ antation was performe
L Y EEpOmSe ABOTDEIE. Thise twe Hati s : . a5

Spesific A I-| S ||'II.IF'\-:|'I|:|'| 5. These two parameters were alan use aterally nephee V reciy 2 (m=4 &} in addition io i

Y Uiy o MOCyLe i :
C ||._||..L.... by protein or lipid ki i mediated by the protein ph hatase n=8). Transplanied kidneys wera reine

prote pid Kinases, or by G-protein-cow ipled recepi Al o, Experimental groups netuded 1
ant-CD31 al anttbody (mab), was immohilized oF Foih, (FEY), dwal therapy veophenolate (MMF) and cyclospor
I ol plastic .;-.-.-I.-. sporin and SDZ-RAD} and untreated mEMNA 9

TGF-, PIXGF, |I ‘\ , THF-ce and bFGF w

perfor

n of cell s d i
| i contrg|s )
ed mu ing IgGl, MOPC-21 ¥ tate acedate (PMA) was used ||:
monocyle differentistion and i of TNFo. Apoptotic
st - i 1 WeTE
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popalations o RRE Sl i ol

expression of ||I“\ \ o 11
.I||L||l.l.1 using RT-PCE 1
using gel e IU_III::'-].L'II
Results:
Results: With the exception of CyA ireated rals, there was o
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i wl least marked 1 UyA
een the groups, with all

alls and 15

1. TNFax secretion in r <
; eeretion in response to PMA was not infuenced | i
12 el a5 I uenced by anti-CI e 3 Ry
control msh. inti-CR3 [, nor by the mos
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O serum starvahon, crosslinking of CD31 protected a % s CADICSS y 2 orafts, IFN-y expréession w
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r‘u'l'(:_h‘lhl- mBRNA EXPRESSION IN THE RAT RENAI ALLOGRAFT
MODEL OF CHRONIC REJECTION: THE EFFECT OF l_"r'[l.l].‘\r'il.l{l\

WITHDRAWAL AND CONVERSION TO ANOTHER IMMUNOSUPPRESSIVE
AGENT. i

| Mr M Shehara The Nori

war, LK
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inzplanted ceived CyA for the

followed by two months of either Cy A, MMF, FI
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Resulis: :
Withdrawal of gy livsp

months led 1o mereased expression of 1L-1. T4 -8 and
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Conclusions:
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Terences were nol detected in animals maintained on Cw A
Furthermore, var 4 in graft histolog

i
Eroup

between the reatment

% #ystem and the association between
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ANTI-CDd TREATMENT PREYENTS AUTOIMMUNE DESTRUCTION OF
TRANSPLANTED PANCREATIC ISLETS IN THE NOD MOUSE

e~ Dippariment of Swrgery, Addenivor
MO, LK
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ons. Tw 5 result in imm mediated islet damage
amd . antoimmune  destriction
pendent upon suppression of both reaponses, eithes

The non-obese di

epeanitancoushy

encic, diak

ra-1slel ¢e

wit i i nonocional antibody

Anti-CD4 treatme flective at inducing lelerance n some 1
tissue transplantation, We h .

islet transplantation, as

\I'll 1INARNED!

isbet  sele Y
under the left renal ile of sy gcipient mice th
ks previously. | nately 8 ) islets, trom fou
nt i achigve fransient normoglycacmia 10 days betr
: succumbed (o auloimmune
fltration with T cells &
deved 1R

a shofl course of anti-Ll i
51 6 wesks, Histol

diabetic mice, and they remained

inwtion revealed

ipproach for preventing
he requirement for adjunctive treatiment of allo




L15

NATIYE AND ALTERNATIVELY SPLICED VARIANTS OF [L-2 mENA TN
TWO-WAY MIXED LYMPHOCYTE REACTIONS

fones ', K Babs
SR 1 TR : O LTCM

for Medical Resex an-" FMA, B . Yy

L&

Vil

'|.| that the allos “[1-i e internctions between the donors

ransplanted d the recipient’s immunocompetent
the ouilcoma of iy |r::|'.x|'-::|||.|' L. We der

d hy

core  bropsy  samples  from
express aliemnatively n_'.'-hc-.'.; '-.JI'i.!II'
||Ix“."'.-|‘- 55 o= wmnd IL-2
IMIILAGSUpETE i &2 mEMA

ved 3, 6and 12
montha post-transpl ot Bodh

ed bropsy samples rarel;
altematiy
cly unexplored. It is unclear

eduled s

express the native IL-2L form of 2mRMA, T

mBNA in alloreactivity and transplantation is
action between pre-existing kidney donor

the kinetics, level and longe

mBEMNA

The aim of this st

interaction in vitr

T-cells and recipient’s T-cells determines

bty of expression of both IL-21 and 11 amd] 1L-253
1 donor/recipient |

kinetics and type of 10L-2

wo-way vmphocyte reacton -"-1I R} the

nononiciear colls (PBMC) |'|-'~|~.' two domors were n

huted w I|'| or withou Li'ml of recombinant  for one, tw

effect of Cyclo e A (CaA) on different
|| CsA was kept in ¢ ||':'_|'|.'- for ta da
hed and « :.II::I-.-aE nil CsA for another .I--x (day 3) or
{ based real-time quantitative RT-1 |{
to measung [L-2L mRNA, [L-252 and II
day peaked on day 3 (1L.E xlied

showed 2-5 fold decrease on day & and 7. Both CDd+ and CDE+ T-cells, purifi
negativ ection using MACS

y1 Biotee Lid), expressed [L-2L, 11
and IL-283 mRBMNA, The ratio IL- S IL-2L or IL-263T0L-2L was | 1 and
variunts peaked on day 3. In [L-2 treated cultures the obser i peaks for IL-2
atd IL-233 mRMA were shifted 1o

MLRE. CsA induced a hundred-fi

The IL-282 and IL-253 mBNA were not detected.
Ievels of spliced variants of IL-2mENA in MLE never
biopsies, suggesting that maybe the kidney milicu &

i higher than in
MA FEERONSE on O 3
observed period, the
:;.'al.'|||, d levels se

d ot the alloantigen sti
controls the alternative splicing of the 1L-2 pre-mRNA.

EFFECT OF BILE SALT SUPPLEMENTATION ON BILE FPRODUCTION
DURING EXTRACORPOREAL LIVER PERFUSION

Introduction: On an  extracorporcal  liver ecimcuit  currently .

HITTNE G- O] L4 » discovered inspuesation ooc

1 7 ; Sl . ; L . o #h »

fter 10 lours of per i ...||'.'.Il.|--\l.l of cxpe 5 3 | hesized that this
d that by srfing the bilc
lation, we could maintain bile Mlow ower

Methods: In the porcine model, livers were perfused with oxygenated, autologous
blood #t 38C for 48 ho to the hepatic arery, and gravity
{ to the portal vein and bile samples from the previous cxperments
tested for deconjugated bi using Gas Chromitography |
lavton et al, Bile production throughouwt the per
ssessed. The circui 5 then I':‘-|'|!._':' ted with
o
MANMET

Results: Data from five I.|'.1:‘-.J|3l|'-'-.l.'|":'.'|ix'|| liver usions confirmed ous m-r.|-_-_~|~. witl
a ¢lear decline in all 3 major porcine bi crnodeoxyeholic, hyocholic and
deoxyeholic ac .|.|l oo g with ine in bile production at o mean of 10
nenting when  fsurocholate  was  added
¢ perfusate. Bile production comtimued throughout the 48 hour of e

p phyvsiologic serum and biliary bile acid profiles

Caonclosions: Bile prodection

maintained by replicating enter

damapge to the cannliculus i prevented, allows fow

EXIrACOrpe gircuil 1o preserve di i agsess their viahility prior i
iransplantation
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HY POXIA-INDUCIBLE FACTOR-1 (HIF-1) 1S UP-REGULATED DURING
SCHAEMIA/REPERFUSION INJURY IN RAT CARDIAC ISOGRAFTS
HYFEROXIA POST-TRANSPLANTATION IMPROY ES THE
SURVIVAL OF INTRAPORTALLY TRANSPLANTED ISLET GRAFTS
IN DIABETIC RATS.

Background: I} IOCUTSIMENL, preservaion an

U Sodence, DERA, G v LK ransplants are subjes . tive series of low ox i
i TETC ;'_II';\.":|I"=I!I i HIE-] afler translo he mcleus,

Hypoxia in the portal vein may compm lise the surviv W nscription of target imvolved in & variety of adaptive responses o bow

poxia bulises

I pancreatic  islets, We compared the oute a q IF-1 repulates hypoxia ced gemes that are : cally involve
intraportal islet ransplantation in s 11ed under hyperoxic or nomuoxic i EIMALOryY 1 MO i argan g YEGF, ET-1,1N
!"-"""' post transp 1. Driabete 5 inchue le Lewis eats By ip shown -_':c-:'.-.-:';':' that HIF-1 o 15 expressed o !

imjectign of streploze 135 mg'kp) ar 3-4 da i sothermic hypoxia ina s !
E ucose delemunation (33.2+].d v | soxia and | -!I\.'I'."\- of HIF-lo expressio

00 orli shets were transplanted into the Hy s
for 45 hours under hyperoxic (101 &
ikantation

Methods: Aduli 1
intentionally

or constant experim
cpt at 1 howitl
mOrMmMOaEiveemR measuresd af i . e bept at I i TR .
[ irag t 0 isleds {non nd specimens xed in formaln

0 OTmoxie

i plasma oglecose, S EHDE m 1713 h I 2 oy
I gl i LE mmoal/l) - e Jused : Y in 7 hearls wens iransplanicd
M) 1slets restope 1 cemia
animils (plasma ICOSE.
i grafi of 5
ormpared i
hyperoxically i rats rec 1 | 0
: OXICE ! ] Fe eIV 15 wWas 'I|;\_|':.'_I'|l.|!II'|II||-|-'||'~|="-|l--|-l'-||:'- (HIF=1x),
e ammals receiving islels: th
AIL05% 0 Hl 1 3 LT g ¥ = e ol
13L6% mmaol/ |20 min in hvperoxic and mormx animals Resulis: Compared to erafis with prol umciron of immed
comjared with G50-L50 W 120 Iz } 9 i i e S 01 (45 4
- 4 I ol 20 min in non-d conirols snlanted Bearts w ficantly better (3.7 £ 0.3 vs I 0.6F). Mat
izlet-cell mass was qua Z o )
j A 1 the nucler of cardvormyvodyvies a8 well as i
rartern er H wen Pt { |
IT ||_:|I|_||I~ H weeks islet hype . ; s, In hearts preserved for 10 hrs there wis swelling
ng O islets was not s ¥ | g PR : Ee — LTTE
h : 534 510 sl vocyies, but no increase of st 7 for HIF-1a was de
15 534 L 1 o 2 AL Oy |y : yies, 4
TN : o D | weithiont ool - aaed mi il
N i :
s same. These resulis . o s i ne for HIF
indi i it '|I\...NL T ¥ i T 1 conjunction with staining ot HIE
s 0e mumber of islets thar

lisation of plasma glacose
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THE EFFECTS OF RAPAMYCIN AFTER CYC] OSPORIN DOSE REDUCTION 0N

PROFIBROTIC GENE EXPRESSION [N BOTH GLOMERLUILI AMND
INTERSTITIUM FROM RENAL TRANSPLANT RECIPIENTS WITH CHROMIC
ALLOGRAFT 1ROPATHY.

Introduction: Ove

sure 10 Lyclosponn {CyA) is a risk factor for chronie all:
nephropathy and thus CyA dose reduction has been advocated, Experime ntal evide

fuppests that Rapamycin | d the development and progression of
The aim of this study was (o determine the molecula mmpact of the addition o
fter CvA dose reduction in botl
illografts with CAN,
Methods: Thiriy-one renal transpla cotively
randomisg eceive cither a 4 o redl ¥A (confrol, n=15), or a 409
dose red CvA with the sddition ¢ i Paticnis hod a rens
allo iaipEy on recruil again 6 mont e plucked from
e of Hln.h biopsy core and 1 s s ms well 4% o s ¢ of interstitium
mwent total mENA extraction us DT dyn: lh-. ads, Comy |'-'-.|| entary DNA
as synthesized by reverse transcri and the ||- lymerase chain reaction was used o
amplify specific mRNA species, These were quant I8A technique and
levels compared to the expression of the housck eping gene GAPDH
Results: Bath groups were well m

(t5d) CyA troe ..:_|| levels aft

[ cliaracteristics and mean
21 vs Control 36+19 ne

Mean R frough levels were 7 HEene expression 15 showr

Conclusion: Glomerular but not inlerstitial 'l F ¢ 1 wiks decreased { o

Uy dose reduction, Meven ] ‘il g - TIMP-1 and MMP-2

sUgpes] a persistent incrense in the I|_|'".|'.|.-| of & ar madrx here, Meither

W Inters iF i expression fell 5 the addition of Rapa

F : 1 collagen 111 as w
Ollagen I mRNA ¢ AEION 51 ing that the addition of Rapa in this

¥ Te=UEt 10 an Accinmulntios X CoLLLEr malnx

L4 : i
A NOVEL METHOD FOR FUNCTIONAL ASSESSMENT OF THE MOMN-
HEART-BEATING DMONOR LUNG OFFERS IMPFROVED PRESERVATION

E. . Fleckmell, J.A. K . Dark, Depn =1 of Surgery
isovr, HL.EL O, P | driny, J. dark, Ly B

Medical Sehool, Neweostl

Aims, Lungs from non-heart-beating donors (NHBLDY) are a promising source of extra
L antation. However, poor post-transplant lung funetion i

fatal conseq ]
Reference to ne
ischasmic injury I Selaved ofF 1 on-function, v
pulmonary setti < O an ks
technique to assess i f n and degree | ;
injury suffered by non-hew ing donor lungs prior o retrieval

thods. Landrace cross Yorkshire Whilte pigs of approjimate wel
ssthietised pughout ond ulhanased without  regaining
esthetised  throughoat L e A .,,.,.,.-\Hm-.
- hypoxic death withou colling per il |'I..\!|I. left lungs L
ied with 100% ox jrt d for 20 mioutes with
depleied blood |.|\ left Jungs were subsequently I
times 8.Lh (NHBD1) and 9.1h (NHEBDZ). As with our cur
practice, Control OFEans (=) wene relrieve
et cardiac arrest by a0rtic cross-c clamping und x'-.-hl rncdific
solution fusion of the pulmor -
cold 1schesemic time of
15100 .\,'_|'||| r‘l TS0 35 i.-l.'".:"u &

Resulis: Assessment, After 15 minutes' asgess pulmonary vascular resistances
were sipnificantly lower h NHBDI a | han < =|.\.~ mean 8 (£.d. 4}
Wood |-:|'|-|,5.- ¥ ; 4y v 35 (17) '|_'-i'-:_'-.'li'.|'|-.. p=0006 III =11 xnatls i
Eroups, but after twa oy rs' ischaemia was significar ! contral
NHEDI 58 (8), NHBDZ 47 (5) p=0.0002 v control, p=0.02 v NHBD (1
Fransplantation, Over the |2-he fh NHBL
MHBD2 blood perfused s showed
pomirols, \IIH[‘.l PYR § 23611y M ]
(ANOVA) Differences in mean oxypenation bet
teant: NHBD 52 (3) kPa v NHBD2 58 (T) v control
good oxygenating function

Conclusions, The sl technigue allows functional

transplantation with I11"‘TLI\.-.|| func the NHBD ';I.: < . ||u‘ ot
Eurocollins perf fusion. Function remains acceptable with & '.'|i|!!l| £ .i«.II.I'I.I- period -..
ntial to delect poor pre-exishing lung mna W oecull

retrieval with

two hours, 1t also o the po
warm isch i
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[MFROVED RENAL PROTECTION AGAINST WARM ISCHAEMIA WITH
NEWLY DEVELOPED PRESERVATION 501 JLTIONS

Mr. N Atanad”, Mr. { Ahmad’, My, M. 5 At O D J Pt P A Lo

, 51 Famres v wiversity Hospita!, Leedy
raify of Leeds. UK

This experiment evaluates the protective e of o newly developed preservation
solutions in the prevention of warm ischaemic and reperfusion injury in a mi kidney
model. The new solutions were based uwpon PBS140, an accepted renal praservat
sodution. Glucose, potassium and various anti-oxidant agents. were sdded ]
sofutions, So 1 11 ad Jactobionate a2 an additiona) impermeant. Kesulls
compared with FBS 140 f

[k we Aesthetized b

) mgke ') An Intravenous infusion w I T
HECOs, 25 mmoll™) also containing ITMBq.I”" of "H inulin {for inulin clearance), Baoth
ureters were cannulated for serial uring collection. An cquilibration period of 1 hour was
allowed following s ch urine was collected from each kidney for ong
iour {control). The left kidney was then fushed with 0.5 ml of one of the soluti
(PES140, UW, solutions T and I1) kept at room temperature (23°C), A ¢ v wins th
applicd 1o the left renal pedicle, After 45 minutes the clamp was released (o
reperfusion and a right nephrec F was performed. Urine fow and composition f
the left kidney w observed } hours. The results are summarized below for one
hour post-ischaemin compared to pre-ischaemic contral,

[ Growps | Perisd Urlise Now rate Inulin clearamce | Urine oxmalaliny
| {plmin, | vy Wi | (uL.min™. 1005 body u::.l
PRS144 Pre-ischacmin
| fr
LW Pre-ischscmia
Lhe |
Sl 1 | "re-ischaniy |

5= 25 1024 2 04

| &r
Sel 1

Pre-isch

Significant improvement in inulin e and rine osmolality was observed with the
" mificant drop of inulin clearance noted in the 1™ hour

¢ proups, this was within 10% of pr-is nic conirol in the pew

sedutions (103% and 91% respectively). The new solutions I

in PBS140

rovided improved protection
of renal function against severe warm ischaemia inour model

Bale Now (plimin | B7.21E3.32 62,443,
(D kg ™'y

A NEW AND IMPROVED SOLUTION FOR LIVER PERFUSION AND
PRESERY ATLON.

Mr. J Almed’, Mr. M 5 Attia’, Mr. N Ak

1l lifetime. We
i‘-' : 1 d sucrose based solution with
: - " 1+ | 1
LS I0N 50 sed i nractice using our isolated perf
presery 1 and perfusion solutions used in clinical practic

rat liver model

MATERIALS & METHODS: All the experiments were carricd out L!1|J|.:|'.:- Huorme
ng to normal puidelines o
ulated, and liver :
Buffered Sucrase for Liver), UW (University of Wisconsin), £ I.'I_a|-'-| HTE
vplophan Ketoglutanie), or HL (Histdine | .Il.Ii'|".l.'.|J'.l..'| Tlllw...;'l I'I‘
and r.,-|.1_;-|l vein, After flush the hver o1 I'\."'_‘-.I.'\.I 1d stored i 60 ml
on solution at than 4°C for 24 howrs. The | )

5 mlimin and the following o

PBSL (n=18) | UW {n=12) | Celsior {1=6) | HTK (n=5} | HL (n=6)

: 1 A=1 an
s7e | BRAIEI T | A0 147 4% T1.22x].4

A1 | AR 06
0z Consumpt

'I [612¢10.24% | % | G6RI4B 10"

| 612£10.24* | * | _

.|'|'." 1+6.6% T _BoHG4*
. 33+70% | §R.3340.15%

325811

4,490,
reper fuson |_"'-i|| - |
MeantSEM ®p 5 {one way analysis of v

e teste tions in the
CONCLUSION: PBSL provided hetter e tested solu
isolated perfused rat liver model
quality preservation in chmeal use

| 1 provide better
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T B e : e
I'GF-fi1 codon 25 GC polymorphism is linked to rate of development of chronde
vascolar rejection in renal transplamt recipients,

Chronic rejection (CR) of renal allo
(ki |'||-.-||'L'I|'-'l." genciic markers of p
physic al | f
hypertension, ¢

modulating T

ble problem and th
A number of immune
HCL WdimE ection

Wil it @& prospecti
inked to suhs

the essociation of TGF-fil
ment of CWVR
VR (41} and
! same period but without clin
of chronic rejecti stiedied, TGF-RT genotyp e determined by PCR RFLP
! I er frequency of the

nd & significantly higher

nsplanted
splant

rs have

frequency of t whom 25 C allela {14.5% v 4.3
diagnosed with CVR, there is a
g to TGF-f1 ge
i

pectively, log rank ¢

anit ditforence in the o

i F , This effect is evident within the first vear post
II:LI]SPL;II-.:I.II-.'\-I: ar 5 NOE apparent w ith eodon 10 = (=289 2
Both TGE-I «

oo 10 and codon 25 genolypes
CVE. Interest

octated with the i
, the codon 25 GC genolvpe 15 alan }Iél'l;-

; Iy fEs
more rapid rate of develo

in the renal tra
sugpests &n important influence of TGF-R1 |
mechanisms of {throsis,

Ol . R
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Improving the quality of kidneys from NHBD, using Streptokinase: an animal

£, Lhark JI7,

Introducti
Warm isc

2 W oenzyme characteristics
of 56 ws). [1 is believed that intravascular thrombosis occurs after

iahle rate and this featre causes poor flow characteristics on

il e use of Strepto > in & porcine model of NHBD
ristic SUC PrescTvalion  porcine
mduced, on

5 age werg entered into the
study, A It i s curol W i wil jugular vein were
cannulsted, Following approx. 70 m B a time (WIT), intr
flizsh was ca out, by the perfi I
heparin {100 : I o} via carotid ¢
was vented through the internal jugular vein, After retrieval, the renal arte
kidmeys were cannulated & plac hee locally developed MP system. The kidney:
were machine-pes Hourly recordings {pressure, flow, temperature
were made & specimens of k i 2 14 T esti 1. Flow mles

W was fixed for b s ofz SSUTe WeTE noted

Beasulis

Mann Whitney U

p=10598

Resistance

GST/ 10
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DE-NOVO S0OLID ORGAN MALIGNANCY FOLLOWING RENAL
TRANSPLANTATION I8 ASSOCIATED WITH DONOR SPECIFIC
HYPORESPONSIVENESS AND [L-10,

KM .

! ) Briggs and *4.Mel. Mowat, "Renal Unit and
Depa

ary, Dumbarion Road, Glasgow. GI I 6NT:
Malignuncy is a well-recognised complication of lomg-term immunosuppress
following organ transplantation. The incide of malignancy is likely 1o increase in
years to come as older patients are being considered for transplantation and more |
IMMunosuppressive agents are being vsed, Here we test the hypothesis that }
whao develop malignancy following renal transplantation will show donor-specific
Iy poresponsivensess {DSH) and produce regulatory cytokines such as [L-10,

Lent

study of 44 cadaveric renal allografl r
5 wears, B of whom hove developed

OTRED
. The response of each recipient sgainst donor

cytes and third party cell was tested in mixed ymphocyte culture. A relative

Ty

response index of less than 20% was used w define DSH and reflacts the recipient’s
profiferative response to the donor compa d party stimulation. Analysis of Thi
(IL-2, IFN-¥) and Th2 {IL-4, IL-10) cytokines ¢ been analysed by ELISA and RT-
PCR

We have pdentified DSH in 54% (24/44) of patients studied overall, but 75%
patt

5

{68 of
ents with malignancy show DSH. All patients stedicd wers lor 1 graft
vors and the common feature is high IL-10 production. However, trast to
puticnis. without malighancy, the predominant cyiokine produced by patieniz with
malignanicy is [L-10 and the mean level produced s four-fold higher than any other
We have shown a significant positive comelation between  donor
isiveness and serum  creatinine, [L-2 and [FM-y prod n and negative
1 with IL~4 prodoction s with DSH, but do et have ma

¢ significantly

Donor=specific hyporesponsiveness is not exclusi

and therefore cannot be used on its own to tailos mmunosuppression.  Pa

table graft function and a low IL-2 and high IL-4 profile may be candid
reduction of fmmuncsuppression to prevent long-term complications

such
malignancy.
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A SMALL, BIFUNCTLONAL SYNTHETIC II_I!I. I-l]ljt .".\{_I'\-‘. 11{..11‘; fp.::‘:i
DELIVERY TO HEPATOCYTES YIA THE SERPIN-ENZYME COMPLE]

RECEPTOR

Miss 5 Patel, Dr X-H Zhaig, Dr L
Seiomoes, Instifute of Liver St
Thomas' Schood of Med

Receptor-targeted DNA vectors offe Gingleiis e
flserapy, especially in o transplant setting where non-immunogenicity of vectors 13 likely
1o be important

We have inves
serpin-enzyme compls | far. s b
peptides consist of an aming terminal chain of 16 lysmes For Lll'_"-l.‘lT
DMA, and the SECR-binding motif of human o2
VELI in i ade) rpeting, Too synthetic peptides desig
FVFLI in the one letter code) for targeling, Too s) .
gine anli-trypsin 1 (PATL) (K sFNEPFVFLI) e
SIPPEVEFNEPFVFLD were evaluaied for gene delivery to the HUHY hums
hepataeyte cancinoma cell lime
| 4]l marticles (F00-200nm) oS
dense } % [ |
Both PAT1 and FAT2 bind to and condense DNA into small it b i .
S only PAT2 is effective for pene

wigen the K16 chain and the

o g E VT,
shown by laser-scattering techniques. However

i esumably an account of the greater dis
delivery, presumably an accou i K10 shall e
I 71.-'|-:t|.r~I if. Gene delivery by PATZ/DNA complexes Moraquine dependent, can
4 ; AP | L CYVEFN [; i m il e
he blocked completely by f yd (CSIPPEVEFNKPFVELL), and is highty cffic
= 2 &

« gffective than lipofectamine)
[e.g. approx effective than lipc
! o R L Tt I T A veolos T
The PAT2 peptide represents a highly efficient and readily standardised DNA vec
hepatocytes, with potential for gene delivery (o the liver in transplantation
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DEVELOPMENT OF TECHNIQUES FOR IV FIVO GENF DELIVERY ToO

FHE LIVER USING A RECEPTOR-TARGETED NMON-YIRAL DN/ X i
sty ! DNA VECTOR

Uene delivery to the liver has many potential gl
Iransplantati An elusive first 3|_|.|-.|I~ |h_' el proent o
vivg gene delivery, Altho =

they have many

EFAITILIn G

We have developed g 1

: i an inegris
vector. It consists ir electrosta
the |5 C :
Ik s wemdr of AmeTican
this

exnben

1 & compr ve analysis of delivery to the isolated

peeriusi through a beinch of the portal vein or of the

Initial vector lecalisation studies demonstrated excellent penetsation

comploxes the hepatic lobule by efther portal 15 or bile
Hooarey e DN Adve lexes were 1
M) n delivered by the vascular route

DN A
duct route,
Iy lest from the liver (in less than 15

Chaantitas ] i
Juantita sing DMNA plasmids contair

ntielly smaller (as measured by laser scattering
lextrose as compared to phiosg ~I ate buff -.I-.|| salime (~&0nm '-;:."_‘;U..'\.
nssibly as a consequence of this, gene deliv oy
e =1 fold b than in PES. Dose-response \-I.-J.I.-\- with loc ||| and sysie
adminisiered chloroquine (to assist endocvtic es
been comp Timwe

=T

studies derm

psure o vectonDNA
complexes the bile duct is

L

Rapamycin has no effect on the progression of established allograft vasculopathy

in rats
(i) Murphy, GR Bleknel!

Difvislon af Transplant Surgery. Limiversity Lhepariment
Hospital

ims: Proeressive allografi ubapthy and organ fit
Aims: Progressive allograft vasculor L
an important cause of |afe organ transplant {
shown to have an cffect on this process. B
has bean shown to inhibit the LI-:-.-_I-:~|-m|:rl of de novo
| e the e f Rapamycin on &
imeal models

YCIO LS &

10 ATIRL

vasculopil] mains unchear, T
A5CN i

0N Demains
11 has been

IITHEACS AT

plasia and Hibrosis

aim of this study was 1o

| allografl + :|-.-.".||-.'-i:|:l'; 1y as well os 1o

-l on the cxpression of genes that control sxtracellular matrix tumover

mBMNA was extrocied

M0SIE 8 | penes w

veneTase chain

as

& i B T T i
Results: Betwesn cight and "'1 LL woecks untreated allografts

iR I
intimal thickening and cxpansive vascular remodelling

species importunt in extrac ._'I-ll.ll.'.l: mstrix remodelling listed
cxpressed as a rilio of the housc keeping Bem
Rapamycin
comméncenment
Imtimal Medial Ratio . 118 .16
MMP 2 P4+048 205 £1.18 223
:‘n‘::\..“l IJ '-' i .' T +1 _l_:_ 13 'rl
TIMF ; t

TIMP 2

Colli

Ll 0,16

dcan values . Deviation, P

higher in [2 -.1-'1.} group

Conclusion ¢ These data 1 .
yagculopathy and may mn fact ro-fibire i EXPIess

early allograft vasculopathy.

evels of

below, Values

# Wesck 12 Week L6 Wieeks (ontra

studied by mean

25 K18

5 of

ERpnessI0n

ire

R10H 100 & II|I." 2T

0 D4R

'n||'|
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UNSUSPECTED ACUTE REJIECTION [5 ASSOCIATED WITH
UPREGULATION OF TGF Bl mRENA EXPRESSION,

ie, M. By & i, WA,

rewics Welsh
reh Gironp, Department of Surgery, University of Wales £ llege

BACKGROUND

Whilst modern immunosy |1|- Casivie

clinical acute rejection

unaltered leading to 1l

rejection stimulating the throtic ¢

mcidence of elinical and subclinical acute reie

ted the frequency of
i has remained

x|-.“l'\-'l. 0 I' -u|u limica

atialyse TGFR mRMA expression in these I~.'n-:-~w- using i
PCR system . .

METHODS

Chinical neute rejection episodes were confirms

I mRNA expression in t

yeler (ldaho Technology) real-
SVEICT, i

RESULT
Al the time of analysis 46 patients had con plete follow-up to 12 months. Twenly thre
(505 d no acute rejection episodes, 13 3% were treated for acuie pej :

o) had subelinical rejeg
copies il BRNA with v e
Pathology Ba -1,-I|:||.'

expression is shown |

- [ 12 months
No Rejectian L6OL1.40 | 166+142 | 1. | 210:135
Clinical Rejection £0.98 | ' 2371

Subclinical Rejection
* pil05 Siwdents ¢ test: ne

CONCLUSIONS
W Tl TR - (|
We identified a high incidenc al rejeciion and demonstrated that TGF[H
5t in this group. The identification of TGERL upreg
: ¥ present a marker fo subse it of chronic grafi
nephropathy and WE i ol x

rulation in e Iy

L&%

THE GLOBAL PERSPECTIVE ON TRANSPLANT INFLAMMATION

ATTACK VERSUS DEFENCE, REPAIR AND REGENERATION

€5 Mewrris-5 " i '8 Smiti’, D
vt Linis b Dhey
trenis af Bi

Hosp

BACKGROLUND
Irvest won of the inflammmator ag. which characterises re
! side of the equatio

has traditionally concent { k
of defence, repair and reg

to defermine some a) ?ulx of I| e relative rol
anisms that counterbalance the injurious progess

METHODS
Plasma

levels were determined 1 40

rena receiving  caleincurin  inhibil

immunosuppression (evelo

RESULTS
sulis are summarised s medians, *
aths

Paramefer | g Buseline 3 months 6 months

|-|I'_

||-\.\.'

{=50% norm: 1]
in e UrRemic pa
with time whils

CONCLUSIONS )
Further studics are omgoir ¢ the relative influence of these FTIEE:
levelopiment of chronie graft hy

allow an opportunity

aclenium, transforming growtn fac

ilise:

of heta
primary
or-hased

w08 Students 1 test: Bazeline versus

12 momnths

inisms on
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A COMPARISON OF DENDRITIC CELLS MI( ‘RATED FROM HUMAN
LIVER AND SKIN

Labararories’ and [ bepyiars

n, Llniversity of Rir

There is evidence of orgin spec
vitig liver transplantz and it has b
arole. Weh eveloped a novel
[ isolation described by in which thin pieces of
king supplement, allowing DCs ta
Eradicit ¢entri 1. A similar method
1 M5 5o that they could be compared. The cells wern
ceTTsed T i -.'il-.'l|'|::\.lr_'. , flow cyvtometry and their :|"-|||13-, B slurmag
¢l blood lvmp s tested ma mixed ction. The functi
compared by ELISA measurement of 11 and 20 cultures,
In culture liver DCs had short proc lly & veloped typi
rther culture.  Cells from nporm » focyte like and exp
CDIle, CDllc but pot o , BS W s HLA-DR and co-st
ire cells developed & distinetive morpholo 081 EXPress
COTIb and CD14 but increased CDE3 and CD%6,  Cells derive i disease
comtained a subsel with a more muture morp b expressed CDOR intracellulad;

sed similar myeloid DC markers, bul a ma ity of cells were CDia

and 5100 +ve, The ef s were able to activat T cells e emitly
Chemokine receptor expression was consistent with DCs leaving tissue CCRT am
CXCR4 with low CCRS expreszion, Pure liver DCs produc 10 {414pgim
st skin DCs do not, DCs from dizseased | I B IMCTEARE k
-143). None of the DCs produ I in the con
In conclusion, DCs of intermediate mtur ty can be isolated from human liver witl

linimum manipulation. The s . i of cell type

maturity to sk ] i same method, although CDla iz not CH|

n, as expecied, offic

herest that liver DCs produce IL-10 o eyiokine

olerance

Clinical Pos

L+ 3
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MEI OF POTENTIAL RENAL DONORS - MR A, MBY AND MRU

INDIVIDUAL VERSUS GROUF PSYCHOTHERAPY: ADDRESSING
EMOTIONAL PROBLEMS AMONGST TRANSPLANT PATIENTS

ey e v, Western
Purpose: T : feusibilit
pose: T ibility of performing

i y resinance
{MEA), vem 1% (MEV ) and urography (MRLT) as ¢

¢ gexarmination ential . 1 W develop em

Ul donors and to evaluate the dingnostic sccaracy of MRE]
1 dingmastic accuracy compired v : e Y0008
dings i wroblems. These 1ssues are more s R L i RRCEINT s oy

related [0 comp
Method: Fo
array coil
Fenal :

were di i using m v 5 i therapy in recipients of kid

evaluated with a 1T Siemens MR

1ed during breathold with n

Results:
was perfy

Methodology: | metts of cadaver kidney m were randomised
¢ % 1 h e, T P .
suter generated numbers to ensure even gender and apge distribution] o
12 v auree. of Svetens A up o fal

wusihle in 29 of the 42 p
) the mght in [0

ed double

i)

E X BT
paychothe .I g

A s Iy

case, resulting in donor exclusic

nent with regard to the number of |

1 [ al surgery, MRY

1N and extra=-rensl veins in all cases Results: Te 54 putignt

. I i - 34 e i o
Conclusion: MRT has the po of becoming the primary technique in the b i i

o A s B
hal renal ¢ ales. Al .|il |
¢ B seore vers

el pre-t plant v
the treatment wis determined by patieni-speciiic
onset of renal faslure, pre-
o p . ¢ : o b \ e oo
CLINICAL morhid person: traits, { 1t payehothi : 1oy !
status. In both groups, patients emedialysis for 3 or m ears scored
i BDI relatin feelir failure and low self-esteem. Caaniu
i B and resulted in the maxumnom

Conclusion: The focus of psyehod Y 15 Cin upon o “returd 16 nonmal .
1ol : ™ he p i 1 1 Lo mo M rove
i TRCLIGCE ON EreIng

¢ traits
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PROMOTING ORGAN DONATION AMONGST ASI ANS: A PURLIC
INITIATIVE

1, Uimiversiy D ment of Surgery, Wesiomn

Ioteeduction: The demand for kidney 1
availability. This problem is particuls gsi the Asian |
fellow Asians with whom Ihu,'-:.' AT | ?
The effects of nationwide initiz

ublic forum amon
determine attitudes towards o
generating future re
Methodology: Dur ng the forum, respode
seli~rati f-administered, pre-piloled o
hand to assa th the fillin

: fornem. Mimety-ry
miirezs were distnbuted and o were refurmne
were analysed m oage bands (20-60 vrs) All

=5

areness and were in favour of ¢

| : tion and kidney iransplantation, partic
when a family member wias mvolve W RN
cards. Ther: was a more inhibite o
upwanls) attnbuted 10 concems
trans end posl-iransplant convs _;- SoETil
hedwi l eligious belie

15 particulurly evident in vounger Muslims |

idered well placed 1o promote hese iss

Irgan Donor Hegister. Yo

prs

Conclugions; The majority of fonor cords, o
aware amnd in fay This nttitu

weell fi A, FHLTR ROl P et s
well for Asians awaiting kidney transplanis. denatio
hen a Tamily meniber o wel ia il . ; i .
when a family memiber is invalved suggests that there wotential for live donitic
Inde these findings s al Asians remiin pa

P " i
connected to this isswe. N tion of religtons leaders as
Mo

> dmusie, arl, dance and literato
may |
h . .

bage of Asian life and have been t
women who describe sl vis a

the primary family social networks to fi Ie suc i

unised resource, We are extending our stu ¥ ol i in the |.. K

However, thoss

across the UK far ootweighs

fully compleled. The

micgrators' as well as

N | i 1 8 i 1
- i this problem uppears thal men occapy the socio-cconomic power

Clh

METHODS OF CLASSIFYING THE PRIMARY INDICATION FOR LIVER
TRANSPLANTATION: IMPLICATIONS FOR ESTIMATING FATIENT AN
GRAFT SURVIVAL IN THE UK.

Wir 5 F vekoon', Miss L Cog
e Uln iRl
e I:|I ¥ s o |l'.-| i f i L LI II. .|r|':.|_|'.'.'l. ..:I

&t James " Universiny Hosg

Introduciion: Many liver transplant recipients have 2 or more indications for surgery
We examined to what extent disea: i gralt survival depends on the
nethod of classifying the prima
Methods: examined |

scluli {15 years and abe

grafl recipients be
the UK & Ireland. Initially, we identified the primary i

| antation by
taking ibe first of 3 posgible diag eded, :-:wlu.h:u.-qu-_-m b
:I:\.' exclusive diagnostic
enl 8 Prcdy
5 SUPC-U nil o 5 |} acuie i
had cancer T led mnoany of the dia

were considered to b biliary ¢ancer, Subscquently
with o diagnosis of (3] melabolic disease were placed imio the next
process was repeated for all patients who had 8 roce
disease. and of {5} cirrhosis. After theae S steps, the remaini
(6 other nen-gcute indi
Results: The method of 1de
numbers and survival estmates, except |

By considering onky the fiest of the

with hepato-b
confidence inlerval @

survival estimate of )

By considering all 3 possible dia

o ysie i
survival catimate o
survival estimate of 425

identified 83 hawving  been

Conclusfon: We foum
splanied for hepato-b
wd that the

: diagnoses was all LR
for long=term patent amnd g raft survival were conside
identify patients with cancer by taking only the first rec
|::|pl|\--='ll.:n one should take the method entifying the primar

tra niation count when interpreting  disease-specil
estimates for patient and graft survival
CLINICAL
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I".Rl}.‘l.iu'l IMG NON-HEART-BEATING-DONORS (NHBIDS) FOR RENAIL
IRANSPLANTATION - DEVELOPMENT OF RELIABLE VIABILITY 1

tenfowm, § M e, M. (rerm
rimeni aof Rena

St George s Howp,

Objective: The use of Non-Hesrt- Beating-Donors for renal transplaniation ha been
) e lost decade, After the eplance of brain death criteria in 1072,

enerally replaced by controlled Heart Beating Donors. The

han the HBD p
i ed with
AU Wik subs ¢ #laried in St
strict criteria for dor U recipic
FPatients and Methods arch 1995 and M
v | 1l accord o the Maastrich cle
[, Only donors under o e of 55 wers ¢o
| and

I s&lecimon
2008, 34 kidneys from NI

refrieved ¢

uncontralled don

Iy were included, Places of relrieval were: Int

: ISIve Care wmits, St
rge s Accident & Emerg

nd several hospices. Warm iscl

wy Ul donors were crash - et
morl cut down for conmulation with
perfusion with Marshals soly wis weed

i n
i 1l demors, € were atored on ice and cold sch

tic times did no
excoed 24 hr
Resalis: 27 oul of 34 transplan

G} A0 = ¥
4% ] started functioning within 4 we
successiul, with recip

L and were
cian fi ¥ oup af 40
none of the ing st The Delayed G
IC Wis 2
3 r functioned) was 7/34
Conclusions: NHBDs are & valuable source of kidnevs @ :an exiend the donor poo
I 40%. Donor selection criteria and good surg| trieval fix UEs
i WHBD= ([
wr to transplaniation and PNF
me of NHBD p
N ARRCERMI -

15 for transpls 1 and thus o

:I_l' |'|~| F
| we recently siared shine Perfusion (MP) of NHEBD kidnevs

1 ele a3 Rt g1 ta § x
donors v transplanted afi I'wo patients are dis

serum Creatinine  concentmti

he follow - up of the odler 2 patients

Cl
[HE LIVER FAST TRACK SCHEME TN THE UKk

Mes £ M Seerey,

s UK Transpl
aperates i Fast Track Scheme {FTS) for oftering |
splant in thie LK simultans In icedd or
smber 1997, the scheme was su uly revised on 11 Chtol 0 o omly offer
domated livers with a cold ischaemic fime exceeding 4 hours. The
weriE) 10 S e ARGCRE
to COENpan i gl track orpans with

OrEns,

Metlods: The number of livers apec] and ] 5 | for offer
1 Mover 1 io 30 June wiore collated
r or recipient reasems,  Three month K
rvival rates were o for first routine ¢ ;
altine from fast tracked and non fast tracked or
[reland
Results: 169 whole livers and lobes have been offered thr y the UK scheme. 67
transplants I Thiz represents
ats in the UK during this p 1. A furthe
¢ placed overseas nireduction of the rule rey i
number of ransplants per month using fast tracked ofg:
53184 of livers were offered lor recipient Feasons 5

ent unfit’. 47

e

he 3 month graft : .
over the same period was the same as | 3 rack OTIANS
compared with 94% (95% CL 87-100%), Loy rank test p-v

Conclusion: ; .
the UK that may tod have been possible of the offe

I wtres, Y ] of 1h aplants
b simultaneously offering the orguns (o centres With 5

? ? Pl i ki santh orafl survi r fusi track
organs fasl tracked for recipient reasons and h rmonin grad

= Fo el 1 s i e e i p A
oreans being comparable with that for ton fast Irack orgims, he scheme

to be placing poor organs
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I'HE DECREASE IN ORGAN DONATION IN GREAT BRITAIN

Mrs F M Seeney’, Dr J D Srigee’. "UK Tran i, Bristol, UK, * Western Iny
Crlaspow, LK

Background: Each veir since 1990 the number of solid o

has decreased as has deaths in the population. The donation rate i

donors i ation 1o deaths from rosd traffi cidents g

hig time :“.'l'i\.}:'.. [he aim of this stedy

uclion in ation in the hope that this can lead 1o imiti
increase donat

Methods:
which tim
1 ir of donation and the type of
it Databaze,  For the same period the office for National Statislics provi
| cauges of death for the general pop

Results: The number of solid organ donors decreased by LB fiom B96 in 19940 1o 732

n 1998, There was a reduction both in toad iraffic accident {RTA) deaths and in the
number of donors when expressed as a fraction of BTA deaths RTA deaths e
4821 in 1991 to 3484 in 1998 while the our of donors per thews:

during the same time period from 40.7 to 30,1, In 1990 or i donors resulting  fr

E
RTA deaths sccounted for 27% of the total and this fell to 14%; by 1998

number of domors resulting from cerchrovaseular accident (CVA} deaths
from 446 in 1990 1o 547 in 1995 and su quently fell o 476 in IU'LI*- The tota
number ths due to CVAS decreased between 3% and 6% o cear from 199

19592 and between 1% and 3% each r from 1995 onwards, Throughout the ear
mid 1990z the donation rate amar

ing from CWAs mercased bl from 1
onwards the rate fell. In 1990 there were 59.9 solid orean donors per 10,000
| re rose to 809 in 1995 and had fallen o 74.1 1 v 1998, In 1990 5
n donors died from CVAS while this figure increased to 65% in 1905
mained constunt ther Er

Conclusion: ”I]:\ analysis emphs ¢ meduction in

E
numk urimg i L those dyimg both from RTAs and CVAs.

WS In i and CVA deaths which o

1990 to 1998, organ donor numbers, this reduction in death r
clearly o hi couraging trend with re to the

general population.  However,
there was reclcdio ran domors w

expressed as a pere ge of de ||I|
This ieidl throughout ihe d of analysis for RTA deg I:|| m 19% ¢

saths. The reduction in organ donor numbsers from (h
|'-I- therefore been due in part to the reduced death rates but also w g chinge in |I_
management of RTA and CVA patients following their admission to hospital.

Wil CHUSES O

ter further investigate the

l = - " Ty e
I:‘H.'I;'l,!ll;_'l ING A PATIENT®S WAITING TIME TO HEART TRANSPLANT IN

THE UKk

Mrs F M See

on bekalf of

Background: F 5 accepled for heart transplantation face an uncertiin wail
Konowled e g expected waiting time for each can i i
clinicians to dis management, This study aimed to: identifs

+cific waiting time:

Methods: Data o 5 adult paticnts, i'l:\.':'.rl._lT.II'-.\l" anl i ne

centres duri HiT were analysed :-";: UK patien ]
|.T.l.r.:~|1 atahast vl deaths on the :
igt and transplants are also notified 1o the NTxD. A muliple

Vil ¢ survival model was used 1o« he predictive ¢ of: patienl s¢x, age

listing, blood growp, weight, height r:-E ary sis. C status at I

|||'-‘-|.._-'. ous |1|_:||I ransplants rec a I it on the active v

The analysis was siratified by ¢

as f\.;l_||:'-|-'|:'| ealimates. Soft

a transplant witl

additionnl 247 registrations wers used

Resulis: The following foctors were identified as influentia
y disense and the current time spenl of
; «nts with blood group A or AB do nol wai I :
Y o " A opathy wWall 1onger
blooad gro |_|'| I"I pit lienta . - 3 i
. ) 1 r i weight and
than those with congenil g o st
who have been liste I i 5 i 1 lighte
|1;||i._'~|'|',-; but heavier patients who have

lighter counterparts.

12 months,

developed which predicts
months afier listing,.




CIE THE INCIDENCE OF ANAEMIA AND ITS RELATIONSHIP TO (] N
RENAL ALLOGRAFT RECIPIENTS, i

N l||'|-..'l" - H
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KON-IMMUNE ACUTE GRAFT INJURY AFTER LUNG

TRANSPLANTATION AND THE RISK OF SUBSEQUENT BRONCHIQLITIS
OBLITERANS SYNDROM
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SHOULD OBESE PATIENTS BE OFFERED KIDNEY FRANSPLANTS?

Introduction: Obesity is an ind

s influence on the owilcome of renal in nsplantation is not clear, Some ||;||:-,L11|:|-| Uhii=

have a policy of
15 <30 kgpm® bu
Alm: To
Al transplantation
Method: The owtcor

ution between 1994-]
Wika'm?,
Besulis: Seventy-ning IESE §
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Conclusions: Pre-operative
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ANALYSIS OF RENAL REGRAFT SURVIVAL: IS MORE
IMBMUNOSUPPRESSION REQUIRED?

an’, S Ty far amd O Ke

, Ly s ||.'|.'.‘||“l'l"|'|I Lo

Traditionally re
IITAETY -

in regraft recipicnis. Whethes

5 o be determingd,

or Hu._" -'v\.,'l,l wend {i=ts, ¢ v ) TCT Ii:I E :|'.E.I VErlc
ingle center in the period T990-98. All d coipient pits
ric cross match prior (ot T fi reciy
ment {CyAdhes

received mple immunosu
1 survival, cres

seeived induction antibody. Patient
vere compared. Donor ¢haractenstics smatching

Hiesults

comparable survival seen is in cont survival m the cohort
lamied 1984-88, prier to the m etric cross matching (69
£

SR e S
yr survival, | rvival was simi

i A high

qC Outoame,

still possible q
r survival comparcd 1o

peak panel re
a PRA =<T(N% (36

: immunological loss of the first
t survival, P=(.1).

{<lyr) also pre .
; the regrait

B ome [51% 6% ST reg

This is despite mitching characteristics in
recipients (see

ipients who, despite more iniensive
» majority, however, have a simlar

ihle to rule out tmenk

this group




C44

Y OF ' RE DO PRODUCTS OF ALTERNATIVELY SPLICED VARIANTS OF IL-2 mRNA
QUALITY OF LIFE IN RENAL TRANSPLANT PATIENTS W ITH REPRESENT THE ENDOGENOUS 112 RECEPTOR BLOCKER? A NEW AVENUE
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COMPARISON OF NORMOTHERMIC PERFUSION TO COI AYETORAGE IN

LIVER PRESERVATION

Imber,
g _|"

liver preservation 1 cold st

injury with further injury upg
at body temperature, the liv

.|'|L.|.Il. e, 1his

isch:

functior

I\il.ll (CR R Epil \I'l ombatics.

Methods: Porcine livers were preserved in ¢
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proups were subsequently tested or
Perfusate samples, flow dynamics,
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bile), meta X (galactose eli
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RECOVERY OF NON-HEART BEATING DONOR LIVERS UTILISING
NORMOTHERMIC MACHINE PRESERVATION

=, St Peter 8.1, Lopez de Ce rheitia d., Pigot D i wies T

inclusion of non-heart beating dosor (NHBIY) livers in current
iz not possible as no method of viability assess
ring prescrvation is achievable using standand
: RAMEUINOUS :TI-\.-\.IH
injury amn
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ischas im the donor, were patied and preserved either in cold (4°C) UW solution
or perfused with whole blood on an extracorporeal eircuit for II:
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€33 56 AN ECONOMIC COMPARISON OF TACROLIMUS AND CYCLOSPORIN
A NOVEL MARKER OF ISCHAEMIA/REPERFUSION INJURY AND A MICROEMULSION IN KIDNEY TRANSPLANTATION
MECHANISM FOR VIABILITY ASSESSMENT IN LIVER
TRANSPLANTATION: f-GALACTOSIDASE
Ilul.hnrruul.cl An exlensive ( regarding medical resource utilisation ha:

ghout a |1"'|-;|||,'._'=|u' randomised study 10y [

the clinical outcomes amd

arafl &) therapy with

collected thro AtinE
The

nied between  1996- 194949
’ mized o receive el RIS
Iysosonses, which are rels in IJI_. ...| cyclosporin microcmulsion (CYA) {starting
galactosidase, has bees "1|.-|'|-.;--"(I 85 4 marker of ischaemiv'reperfusion ||-J|_,|--, in ali s . | steroids, The end
liver, as kuplTer cell activation represents a primary event in INurous |'|_'|'|-|_‘r" S +f dlat .-.\__.||.\_-|_'I|.'||'| were death with a functs
cascade, This is compared 1o more frad markers of global liver dama / i __“.-.:.n._l fior the survivors - the

v E'.'J:. ion paticnts received azathioprine an
b "l|1 m dialysis I'

porcing model of liver preservationreperfusion injury, and correlated with markers of
IEVET [UnChion, to easess its pobential role as a |1'-|rk-.| liver viability during machine
perfusion i -
1) r owas hi on an

{ tests and addition
rside the associated clinical oulcome measures |
Sensttivily

Muethods "'ln"|h.' Livers were harvested and exposed to 24 hours of cold UW slorage or
the sz ne period of normothermic machine perfusion. Both groups « wese were
il |;_.'Ill B ate s 1, and perfisaie ipled survival, il survival,
0 assess levels of G- e | . R ; ;
o EVERES O L-Tal (L 5 = | nedry' b § 5 il Al T et of cost varabions o
markers of liver injury and function. T l
Results: The medion follow-up
G | gl e ’ . in the TAC group and 10
Resalts: A x|..l|'|'! rise in g sidase was seen on reperfusion of cold 1 1 -.| ¥ -PU |imir o
e il e e ¢ P Af 055 |CXU L
livers (1o a maximum of 3 i) soede rise in trensaminases and GGT "AC group and 384 d
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lZII':I‘I.I.FI.F.?I-.t.F.‘i'I' ACTIVATION FOLLOWING RENAL TRANSPLANTA TTON:
I5 DEPOSITION OF C4D ATTRIBUTABLE TO RECIPIENT ANTIBODIES OR
ISCHAEMIA/REPERFUSION INJURY?

DN Koo, KFf Welsh, I Cerumds

o :'R._l' £l

complement cascade by early
- contnbutes to il :
In transpl: [ livation iz tho
o clissical pathway but there is mounting evide
ischaemia‘reperfusion injury may also be fnvolved. The aim of
1 of complement pratein C4d in the renal vasculature wa:
vy antibody-mediuted oy
] Biopsies were obtained hoth before transplantation and afier reg on from
living related domor (LRDY;, n=19} and cadaveric (n=55) renal allografis. Crvgsection
were stained with an anti-human Cd4d m bane i i ;.. ndire:
immunoperoxidase lechnigue and stainin " the les, glomverular and interabalor
capillaries graded semi-quantitative
respect 10 comprehensive mntibody screening and crossma
analysis, cold ischaemia time, graft function and reiection
Our results demonstrated that in i ] i A
present o the glomerular capilladies (7711), w erate, O¢ nal ing
nferty r capil ires and venules before transy ion, Similarly, C4d firesen
tation in the glomeruli of 30/55 aver dopor kidonevs. Following
i alts demonstrated an increase in Cdd
deposition in the nlernt r aries fi ving reperfusion, In contrast, an incre
in C4d deposition wes detected in the interfubular capillaries (17755 pk0E) 3
venules (7755) of cadaver renal illog but not 1 the merill. Cad o i

oF crossmnieh results, Moreover, the deposit

repet |..I." n did mot correlate with cold ischaemia time, ved graft fi 1 nOr acle
rejection episodes.

A .”Il.' resL : =5l that C4d deposit in ithe capillaries
fallowing reperfis af r i afts is not activated by the ||.-||I-...,|x.
mediated classical ] ) A est I part, by i ¥ EVenis
associated with ischaemiafreperfusion mjury, Furthermore, the presence of Cdd in
transplant biopsics must be inferpreted cautiously because of the high levels detected in
noemal kidneys

CaR
Which is the better method for control of post-renal transplantation (RTx)
hyperparathyroidisim (HPT) - total or subtotal parathy reidectomy (FTX)?

BT Oweri *, GO §

muon but can b : 15 consequences both for the

rgical PTX procedure to perform is controversial for

Simce 1967, 1780 patients have undergone RTx at this

fisl low-up. In this period 21 RTx pati rve uncder
I4 wial PTXs — with signif
al PTX and 5 effective | ¢r removal of
uhbtotal PTX), we ¢ 12 (delibeeate) sub
z redo PTX for ]
i, and one afer Tx
years (range 19 10 77 years), with 5 meen and

jous & I
recurrent HE

tollow-ug manths (¢
nls

present day, Only one patient died {four
mplications

functionil allografts. There were
Vitamin [ therapy was necded |
m 1l 12 {92%) of
« anbtotal-PTX {p ¥ 5 by Chi Tedr  One peal
RTx required exeision of the remn

s three years later {1 £ 12 or U5 TECUTT

E i Lo 53 o
Biochemistry ¢ e laiest follow-up is tabulated:

[Calcium [ Mmoll | Paticnts [1PTH [ Mmoln | Patients
LOW Y 1 LOW 112411 total-FT
[ MORMAL
HIGH ¥ 1 HIGH

[ NORMAL

ilts show that long-term post-PTX |
s of patients (and i

iyroddiam) was present

Drur
vitamin-I dependency was present in
lotal-FTX). Lt
u|'|::, ients, nearly
Total-FTX is the definitive procedure for HPT ({ie no recurre

rgerm vitamin-Dr dependency.
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ALLOCATION OF KIDNEYS BY A BLOOD GROLUP COMPA INBLE RATHER
THAN IDENTICAL SYSTEM - IMPROVEMENT IN EQUITY OF ACCESS
AND HLA MATCHING

D R H

HWearwic

Each patient on the ir

kidney offer, in & manner that alsp
val. The current system of organ

milching, but we believe it could be al

recipients

g term- transplont
survival by HLA
Ceess lor podential

Our recipient wi I i of people of blood g
v of & because of their hlood groups
I ing exercise using all the recipients on our current list, matching
them to ¢ i tonor organs iransplanted in our centre. Ki .
according to loc: r, namely, a hierarchy of HLA DR matchis
and atching tics, scoring based on waiting time, age match a
matchability. Matching was performe £

! ating kidneys on a blood group identica
non @ blood group compatible basis (except that g oup O kidneys

EToRip A recipients )

group B (1E%), 10 group AR Th

group B, 4 group AB. The mean chance of & kidneyv offer o
I=I!".|I.'|||'=!_'|'_"\.|:'||_"':-\.|_'u.:|-\.'.

| i.ir-.u].\ L1 A -____.l-l_lll'lz'\' 7] | {:‘I'\..II.'JF-.'\:E
0.8 A5 .24 04

0.61 | ; [ o1
Compatible

In the blood group compatit
were reallecated, 11 on the basis i 1 , 54 matches
i I nsing io 64 by the group
Tier to an Asian recipient rose m 0,39 4o (158,
conclude thal this mods xercise show that allocating I
blood group compatible system could donor-recipi
'|'II'.§. and also improve equity of access o tra
groups B and AB. We have changed our local alloce

cm
GEOGRAPHICAL VARIATION IN SKIN CANCER RISK POST-
TRANSPLANTATION: A MATCHED COHORT COMPARISON BETWEEN A

TEMPERATE AND SUB-TROPICAL CLIMA

lusiralia.

skin cancer (MMSC) is an important complication of solid organ
praphical prevalence i Registry
cd a prospective sequential matched colwort she erming the
actual difference in prevalence of NMSC betwee
Cancasian renal transplant population,
interviewed and examined by a sin :
July 20 Omiy histolo y-proven

recip were matched by pender

Zing a
lardised pro-forma between May 1997 4
NMSC was included. 139 paims of C
(63,3% male), age at transplaniation (mean 41.3 at onc centre in the UK (UK} and 41.1
n Queenstand (QLDY: mean difference O ears) and mean folbow-up (8.5 (UK) and
8.4 (QLD) years: mean difference 0.09 years), Statistical analysis was perf
o v Prevalence of NMSC in UK versus QLD was 17.
: odddds matio (OR) = 12). NMSC prevalence (LUK
QLI rose
G0% at 5-10 years
sguamous cell carcinoma =
(QLD); p=0.001:0R=11: bas: CATCIOMmA
CrE=200, of patients with actini
warts {pe=(. (02, OR=3 increased in the Australian cobort, The distribution
of .-k'|1-|:- pes, eye and hair colours were not significantly different
sier vartation i the prevalence of MMSO post-transplantation between a
ypical elimate than has previowsly been recognised from Regisiry
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PAEDIATRIC RENAL TRANSPLANTATION IN NOTTINGHAM PRE-EMPTIVE KIDNEY TRANSPLANTATION — THE BETTER OPTION

EXPERIENCE FROM THE FIRST HUNDRED IN YOUNG CHILDREN
MEC 1, ) J by | & N an, KP Graerz, KM R ! : 1, JHC Everns, M

E,
Hospital, N reen =h a, Nottinghan Transplant

ton {PETS) ini paed ¢ patienis remains
We analysed the results of sen Dictobe controversial. Some units have cts om grafl survival,
1985 and Jume 20 he | v of th it while others have found a worse outcome compared to post-dialysis
yeara ot age or 10 iranspl iom {PDTs). Th reports our refrospective analysis of the
The mean a time of 1; n was 104 vears + 4:52d G results of PET compared with PDTs in Neo F
disease and posterior urethr &5 * Col =i Tr v caise of 13 primary PETs and 67 primary PLY ween |9RS
renal tmlure (13% each). 33 patients received a pre ermpliv i The two groups were then split based on age
hacmodialysis and 48 peritoneal dial v. The n less than 10 | ol | a b
onths + 10.8s.d. with patien ? ng & Mean o i ' {1 r test was used 1o test |
| rroups. A p-value of less th

ore transplantation.  23%;
eric donor kKidneys (CADs) and 17% received kidneve from :
I donors {LRDs). Immunosuppressive regime consisted af Cy I } i PDTswas 11.5 + 3.64 vears and 9.8 + 4.5 years,
sthioprine up until 997 i R . 12 PETs (36%) and 33 PDTs (49.3%:) were less than 10 years old a1
TRl R oduced in our protocol over the Tag : L ransplantation. Mo cant difference was found betweer MOLEPS
randomised trials). Graft survival 5 rmed by the Kanlkan o pand to immunosuppressive regimens uged or the propartion o

and the log rank tesi $|-u_'-_|_'|'|'_:'|:"'_-. rank comelation coefficient (rho nts.
10 @55e55 asRsocia i between varizbles, A pevalue of <005 wi val for all PET

taken to be loant, 3 ; was 71.4% and 68 8%
After a mean
H6%.  The
TEEpECLive 5 00 8i i ! mval # 63, | %0 respec 'L Imc B rvival of
CAD and LRI transplants at [ year (31% vs, 93%), RI anitl old at 1 and § vears was nol difT from PDTs (T8.8%
better at 5 years (CAD 63% vs. LRD 93%, p< (1.05) ] ] vi. 74,5%, respectively).
cmpiive transplant recipients VEATS { wis i ritlis bais : Crur results suggest that pre-emptive paediatric kidney 1r:

P at 1 and 5 years (92% and 92%, p<0.08, respoctively) performed in children below the age of 10 years. In this

oisEEE [Lf rruft

nest causes of graft failure, Thrombosis was |||||r:_: evident in the firs ative transplantation d | offe anificant survival ads
wsplants (0=} treated between 1985 and 1935 com 5y for the ¢ t 1 year and they in fact do significantly worse than th
ion wis dlialysis transplant counterparts at 3 yes

splints (n=4) between angd 20HKD
L transplant {Spearman’s rho 0,326,

1on episodes |
mt between | and & months
Itz are broadly consistent with these reported from other centres with a
provement in early graft survival in the last 5 years. The re
thrombosis has been & cumulative learning mecluding
] vors and those with multipl riex and the rou
use of Aspirin. The highly significant association between & fial
age o the cne b




ATION IN THE SETTING OF LOW DOSE STEROID
IMMUNOSUPRESSION

. Gunsaw, J Buckelc 0 Mo [N R o

F I'|'_'_'|'||:|Ii|'|'f_'|_ Lrings _|r_||| T,

INTRODUCTION: Gastrointestinal bleeding (GIB) following orthotopic Ti
transplantation (OLT) has ¢ srted incidence of 2.3 - B.9% in series which use
conventional steroid regimen for immunosupression. In cases where the hilary

1 wias performed with a Roux-en-Y loop an ingid .

¢ of B as high as
i

demce and clinkcal presentation of GIB

mmen of low dose sieroids,

METHODS: hnalysts of prospectively collected information on all 1143
putients (1251 OLT) who undersent OLT ai our institution between

Jan 19940 and O
2000, G1B- was character I

as clinically apparent acute blood loss Fro
gastromtestinal tract requiring blood transfusion. All pat

GIB was observed in 42 patients (ir nce 3.7%) with a media
=sendation fillowing OLT « days (range 2 . In 26 patients
2 Imanihs

hepatic artery psewdoanneuryam i Roax losop, Tn §
ot be '\i’!\;l.'l|'l.-i.':. All |'l:ili;.':'|‘::- WEre resuscrtaied v
units of blood (range 2-45) was

ts {1 ) the caus
nous fluwd and a media
a5 performed in 38(90%)
sl i 5 )
Y Was reguined 1% and 18443
The 30 y following GIB wi
2% respectively

patients. Endoscopic therapeutic intery

ALLETLS Were

d one-year

¢ low overall incidence
1 g the fimt 3 postoperative
ith a high rate of death and graft failure emphasising the

imporiance of optimised prevention and ear ctection
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Rapam and reduced dose Cyclosporin produce clffective immunasuppression
for Denovo renal transplant recipients.

Mr M 8 Metcalfe, Miss B Kinther, Pr

i Survery, Leicester Gener af Hl--.l'-'

Introduction:
thus atte afre wiy' (0 linmt Cy A exposure m renal transp

Jr=nephrotoxi druzg with -,.xru.'l_.-_i-ll-_- MMURGSURTESSEYE PROPErTics
combined with CyvA, The aim of this st was to determing the safoly and

nen compared 1o convenlional full dose Cyd

recipien

with Has

rough levels 10 ng/mal at 1 mo Reducs
adjusted to o n trough levels at 150-200 ng/ml and 3-15
|-_;|u-.:'.i-.-.-.3. [t was ans | on an intention i
Resulis: Patient ¢ HLA musmi
pach group. Ong patient ing full dose
survival was 14415 (932, 11/15 (73.3%) end |4
Acule rejection ogourred im 415 {2
full dose FES06 patients. Delaye
taking Rapa, After 3 months fallow-up, i :
3 (507 ve 141 (61) pmolL mean (+sd) estimated GFRE was
7) vs B3 (33.2) vi 6d.3 |
hypertnglyceridacmia thal W,
.91 (0.85) mmoll, p=k0l) ere no it coh N
exfernl hetween groups bul 7713 Ra s W 1on |||"'\r|.l. i.l. oA e
n the full dose CyA and

inhibitors over this period compared to 71 i

FES06 groups (p=<0.05), Rapa did not cause clmically relevant h iematolog
abnommalities. i -
Concluston: The use of & combination of Rapa and reduced dose CyA if denove remsal
= yielding results comparable to conventional
ugh  hyperfipideemia was n
ants were taking lipid-lowenng med
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BASILIXIMARB FOR GVHD AFTER LIVER TRANSPLANTATICN?

5 Sudhindran., M Shrotri, M Nirkovi i ;
Ja i, L Deiriviere, JA Bradigy. P Gibbs, Addenbrooke 's Hospiral,
CR2 200

Uraft-versus-host-disease (GVHD) afler liver transplantation (OLT) is a rare but wall
decumented  complication. reatmenl wsually consisis of ementing  standarg
mmunosuppression with ATG or OKT3, but in most the disease progresses w

, sepsis, and maulti-ogan failure, resulting in moriality rates over BO%
I iy patienis in our with lished GVHD after OLT have been treated
with Basilixin chain of interfeukin-2 recepton
{IL-2R}. Our le we wm the I t inhilvition of activated donor
derived lymphoc
Both patients were male, one 45 yea i L related liver disease and alpha-
l-antitrypsin iency, and the other 61 vear ald with h B virus cirrhosis -.-:IIl.l
hepatocellular carcinoma, The clinical presentation is de
i [ Peak
Onset of Skin Chimerigm | Peripheral | Blopsy
rash ) soa firmation
I'rumk ===
SRes
ek e Skm, rectum

day 24

Marmow, skin

Treatment comprised 3 doses of | rm mett solone followed by
mg of Ba i with an infervi between the two doses.
positive [ymphocytes. Patient | respe
rush by day 7. Diarrd
¢ in the terminal ileum. Right hemicolectomy was pearfor
At which had multiple vicerated, muc i in Peyer's patck
The patient is alive and well, with normal liver fanctions 4 months after OLT. Patie
had complete resolution of skin rash but remains pancytopenic. No
¢linical adverse side effects attributat oecurred in either patient, This
i8, to oor knowledee, the first report of the use of monoclo intibodies against [L-2R,
in the treatment of GVHD after OLT. :

CHS
INFLUENCE OF PRE-TRANSFLANT PROCEDURES ON LIVER
ATION (LT) FOR PRIMARY SCLERDSING CHOLANGI

4 Vera. BEK Gurson, £ Candings, AD Maver, JAC Buckels, P McWaster,

eih Hokpil il

f st v 3 Ty YT T f T il ORLeEy
Introduction:, A significant number of patients undergoing LT for PS( Il.l.xl.. il
prey Es ST al or endoscop imterventions, We wished to assess whether these
procedure CTICE outcome of LT for FSC.

Wethods

wiso underwent a total of 173 LT
Results: 108 (7 were mal
20%) vatectomy

zis (BA) 12

_.'\ : i:ﬂ:..'
Iy emd e procedures. B

TF

g . y g rvival was 5%,

Wa )
respectively. Gr
Graft loss was due o hepatic

. B1% and 43
asis (HAT) 10,
s pecrosis 4 and PGNF 1, 60% (&10) o
(1 CRDE, 2 BA, | RA, 2 colectorny).

Survival was better in patients with no pr

wnd tively compared

intervention groups (CBLIME, BA) (p=.05). Col

in survival up to $0% after 10 yrs (p=U.U5)

Discusslon: One third of PSC transplanted
sevention. 8.5% of patients have had a colectomy pre

he associated with

paticnis

creases blood loss and o 1 time and can
secondary 1o

mbervention,
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RENAL TRANSPLANTATION IN PATIENTS WITH URINARY DIV ERSIOMNE,

I Augusting’
R WG Johnson'
ATMS: This retrospective £ remal transplantation and outcome in patients
splant units. The cause of kidney failiire, type

15, complications, patient and aral
SIrvIval anc o
MATERIA AND METHODS: Patients with urinary diversions form 2% of patienis
transplanted. Since 1980, 60 patients have hud 64 kidney transplants into urinary
divers he majority (57) into ileal conduiis,

Ten of these transplants he
bout 50% the prim

ufelhral

e, evstectomy » ereulones eystitis etc, The opemtion
I

technically more  demandis g due to diffe
Kyphoscoliosis, retroperitoneal  fibrosis, hypoplastic | VeSS and v
intrepentoneal positions of the cor of the kidne ére placed upside
a0 thal the ureter took the shorlest and most direct route 1o the bludder. Post
managen was unremarksble with all pat
RESULTS: The | ye
3 years the patient survival 28% and graft survi

il survival s 90% and a1
tcations included UrInErY
aks, bowel obstruction and infarction, volvulons of an in aperitoneal  Kidney,
Aubous ehstruction and 1YC ) s umong others., i A rejeclion rate

M treated m the standard way with two patients requiring ATG. Ohve
recipients had one or more urinary tracl infections which were cagily freated,
recurrent infections suggested obstruction of the ur
CONCLUSION: Patie th urinary diversions form a small but significam
those fransplanted. In spite of multiple co 1d problems and technical
mcreased peri-operative complications, the eventunl patient and
val 15 not infertor when com a rest of the transplant population
ful transplant in this pg
icantly to their guality of life

¢ unfortunate renal fallure group conirik

CLINICAL

DA Srell, O Barake I
Freeman Hospatal, High He 1, MNew ¥ DN UK,
Ihular carcinoma (HOC) is the commonest malignancy in men worldwide. For
R a ‘i P AR AT T

developing HOC without cirrhosis or with mini disease (Childs &) Tiver

patie At

reseclion provides the most appropriate form o 1y, T rity of cases of
however arise in the presence of more severe liver disease, in whom orthotopic live
transplant (OLT) pe s the only form of curative treatment, In early s
unselective use of OLT alene in HCC led 1o a high rate of tumour recurrence, .

Il.'1'||'||iI'L' the use o | stered either pre-operatively by an
o ormed OLT in a series of 18
ch developed as a comp i
veulvicin is used where |

en peripherally

median 15 months), Four pe -
tive pet od due 1o complications

recurrence of HOC were compared

[ tumour. A Ghear

operatively and two patients dicd

of the lransplant p edy Enown ris

in patienis wh o TErmour recLmence ! et
: i wps contained patients with

nattern of risk factors was not identitied, i (h;
multifocal tumors, tumours greaer than Sem diameter and 1 IECOpIE VasCl
alpha-foetoprotein measured pre-op vely

invasion by turmour. Howes ) . .
. =] 000 were neded in three of the

provides an ndicator of tumour rex ITEREE, B des s 5 ¢ | ntients
four patients who died of recurrént HCC wh 5 N l.:|-- <250 wer L in panent
surviving free of fumour. In conclusion one-year survival rates of LB o
with HOC d with OLT and adjuvant chemotherapy, and senm aip

=5(%h are obtmnakdé

n |'li
foetoprolein esin
CLINICAL

tion may be a wseful indicator of paticnts at high risk of 1
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IEASUREMENT OF 2 HOUR POST-DOSE CYCLOSPORIN LEVEL (C2) AND T EVRECT OF WEIGHT DIFFERENTIAL ON THE OUTCOME OF

ITS ASSOCIATION WITH EARLY ACUTE RENAL ALLOGRAF =R ENTIAL Wiy THE
REJECTION LLOGRAF ORTHOTOPIC LIVER TRANSPLANTATION IN ADUL

[} ! ! : i Bl . Biahorede - 11 HHE T Bowme

Ly J Stoves, Dr C G New ad, (e S5 Ponilird) &t James's [ J M J Richards, [ Hi s -'.'.'.I-.

Unit, R Ty

niroduwction - The process of ing ors- and e

s reporied that the incidence of early acule rena rraft rejection
= e re 3| f 3 ; : -
A R) may be nent of successful orthotopie liver b splamtation (OLT)

SE : R e § g =
d if 2 hour post-tyclosporin {CsA) dese blood levels of 1700 + 350 no/mi am

achieved within 5 days of transpl
ate the effect of weight difl

Oy -.".' the past I' w I':-."II-.hH {June ) = present), we have measured bath (ro

and 2 howus e hlood |.-‘| eviels on a ||'|n:':' weekly basis unit in
transplant - | this period, CsA dose adjustments buve been made

on the basis of OO0 values. We have then ,'-1__|-:-“7|._~d pepectively whose donorrecipient w ratio wis

received their first OLT in our unit between 151 June 1995 and 318t May

between C2 levels at or hie fi W0 perative das i e J
| I 1 W Ay and 1 cnce within ! i R
studied. For each donor-recipient pair, the IJ""I Lk nient weight differen

the first 20 dave following tra ation of AR, Tt was decided to take a C2 ; .
of LS00+ rmil i calculuted using form
patients were transplanted du the period of study, The standard

fmminosy ppressive regimen consisted of prednisolone, axathioprine (AZA) and CsA
s recerved Siovulect andor mycophenolate mofetil (MMF). C2 data w

. Eleven pitie ad C2 values of above

developed AR, Thre the 11 h eived Simulect, 2
i MMF instead of AZA, The rema g 19 pati had C2 values
{group B Five of these d AR. Of the 14 in group |»: who did
2 had rece Simulect and 2 others were taking MMF instend of
occur m these patients) .

W.I = (donor wi - pecipient wi} x 100
I _I_'_I'l'l_"'l":' wl

Recipients were thereafter divided i e 3 groups
WD = 10-20%; Group 11 - W =2
from a prospectively mainiir
vagcular ;u,':"|'-|i.'.|[:|'|l'|.~' seplic
Resulis re Hme in hospital pest ranspl
;t-ur:.mrl._' to Group 1 (31 and Group 1L {31.3 ¢ They ilso
in IT C o 4 in Group | and '|_: days in Groug 11
|Il.-'\-“lI| il in the ficst %0 days post ransplant was also different

MGE 1 ooutc et Ips & B did not reach statistionl
> miedian i or around day 3 post-transplant in
patients who developed AR was 350 (122-379) ng'ml, compared to 365 (27E-515)
ng'ml in those who did not develog 0.3} A i
In summary, | analysis of C2 data ¢ s ay 5 post-transplant {(Giroup 1 - 32.7; Group 11 33.0; Group 111 37.1)
'ﬂwmﬂt-lll-- nodion | ) s are associated with 2

[COMPLICATION | Grp ) [Gp1L{n

"'nl|l. DULCaT .
terations shoald | » pruided by C2 rather tha Succe Vascula
1 L t 2 levels may require the construction of doging ms based  Complications
o CsA ph |||.|.u||.1u- -

_.'\|.'-;.;-...,,-:| ._-:-.|-|-||:|-. alions periaining to wound failure, grall fai
m o be more when the WD s =
influence the ults outcome of |..I| T. There is however

siay and seay these patients.
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[ ipi (CLE CENTRE ANALYSIS OF CYTOMEGALOVIRUS INFECTION IN
Twa year outcome of renal allograflt recipicnts comparing Cyclosporin A (Neoral)- A "‘IM"-F’- C '-"" ““-_ -”‘-\_l-_"' "'"'f ';_*_ e chplicip s
led with Tacrolimus-led therapy. ; ' RENAL TRANSPLANT RECIPIENTS IN THE CMV PCR ERA

[ L Kamesh, Dr H Osman, Mr A Ready, Mr M Dr GW Lipkin, Ms L} Bust, Dr

wIThe Carofing £, ; i
: : P Coclowell, Department af g T i, hieeh |

, Lawrisien Place, Medieal Centre, Birmi

In renal wfection i% one of the most common and potentially
e serlous oo - It ny centres in the UK use praphy 5 trealment, this
Backgrouwnd. Ther: 15 a lack of long ferm follow stratey mist depend on local ns such a3 the intensity of immunosuppression
formulation of cyclosp with tacrolimug in kidney s =

e P - I N . .
profoe and neidence of CMY on. Our local immunosuppressve | [+
tecrolimus h " los 2 i} PR

Y - = » antibody
[} rin (MNe |
1 i1 e

icly mimed i« induction or = ¢ treatment. 'We use no CMY proph
MYVESILE :

ancl renal function PCR we have analysed 212 consecutive patients t
over 4 bwio year follow up persod
Methods and Resalis, Of 109 consec
June 1998, 62 were commenced «

ply 1999 and followed up for at
clinical outcomes,

3 i ~ 1 # I 1 gog e +
I Sled and 47 on tacro The serclogical stalus of our recipients were BT, 16.9%; R

lzast 6 months at our G
ween June 1995 and

HEUpPrEssive  (herapy The ||-.'|||:|:-_: iphies i BRE TULIRS

and 1 24.7%, and R-/D- 26.4%. For clinical suspicion of disease
L. The groups were performed on $4% of patients, [he total incidence of confirmed CMY discasc
bath ups) witl 4.3%. Op subsed analvsis # of these patients were R~D+, representimg
o o o tacralimus-treatey cubsel. The remaining patient was R=/D-_ | 5) paticnts received treatmd
HCHRE TCPECEian Wwas 51 cantly less with the use of n before infection occurred e live donot rec
: Glomerlar filers i R} was estimated using the ¢ e ) clions ocourred b
¢ significant d in eing iy in the i ansplant 2 wre: Sver-{ 100%), loukog
Tml/min/n |

= "y |

and pneomonitis (22%), The median creatinne
his &

aconl g dbopnisaed a1 nec 052800 d 3 months afier infection
his study but systolic 1 pressure at 12 months was reatrient of reactivation of
T in  tacrolimus-treated {13341 TmmHg) compared  with  cyclosporin-treated
(1t | Tmml enits,

Conclusion. The results | ik o =atislactory  oulcome with tacrolimus-led
immunoswppressive therapy I head to head =

B these are superior o o clin utcome. We
that experienced by comparable patients recieving Meoral i |

FP this institutior nni at each centre should be assessed in
95 ImmEHosUpRressve reamenis

L=

CLIMICAL




Cid COMBINED ER & RENAL V5 RENAL TRANSPLANTATION ALONE
IN PRIMARY HYPEROXALURIA TYPE 2

am NHE |

or Hospitaly’,
recessive disorder caused |
: ydroxypyruvate reductase (GRHPR). GRHPR is
predominantly expressed in the liver and lack o i
glyoxylate to oxalate by altermative pathways. Ox

Hyperosaluria iy
ey of plyoxylate r

K & i the ak
PHZ are L-gly > aciduria and

nately, this may

by dialys
primary hyperoxaluna type 1 (FH
[ i ferent enzyme defect, combined liver
rred o
Hles t renal transplantation alone is u

& with ESRF due to PH2 is uncertain although combined transplantation wh

B nortunity fo corect the underlving defect in
o restaor A

POt Our experic uding the
first report of i hepiig-rensl transp nt of ESRF. In both
families, the disgnosis was made in the index case by enzyme assay on liver b
material. In the firs mily, & 31 year old 1 sceived a codaveric renal allog
isolation within 3 months of reaching ESRF. Afier five years, g \
well preserved and there is no radiographic evidence of oxalate |

Insis despite continued elevated oxalate production and excretion, Th

er, 5 years older, similarly developed nephrolithiasis in ood bt
retained near normal renal fiim
underiaken in a 41 r old male who had been on haemodialysis fior
biopsy confimmed systemic oxalosis but extensive work up revealed no. fun
gindence of can ral vascular ox

tieclion remuoins
Syslemic
3 |1i|Ii-;'|'|I 5
15 SIOCT
10H1 Wals

irunsplantation. The post operutive cowrse was complicated. Urgent re-transplantation of
he liver was necessitated on day 4 duc to hepatic artery thrombosis, Af the same lime,
the rens 2 the second liver iransplant was suecessful, repeat renal
transplantati sible a5 & resull of extensive venous thrombosis,
patient remained on haemodialysis and even th exncess oxalate pro
mic oxalosis. This patieni
s had nephrolithiasis but rel

stopped, ho died 13 months later from s
affected brother (aged 28 at present) who
renal function,

Our experience indicates that renal nlan on alone may be an elfective option m
at least some individuals with PH2 and that the criterin for selecting candi

! ined transplantation requires fursher consideration. Furthermore
not extablished what determines the severity of disease in PHZ, the
with independent renal funchon e that clinical m

« Whilst 1t 15 5
alfiected s

tedt at preventing
the progression of stone disease is likely o be crucial

C147 _ )
Anpemis in transplant patients, data from the UK Renal Registry

D Ansell, C Dudley, H Taylor, T Feest

o foliowe - Beiciry with
In 1998, there wer eing followed by _Lh-. Rep v -l
arterly data coll ol catinine, BF in addition to other biochemic
quarterly O L E i S e
I recommende andards for renal rransplani patients.
naTEmebers e nre o recommended Hb i J atients.
I s Mo. of Mo patients  Denth rate K=M 1 yr survival
paticnis diedd 95% CI) {952 CI)
Transplant 4853 121 Eﬁ
Cenanred at deslysis (2.1- .-u 5]
I'vansplant 4353 141

2y
¥

Inel diakysis returm (2.5 ]
After excluding all patients within the first 6 months post tr .
6,924 of all transplant putients were ansemic with a haemoglobin < 10g/d] ar
(9555 CI 1.5 =2.4%,) hod an Hb < %gidl _ o dh 4
The variation between cer was unexplained (1-10% of ransplant p'-ll.:.JI-».lj- !I.I. i L
=10g/dL depe on unit) but possible neasons inc HIL ; ‘e |i|1i |I|ln-|ll:l ype
" {mrnuno sEION un = of eryllropoictm 1n whers th & failing gratls

of immunosuppression and use of eoythropoieim i
Centre % HB <10 HB = 10 % Ho <§  data in gir
Lowser CI

25

S

11

15

34

A

ha

-

5.
9.0
L]

e 0%

a7
14
g

O L4 0B L3 Om L
-

o oo

26

14
™
2T
]
22
] 14
1.9 24
i those with failing transplants crei
emoglobin
Lower |Me 1| LUpper
quartile b !_\._L_ill".'il.' | cent
123 | 135 | 146 | 161

[-F
=

H 17 6
104 !
Female | <250 | 124

Femuole | 250+
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POST TRANSPLANT LYMPHOPROLIFERATIVE DISORDERS (PTLD) OF
Adualt Multivisceral Abdominal Transplantation — UK. Experlence DONOR ORIGIN IN LIVER TRANSPLANT RECIPIENTS

Cl10

Neville Ja 2, v 4 oy 0 ap ’ £l Minford P G VE Mirea. NM Steven, B Mek i e T
lept. of S s
The majority of PTLD ane associated with Epstein-Barr virus infection and uncontno
i FHE 4 . e Tra ional
proliferation of the lymphocytes in the pr ce of imn suppression. Traditionall
was believed that the affected lymphooytes were

f an ¢lusiers as a theram, have been isobated reports of donor derived PTLD in liver
for discases that were previously untreatable. Such op bty

C agents in the
has allow

nd also 5 i ||l.\-| aility '|I..I ihe |r:'l1:-'_.'-|dl12:;|i': s ) i § :(1.2%) simients at this |"xI|I.|.|!._-.|‘; nave
¢ help the deve | it state in the recipicnt

% that hove worldwide |5 small a
n l.ll' such patients

'-|I-.ll'=r the i 54§ '. e liste irunsplantat
the av spze-matched, mult-on | tude of the proce
increased by the previous multiple laporotomi hese paticnts have
undergone, The authors present the outcome of four patients transplanted in 1955 rafifl hereas Gp I'|. i pre -|II rnant
im the Ll :||~.:||.-=\I.'||'|'|___ & no signil i T -,,:,;,h;; of |_I|..I.|.I|Il\.|.'-
Patient i Yoear of TERNS Outcome All pa -I- e eduction of immite

! transplantation | d | implanted | il development of - T n in 414 patienis

1904 JPrE L/Pr'SB Aldive f Gyrs each case and i -d chemotherapy, radiotherapy,

— T Ve
being considered for splantation. Seven (54% 2 have

15954 __I.I'r'.‘-il"- spf [T PrSB | Di ] ihe discase at median time % monihs (0-36) from lime of disgnosis. One patient 1 |
| | Co
Camb 1994 : WP SUTHL

I . F rt | TR g i nable su
L Y fall at |'||'|||| Patients with denor derived PTLD appear to { i nable su

died at 1 month post Bymphomi «

EHETCRLD W hch 18
‘umb . 1548 | svLD Pr/ | SUDVL/Pr | Alive ) 2vrs probably l’.urrn:l‘-l' i ||-.|a.| i sed. Iden these patients is reguar
| SEispi K | SHE | AR & the clinteal sy i ase localised to all
- S . . Ve tation 1o FTLD) such that we
St Stomach; D- Duodenum; L- Liver; SB- Small Bowel: Pr- Panc 5 - i e der the role of retransplansation in this cohort
= Kidney; Co- Colon. nent 5t £ A i i

Patient | was trimsplanted for widespread abdominal corcinoid and con
o e other procedures in this series have bee rformed for baoth
ant disease. In sorme cases massive intra-operative transfusions were
Il |1»l|xr|1- required substs |'|||.'.I post-operative care on [TU, Prolonged
il ion and stay alter operation was also often necessary

Multi-visceral abdominal transplantation is te ly possible but has consi

resource implications and requires the commitment of surgical, ansesthetic, nur Sig .|.|-.|
Support services, This series proves it 1o be a feasible treatment for & small number of
sclected patients with life-threatening dis
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Azathioprine toxicity and Thinpurine Methyltransferase (TPMT ) genotvpe in
renal transplant patients.

B Pandya, W, Thomson®, K Powltorn, | Bruce® e, I [hasim. Reng
Miar 2r Roval fnfirmary, Oxfard Rood M oy YARC Ep
Liniversiny of Manchesier, Chfeard Road, |

Introduction
tation. Thiopurine
w_-fr._-.-. the methylation of
people have intermediate T
lin I*u.l.r I."\II IJ-.I clency 83 an autosomal recessive trait. The

TPMT is located on chromosome Gp22.3 and s known to he | pelymorphic, TPMT r

BEn i enz 'I|'\.|I_'.';:!'_:|.1-.-I..| e ¥ |..-|:::|:.I:,._, THIRE COTTEMNON
mutation in Caucasians is TPMT*3A w om point mutations at codon

i exon 7 ((69A ) and codon 240 in exon 10 {A719G), TPMT*2B has only i)

nd TPMT*3C has anly the exon 10 mutation, O lzss commmon mutations

A number of previows siudies have suggested that azathioprine toxi ty may
COrT |_| e with TPMT genotype, although this has not been studie
patients
Ohbjective
he amm shedy was to establish whether azathic
patients coatld be ¢ ed with TPFMT mutations
Methods

in remal transplant
ne foxicity in renal fransplant

245 patients were found to have been treated with
S phar e Len years between [989-1999. OF
DA was o » paticnts, A white cell sow
mim 'was conswdered as thioprine loxicity
ing wis perfomed wsing Poly 32 Chain Reactic n (PCR}
Polymorphizm (RFLP) analvsiz. Alleles were as
V) or mutants (TPMT*3A, 38, 3C)

1o discontinuation of frestment in less ih an 2 months was
|'|ﬁ... lovw wihat -.-.II count which settled on
rathioprine doss. o of individus
a II'\r1'I mutation #t coden 154 o codon 240, compared with cnly ain

I~~-.I'|-_"|d|'..;[ jop toxicity,

- of the 83 (13.6%) individuals had a mwtant TPMT allele, 7 of these (58,31
developed foxi rarticubar inlerest is that of those indivi & POSSESSInE A
mutation at ¢ d (N=0) ie TPMT*3A or 3B, T(77.8% "
Discnsslon
There is a correlation between TPMT geng az
accoumted for by one of the polymorphism
i 1labions w

clinical 15E0N M

) developed toxicity

athioprine toxicity, Toxicit
weTe may be accounted for by
1 vitluable aid o

CllE

RANDOMIZED CLINICAL STUDY COMPARING "’il'-'.l-.'.l{!“il'l 'i. OF
WISCONSIN AND CELSIOR SOLUTION IN LIVER PRESERVATION FOR
TRANSPLANTATION

B Nardo, F Catena, & Mo
Departmient of Surgery and Transpl
Introduction. Although University of nsi .i.ll.:n! u-|11|n|r.~ '.lhI-_- |
commonly wsed for all intrab inal orguns ior solution (C5) wid -|-|I III:'I.
clinical s=tting for the pre ) has beei I-\.II._. ¥ p _pl.m_
ag & cold sterage solotic abdomar s A study aime
effectivencss of UW and Celsior (C5) solution in the preservation of 1
: i : H I 1 e Gy ¥
transplantation center. Methods, From  sept |‘-"-'fi to 1999 wig
uy donors. (= 15 years) and performed 55 OLT eCiplenls were =
Cold ischemic time was o = 13 hrs. In 43 pis we performed 1
fechnigque; in 6 pts we used a ven s by-p The pls were divid
s -‘rc-lh- (=25 pis) and LIW g T pLs) -\ standard rmmundgsy
was used, Resulis. There were not si sal differences in donor ¢y
] ause, [CL stay, blood % lension cpisodes, g
oups. There were also ot
n recipient characteristics (age, UNOS stas). Cold and w
comp 1. 1st p.o. day bil pn:dl.. ion {mean+SDY) was 14491
Wy At 4 2.5 in C8 groap. (p=ns.). 3ol pe day hile production was
95,7 in LW group v 168.2 £ 84,00 in C5 group, (p
£14.3 in UW ip and 48.7£15.8 in C& group (p=n.s.)
L16,5 in U'W group and 6b6E13.5 in { roup [pem.s ).
was 7.5¢14.2 days in UW group amd 4 8 in C8 group H | ;
i|-. L'W group and 4 n 5 group (p=n 10-day patient
-||-..|1 34.7 % in p=n.s) AST levelsat 1,3,
5 105 RS 6

espective 2
T

4

6.8 (p=ns). I\.Lpl n=Plcie

mincance patienl sury ival
Condusion, €S and UW & both  effec
transplantation. R'l.' LW, Celsior could b
thoracie and abdon

CLINICAL




Clig
RIDNEY  PRESERVATION WITH UNIVERSITY OF WISCONSIN AND
QUTCOME OF ARD INCOMPATIELE LIVER GRAFTS IN CIREHOTI

CELSIOR SOLUTION: A PROSPECTIVE MULTICENTER RANDOMIZED
sTUDY PATIENTS.

.} solution conlinues to be the
. Celsior {C5), alreads
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