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EFFICACY OF MYCOPHENOLATE MOFETIL [M PREVENTION OF ACUTE
REJECTION IN REMAL ALLOGRAFTS. A PLACEBO CONTROLLED STUDY

5 A SADEK
On Behalf of the European Mycophenodate Mofetil co-operative Study

Academic Unit of Surgery, Si. James University Hospital, Leeds

Mycophenolate Mofetil (MMF) is a selective inhibitor of both T and B lymphooyte
::'||:I|I'|,":|_||-'-|'|_
I

A multicentre European randomized double blind placebo-co aimdy recruited 49

patients undergoing first or second cadaveric renal I|::|n|l|.1r|l.- npar il {"\._'I._'n|||,_-| n
(Cya) and steroids with Cya, steroids, and MMF in two doses. There were three arms (o

the '-|Ill.|j- :":._‘\.:!. Steroads + placebo o= 166, 2)Cva, steroids, MMF 2 erams/day n=163

3)Cya, Steroids, MMF 3 grama/'day n=160. All patients were followed up for 3 miniowam

- !
of one vear, The s end point was rigorowsly set as treatment Failure (defined as

premature withdrawal from the xII,llJ:.. for amy reasom) |, o |'|i|_'|||5'..' praven rejection
Analysis was conducted on iment=to-treat basis. All three groups were demographically
similar The following results are for the carly :*-';|.-_:,|_ encompaiaing the first 6 months of

The study

- .}li;.___.:-.|..-;..” .~,.1'-l|| P

= LHh n=155 = | fal)

went failure or E:ii-.'\-|l-.-.' Q3 156 0%) S0 (30 3%)* & (38 .‘-'~"'ni" B

e Hgjeciion
rejection TT(46. 4% 28 (17.0%)

Patienta requiring OKT3, 35(21.1%) 05 5%5)

ATG or ALG

Wean Serum Creatining 1@ 43 | 4%

{ e o (R ol 7L RO o 1
| cach MMF dose Vi Placebo

22 (13.8%)

5(3.1%)

The addition of MMF to Cya and Steroids significantly reduces the incidence of acute
rejection and substantia

rejection

TRANSFUSION INDUCED TOLERANCE 1S EFFECTIVE AGAINST AN MHC
CLASS || BUT NOT A CLASS | DISPARITY IN HIGH RESPONDER BATS

EB Bell, 1A Cossens, C-p Yang, SL Hayes and PJ Wood

Immunology Research Group, Biclogical Sciences, Medical School
University of Manchestar, Manchasiar M13 9PT

Previous investigalions

vonstrated that DA ( AT1Y) cardiac allografi

survival in the fow responder PVGE (RT1°) strain was significantly prolonged
[MST, 38-44 days) by injecting recipients with 1.5 ml DA blcod 1, 2 or 4

By giving PV\3 recipiants a prior blooc
transfusion from PVG congenic strains of rat betore DA hearl grafting we
show that both MHG and non=-MHC antigens contribute in an additive fashio
to the extended survival, but unequally. In order of mporance MHC class
AZ) = MHC class |l (BT®) = MHC class "-like” (C2)= non-MHC antigen

weeks befora transplantation

Aftempls were made to prolong DA cardiac allografts in the high responder
PVGE-AT1Y strain by donor specific blood transiusion (DST) but without
succaess. DA hearts wara rejected acutely with accelerated kinetics, Wa

askad, therafore, whather this fallura to induce 1olerance was shared equally

betwaan MHC class | and Il

blood from DA (& tull mismatch) or PVG-RE ra

PVYGE-AT1Y recipients given a transfusion of

rejected

WHC class | disparate PVG-R8 haart grafis r-.c-;r-f--;.' Hao VE-RT1Y rat
given a DA or PVG-A23 (AT 1AY B/D? ¥} blood transfusion and allografted
with PVIG-R23 hearts { a class |l plus class "-lke” disparily) ralained thair

heart albografts indefinitely (=1

Ty
L

days).

Immunal. 1993, 23: 2078) has demar
in the PVG-AT1Y strain can be induced by anti-A® alloantibody, Hc

found that aflcantibody against rat MHC class Il (anti-B/TD¥) was unable to
induce rejection of PVG-R23 allografts by passive transfer in PVG-RT1Y

athymic nude recipients

This study may help o define the circumstarn
matched at MHC class I) whera D3T is me

affact.

Aacarnt wark {(Morton at al, Eur J

iratad that rajaction of PVG-AA haarts

a- when transplanls ara

¥6t likely to have a baneficial clinical
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CONLN
ci anduction 2 in
en we used T oo sceplor {TCR) tran mice [ BM3

I'CR @ genes specific for the donor class [ antigen KD, The cl
198 was used 1o detect T cells exj | I ; hy CDEHTTHEY

present in the peri v of B L tran mice a depleting unti-(

educhion 1 the CLE -.:|__:I| posilive cyle popmlacon (O
wik observed 10 days after intrathymic 3
wositive thymoeytes (CDMHCDET) were unaffecte

CIM-CDEY thymoeyie population was antigen specific as in

R
"'I" "'“J. 3 - sy L STy thard party (H-25) cedls 1 maal resall o o con hle de
- YesRs ; F had no effect on the thymocyle populations. We were able o

the CD4-CDET cells was duwe o deletion of
either CDE or TCR, TR and CLX¥S « Rfre i o the remair |
o that found on thymoc in naive or contral BAM3.6 mice and Hssy
I||.x":.' vwvied @ defimide d  ihy [ERelh] ol 1o cont
1 conclusion, delet f d ctive single positiv
following intrathymic

alloar




CYTORINE INDUCIBLE ADHESION MOLECULES: AN INDICATOR OF
ISCHEMIA-REFERFUSION INJURY IN LIVER ALLOGRAFTS

Bhargava A.', Bradley N1, Burroughs ALK, Dhillon ALP.",
Rolles K", Bavidson B.R.'

University Department of Sur BErY. Liver T ransplant Unat, and Department of
Histopathology., Roval Free Hospital School of Medicine Pond Street Londan WW 3

L1 8

b i eaf this study was to investigate the EXpression of ICAM-1 and E-selectin
ivier hiopsies foflowing graft storape and warm ischemia‘reperfusion. Change in
expression wis cormelated with degree of grafl injury by measuring levels of AST

were upon arrival at 1T

Kauptier cells, and endothelial cells may participate in cytokine prod

Following cold stor 31 mms) and reperfusion, at 90 mins, liver biopsics
from 22 grafts were snap-frozen. 5pum frozen sections were stained
immamonrstochemically for 1CAM-1 and E-selectin, Expression, followimng
reperfusion, compared to the stored allografl was analysed by hght microscopy, and
by computer-aided imag 15, MEasuring integrated optical density {1O1)

ICAM-1 Expression [ *AST =100 | "AST <1iMHD
___I‘;I:IE_Iilr_\‘ld.ll:g Hd'lll.'rrll'\llill
Increase (5]
Mo Change 3
*Fihers B l.'r"'l'_.lll"\.'l'lf-' 0 "J..T
Expression ICAM-1 and E-selectin was parallel. Activation of ICAM-1 on sinusosds
and hepatocytes gecurred foflowing graft storage. A farther increase in 1CAM-1
expreasion, following reperfission, was associated with severe ischentia/reperfusion
imjury. E-selectn expression on endothelium increased significantly: mean 10D 1.07
after storage, compared 10 2.69 (p<0.05 t-test) following reperfiasio
Induction of both molecules is probably as a result of ische tjury rather than an
imrmune mechanism. These results suppor the concept that Kupffer cell activation and
endothelal cell injury occur following reperfusion. There is cvidence, however, (o
suggest that cytokine activily contimues during storage and may be enhanced by a
pertod of warm ischerma, resubting m graft injury

CELL INFILTRATION AND INDUCTION OF MHC CLASS 11 AND ADHESION
MOLECULES ON RAT CORMEAL ENDOTHELIAL CELLS DURING REJECTION

Figueiredo, FC; Nicholls, SM; Zhang. L; Easty, DL.

Dept. of Ophthalmology, University of Bristol, Bristol, UK.

Purpese. The endothelial cell layer at the back of the comea is essential for comneal
" i hum is easily damaged bevond repur by e L The
processes involved m ERTUCLlion are not w nde d. We have therefore
examined flat preparations of rat comeal endothe during rejection for leukocyte
MHC class 11 and ICAM-1 ex n  Methods.  Pene g
erformed on B] rats  The animals were divided mto two groups
PV, n and allografis (LEW—PV0, n=56) i
1eps were also examined.  Animals from each group were killed on «
r ||._'_|1:.|'-|<1'|'.'.IE:-|| (ie, just before and dunng
removed, the o ] LY e eled off d mounted o .
were atained | avidis d peroxidase [ ABC) method

antibodies t T cells (OX nacrophages (ED2), MHC class I (OX6) or

ICAM-1. Sa s were codbed, the presence of leukos mifilirate d mined
and the intensity of staining were measured using a Quantimed 500
sysiem Kesulrs, There was no cell 1 tion, class 11 or ICAM-1 expression on the
orinal endothelinm. Pate it [ass I1 and 1CAM-1 w
on endothelial cells of all ; day 10, on both donor &
T'wo-way analysss of revealed a sig antly srater expression of b
class 11 {p=0.004) and ICAM-1 (p=0:01) in allografts comg
domor nssue, which imcreased at facropl BEES and T ¢
domor  endothelial  dams sent during  rejection  in =
Cemclusions.  Flat | W method for assessing changes o
endothelium af anitation tissue can be seen, MIHC
ICAM-1 are o
X B () thess mole 1 ts befi amel during rejection and
this meay be important in comeal endothelial cell immunogemcty, becauss of
expression of MEC elass | anfigens by these cells. Cell infiltration ma

: | gh a direct CD4 wotoxic T celfl response may




THE IDENTIFICATION OF NON-HLA SPECIFIC ANTIBODIES
BY FLOW CYTOMETRY

AMANDA ROBSON AND SUSAN MARTIN

pe Typing Laboratory, St. Mary"s Hospital, Hathersape Road, Manchesier

The flow ¢yl Y crossmatch (FCXM) is a highly sensitive techmique which
detects the binding of both complement fixing and noa-c lement fixing antibodies
e donor cells. A positive FCXM is associated with increased numbers of rejection
episodes and early graft failure. However some centres have reported "false positive'
FCKMs sug g thal flow cytometry is t0o sen : or i detecting antibodies
trretevant [0 Iransg ({11 By [

Cytotoxic studies which have inhibited alloantibody binding to HLA class T by
blocking farget cefls with a class 1 ific monoclonal antibody, showed thai a
positive crossmatch due (o non-HLA specific antibodies was not associated with graft

e, Howewer cy xic blocking assavs are limited by the availabili f
non-complement fixing monoclonal antibodies.  Flow cytometry does
complement fixation and can therefore wse any monoc onal ;j_::li':;.ul:, of appro|
specificity as a blocki =nt.

W have used the ckona bodies W 3Z and MCA4TT 10 block antibodies
to HLA class I and class 11 I'f‘ﬁ.pﬁ!rn:'|_-._ By incub donor cells with these
antibodies prior to three colour flow cytometry crossm g we have been able o
demonstrate presence or absence of HLA specific antibodies in 48 sera from 12
cytotoxic negative, FOXM positive donor. ient pairs. Of the 12 % tested 7
|I.-'.Iin_.'.1!=- were shown o have HLA specific antibodies to their respective donors, By
|II.'I|I!I mang a flow Cytometry autocrossmarch on the 5 patients with no evidence of
donor specific HLA antibodies we have identified 3 patients with low levels of IpG

ilibodies. It 15 possible that the presence of non-HLA antibodies in positive
account for a significant proportion of the “false positive® results that

en reporied. Using this method (o define antibodies piving 3 FCXM positive
cylotoxic negative result, patients with non-HLA antibodies can be successfully
nted whilst avouding graft failure due to low levels of HLA specific

CELLULAR LOCALISATION OF COMPLEMENT C3 SYTHESISED IN HUMAN
RENAL ALLOGRAFTS

PA Andrews, Ch Lloyd, RB Hartley, PW Mathicson, SH Sacks

Renal Unit, Guy's H London SEl 9RT and Depariment of Medicine,
Addenbrooke™s Hospital, Cambridge, CB2 200

The role of complement in re allograft injury still remai
we found that CY mENA was expressed humeam renil :||I-'-|:'|.|II- i
of L3 mENA was imereszed duning remal sralt inpury both in iscle kidnes
5% clear from the determination of the
111 g ek hal the 5 synihesss WS
in part of donor type, bul it wis not clear which celis in the
whether the expression of C3 mEMNA resulted m s symthe sHgate
further we took advantage of the two main C3 allotypes: I These c
k ineuizhed on western blods using the C3F selective mo lonal antibody HAY
4% an histolopical reagent we analysed the expression
3 denors trin ] i i %, This re
almost exchusively renal tubular cytog
were the promin source of tissue pr 1 symthesis during all dysfun
There was e smining of mononoclear cells, indicating ) synithesis wis

mof altributable o passenger keuko In comtrast, staining with polyclonal anti-C3

|'L-J}_ dete  bith donor and reciplent O3 .|||-'Z-.| identified i prodor
elomerular capiilary and peritubular patiern of With dopor C3F |
transplanted into C3F recipients, HAY 4.1 produced a similar patiern of staining o
polyclonal ami-C3, because in this case both donor and recipient C3 types were

detected with both reagenis.

The conclusion from this study is that remal bales ar 2 main so

0, The synthesis of
ng ATM and cellular rejection may represent
5 ALION L0, 0T e 15m af ft imjury. a y play a different
role |.1-|-'r| plastna C3 fixed in renal transplant tissue.




AN IN VITRO MODEL OF HYFERACUTE
EEJECTION OF XENDGENEIC ISLETS

Gray DWR, Song Z, Glover L, Welsh KI, Morris PJ.

Huffield Department of Surgery, Universzity of Oxford,
John Radecliffe and Churchill Hospitals, Oxford

We have recently shown that freshly iselated rabblt islets
transplanted into untreated cynomolgus monkey recipients
undergo extensive destruction withim % hours with
histological features typleal of hyperacute rejection of
vascularized organs, namely binding of natural antibody,
infiltration by neutrophils and cell lysis. Interestingly.
incubation of the =same isletz with fresh human =erum
containing both natural eantibedy and complement did not
result in decreased wiability {(as essgessed by FDA/EB
scoring) after culture for up to 2 day=s, =uggesting a
further factor was necesss to initiate isl i
Since early neutrophi tration was a

of our in vivo model, we added human neutrop h11 to
izolated rabbit is ; in the presence of fresh human serum
and = B Hignificant decrease in islet wviability after 2
hours incubation. This finding was repeatable using both
l‘_.urmr. and cynomolgus monkey serum and e trophils. We then
demonstrated that the damage process was dependent on the
pEE s of active complement, and was specific for the
renogenaic serum but not for the source of neutrophils:
rabbit, human or cynomolgus neutrophils will destroy ra
i=let= aonly if fresh primate serum iz preszent, How

k 1 neutrophils have no effect on rabbit islets in
presence of rabbit serum. Dilution experiments Bh"»\'P"’]

the number of neutrophils required was ramarkably smal
neutrophils/islet).

We believe that this simple assay samounts to an in-witro
madel of hyperscute xenograft rejection (arguably the Ffirst
aver described), and we have now used the model to develop a
tissue-culture based strategy for 1'*:re'.ls.nxur_,. hyperacute
rejection of xenografted islets. Preliminary transplantation
studies in primates indicate that this "tfate.,-,r does indeed

significantly reduce the destruction of zenografted islets
ln=wiva.

T CELL RESFONDING TO ALLOGENEIC HEART AND KIDMNEY

DIFFERENT T CELL RECEFTOR REFERTOIRES

lakil Taval lan ¥, Hulchinson', Richard Kay®

Il’rlit\.‘r::l-‘_l-l Manchesies, 1
M3 ST, “Dipt of Pathology, Mine
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HEFARIN MODULATES EXPRESSION OF HLA-DR AND ICAM-1 BY CYTOKINE
STIMULATED HUMAN UMBILICAL VEIN ENDOTHELIAL CELLS (HUVEC).

O Rix, LWP Kodipara, D Talbot, BME Tayior, JLR Forsythe & JA Kicby

Department of Swrgery, The Medical School, University of Mewcastle upon Tyne
MEZ 4HH, UK

Endothelial expression of Class 1| MHC antigens and of the adhesion molecul
CAM-1 may play an important role during initiation of the réjecion proce Teali v g
dllogensic renal transplantation. The proinflammatory cytokines |Fi-y and TNF-a

progulate expresson of these molecules. Many cytokines are ssguesterad prior Lo
noific moeptor by in action with specific domains on call-surfaoe

ar matrix glycozaminoglycans such as heparan sulphata Salubda haparin mery

madulate this initial sequestration.
arg culturad m meadiuvm pplermentad with i
miudated with IFM-y and THF-a. After
-1 ware a5a

ahbility of ol ta bind activated lympk

It was shown that the upregulation by IFN-y of bath Class (| MHC antigens and
and ICAM-1 was reduced in the presence of increasing concentrations of heparis
(Tablal. A similar affect was not sean Tollowing the activaton of HUVEC by TNE-a

Flaw Cytometric Antijen Quantification (MESF =50; n=2
Cal StimidatEan
MiHC Class i Aniigens | sCA N -1

Rusting 10,342 = 182 58,850+ 13.017
SO IFM-p; o hepasin SBR.51Ex37.073 417,799+ 19,439
d IEN-; TO0egimi hirparin 185, 18,357 156,267 + 14,872
Fi-y; GO0pgiml heparin 18, Bafbib = 2wl ] 93 855 £ 12,952
o between [FN-p stimulated HUVEC and mitogen activated lymphocytes
was reducad significantly whan ths HUVED wera traated with IFN-# 10 the pr
of heparin. Heparn also reduced the synergistic activation of HUVEC produce
miiure of IFM-y and THNF-o
Thasa results suggest an explanation for the immenoemodulatory propert
heve baan reported for heparin. 118 kne FMN-y has a hegher affinity
heparin than for § gic qly inoglycans Therafare, ETil ay
ant pro-inflammatory cytokine from th wdathiehum
ard reduce its biological activity by allowing groas dilution into the bleod.

ALLOAMNTIGEN PRESENTATION BY B LYMPHOCYTES: REQUIREMENT FOR
ACTIVATION

Wilson, A.C. Cunningham, B.M.A. Taylor and J.A. Eirby.

Daepartment of Surgery, University of Newcastle, NE2 4HH, UK

The role of B cells in antigen presentation is controversial, In this study
the ability of B cells to present alloantigen was studied In MLRE
Lymphoproliferation and Il 2 production were measurad. EBV-transformed B
cell lines (EBV-LCL) and purified resting B cells were capable of initiating a
primary MLH Howewvar only EBV-LCL retaimed this ability after fixation
Preactivation of resting B cells with a Flab™), anti-human 1gh enabled these
cells to induce Iymphoproliferation and s imulate |_.'|.'I-;_|irilll_: production after
fixation. Flow cytometry ravaealed that re g B cels constitutivaly axg 8
Class Il MHC antigens but not the ligands B7-1 {CO80) and B7-2 (CDSG|
These molecules wara induced by activation and peaked after 72 hours but
were expressad constitutively at high levels by EBY-LCL. Serial fixa where

85 waeara trapped at wvarious times during activation demo i
correlaticn between costimulatory ligand expression and APC Functior
|

Period of Ligand expression {flow 5 Day MLA with stimelation by

| B call sotivation cytometry: MESF) fixed B cells {n="5]
GRRGE. [ s . L

B7-1 {CDE0] B7-2 (CDEE] "H-thymidine {cpmi) IL=2 (Ll

10 1,212 a6+ 107 0.18+0.06
11.881 28775 +4,617 033+ 0,08

The impaortance of these ligands was further evidenced by inhibition of MLRA
with mab 1o B7-1, B7-2 and Class Il MAG and CTLA4-lg, Furthermare, the
hyporeactivity obsarved in MLR with resting B cells can b overcome by
stimulation of CD28 oan lymphocytes using an anti-CD28 mAb. This study
suggests that only activated B cells have the ability to stimulate naive CD4 4
T cells as they can provide both antigen presentation and the necess:

costimulatary signals

v




AMULTI CENTRE STUDY OF FLOW CYTOMETRIC CROSSMATCHIMNG
IN THE LLK

AW, Harmer!, B K. Shenton”, A E. Bell’, 5. Gamer', 8§ Martin® on behalf of The British
Society for Histocompatibility and ITrrrr.u'n,‘-Jun Aics (BSHI) Flow Cviometry Grroup

"Tigsue Ty Guy’s Hospital, London, *Dept Surgery, University of Newcastle,
"Histocompatibility Dept, NLETC,Colmdabe, *Tisswe Typing, 51 bMary’s Hospital, Mancheater

wmetnc crossmatching (FOXM) 15 a :'|1|_{|1|_1. sensilive method for the
detection of HLA specific anttbodies in patients’ serum and positive recipient-donor
crossmatches are considered a contraindication to renal transplantation by some
transplant centres. However, the clinical significance u:'r positive crossmatches is not
i '\IIIZ'.II| L ] I I ¥ ween it T!'I'.' H‘\]I:
Ip imatial study to determing whether differences in technigues
aults affects the definition of a itive crosamatch and thus
tion in climcal significance

5 have been carried out with 12 centres participating m the

A todal 17 sera and 6 cells !-in.'lh._ﬁ cell'serum combinations,

woddies, With each lab sty waing their own criteria f
5 complete agreement for 16 wlches and o
her 8. Seven grossmatches d ok |;|r"u_|:| = clear agreement between centres
Bazed on the fluorescence data obtained for positive and negative results where there
was agreement, and the use of calibration beads, an ndependent definition of positivity
was determined. When & yas applied to the unclear resulis the concordance
e 1 sts om doubling dilutions of 4 sera also

C oud at the same time as ihe
FCXM by 4 centres, confirming the greater sensitivity of flow cytomes
sera collected from patients with previous transplant failure were ne
evtotoxicity but were r as FOXM e 4
indicates the clinical significance of the greater sensativity of the [ |
In com an this study demonstrated that there is agreement on the FCXM result
for & m diluted sera There were howewver apparent differences in sensitivity

=i,

betwesn centres shown by a of 2era tested at neat and h'-.' dilutions of \.-;'r=| 'I'I1|,~

B5HI group has shown th ne of these differences can be I definition

of positivity used by individual centres, The group is continuing to work towards
|:','Ii-'||i-'m.' the FOXM

POLYMORPHISM WITHIN THE HUMAN IpG ANTI-PIG REPERTOIRE
Cairns T*, Lee J*, Goldberg L*, Hacking A", Weymouth-Wilson A%, Taube D*

*Renal and Transplant Units, 5t Mary's Hospital, Praed 5t London W2
YDextra Laboratories Lad, Reading

It is .il.'l'.'l',':‘.-ld In pig-to-Numan  xenotran m research that a  dominam
wrtion of human .-..'|::l .|"| u."L'| .LI'II-|'II wpefs) carried on the

ide Galel=3

3 ST li{"-’ [ el SEri I.I:lllu |I||"|'

'.'.'-.'-I'1 all 4 ABD gre l 25 whether 1ol and anti-Cralili specificities »
the populat are m r e 20 sera (5 # each ABD ) were te
F[ 154 for 1ol and [gh "|n-.1 ng to 3 sey e H5A-comugated i

ent Galili molecule the terminal d Aric Ak 1-3Galp1-HSA (“di-HEA™)

rmanal insaccharide Galal-3Galp 1-4GleMAcH 1-HSA  (Tmm-HSA™), and the
whole pentasacchande Galal-3Galp l-4GicNAcR -3 Galp 1 -4Gich1-HSA  (“penta-
HSA"), All sera had equivalent bindimg of Tghd 1o the three antigens. However r
IpG there were 3 distinct patterns of binding:

Antigen binding pattern Number of sera {20}

3

11 -'.

with this, it was tound in 8
sera tested that whilst in 4 soluble tri-HS: y imhibited Iz& binding to penta-
HSA by ELISA {507 o K 3 M otn-HSA ), the er 4 sera were
= '\I.II 1 1o ||||'| on by o ere are therefore disting ups of §

I MNeventheless, absor |'-||'||| II\III' 1 dhisaccha Sef
inding to penta-HSA by EL |'\-'|| can be at least partly removed by
& in the 6 sera tested. This siudy shows for th st time that human 1gG
|'||_-__||._|1||_x are polymorp shic, but that disaccharide immunoadsorbents may
.|I be capable of remaoving anti-Galili activity




We have pre'..'1m15_‘.1.r. in joint studiex with the Gollaboracis :ran'.:ph'.lm
(CTS),; shosm the bemefit of the detectiom of HLA-TR allelass by
DA eechniques (i) in assesaing the differences in DNA and serclogical
determinat i) in the improved graft survival (GS) found using
A techniques to determine the HLA-DR allele, We have now developed
techniques o derarmine HLA=A and =B glleles by amplification of Do
ction by sequence-specific aliponuclestide probes.
led the g to test 77 remal domors and 18
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i om1 two occasions i f HLA-
HLA=ETO had been -'!uer:u:ll b & logy. (e
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¥

In addition this new procedure has been applied to serologically

gypous donora on our Bone Marrow Reglstry of 5,000 domora. The
homozygous antipen was detected on all occasions. However for HLA-B
135 of 693 serologi .:I.IJ'!.' homoeypows donors were found to have an extra
allele. For HLA-A we only tested donors homozypous for the less
woammon antipeng (and escluded HLA=AT 'a".i','.l'ﬁ]. We foind 396 of thae 114

wrs had an allele not detected by sarology.

he reaults are mot surprizsing. The sera used to type potential
bone marrow donors differs in gquality from the sera we use for solid
organ transplantation. Most of the alleles missed have a low
frequency in this population, It is important chey are detected in
grder to have available bone marrow domors with these alleles,

t present we are testing zero mismatched (HLA-A,-8,-DR} renal
EE | palca From. the GIT .l.:\l':' in arder to wvarifly the class I
serological type and to determine if detection of class I alleles by
oA cechniques would improse grafc survival.

MOCYTE GAMMAGLOBULIN IKDUCTION THERAPY IN THE MANAGEMEN
HLY SENSITISED RENAL TRAMSPLANT RECIPIENTS.
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KIDNEY TRANSPLANTATION IH PATIENTS OLDER THAN 60 YERRS
OF AGE - IS IT WORTH IT?

Abouna GM, Kumar MS5A, Curfman K and L=nj_‘.__'|_j_;.5 K

Divisics of Tranaplantation 5

Hahnemann University, Fhiladelphia, PA, USR 19102-1192
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OME THOUSAND LIVER TRANSPLANTS: SURGICAL
COMPLICATIONS AND OUTCOME

lsmail. BK Gunson, DF Mirza, B-H Ferraz-Neto, AD Mayer, 1A
Buckels, P McMaster.

e Liver Unit. Queen Elizabeth Hospital, Edghaston. Birmingham

The marked improvement in results of liver ransplantation have heen
attributed to better recipient selection, refinements in ongan preservation and
pr-:'u.aln.luul"._ improved -.'l|:‘-LI.'I1Ih. and anaesthetic techniques aided by

| advances, superior immunosuppressive regimens and better
r-n-.l operative management

The results of 1000 consecutive orthotopic liver transplants(OLT) performed
in this centre (721 aduliz; 160 children) were evaluated, comparing carly
(1982-1987; 133 OLT) with more recent ( 1988-1994; BT OLT) CXPCTIEnCe.
Changing trends in indications (primary tumours, fulminant hepatic failure,
alcoholic liver disease and retransplantation) and in vascular, biliary and
infective morhidity and mortality were nalysed. T |III1:- .I:l:k mortality
improved from 28% to 10%. Operative time (7 hours (range 3-12)
hours{range 2-11)), blood replacement (17 units (0.2-141) vs 5 LII1I1‘- [0-5
hospitalisation (26 days (0-153) va 18 dayvs (0-142)) were al 1 significan
reduced (p<0.05), COne and five year .1n_1uhrla£|. survival improved from 31%
and 41% to 79% and 74% in adults and from 47% and 33% to 78% and 7

in children.

Despite liberalisation of recipient selection criteria, use of more marginal
donors, and major surgical complications, patient survival continues o
improve




CYTOMEGALOVIRUS INFECTION AND COLONIC PERFORATION IN REMAL

FUNCTION OF ALVEOLAR EPITHELIAL ICAM-1 AND LFA-3 IN THE ADHESION TRANSPLANT PATIENTS
GJ Toogood, P Gillespie, 5 Gujral, B Warren, JA Roake, DWR Gray and PI M
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OQUANTEFICATION OF ADHESION BETWEEM CULTURED HUMAN INTRAHEPATIC
BILIARY EPITHELIAL CELLS (HIBEC) AND ALLOGEMEIC LYMPHOCYTES

BM.P. Leon, M.F. Bassendire, M. Thick, P Gibbs and J.&. Kirby

Dapartment of Swgery, Medical School, University of MNewcastle wpon Tyne
NEZ 4HH, UK,
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MONOCLONAL ANTIBODY THERAFY IN SMALL BOWEL
TRANSPLANTATION

BOWLES MJ, WOOD RFM, POCELEY AG

Department of Surgpcal Sciences, Clinicel Sciences Centre, Morthern General Hospital,
SheMeld

is to combine monoclonal antibodies (MAB) in order to block more than one inter-cellular

interaction. In this study we used a combination of i =Cd bAL (CEXCER ) ar
LEA-1 MAb (WT.1) in an attempt to prolong survival followang small bowel
transplantation (SBT) in the rat

Fully a TR tsed heterotopic SBT was performed between PYVG (RT1)
donors and DA (RT1") recipients. The recipients were given the following daily doses of
MAD by intravenous injection on days -1, 0 {day of SBT) and +1

OX38 WT. 1 Survival {days) Median
Contral T 1. 8.9 T
Group A Im'kg 6,6, 6 8 89
Group B Smz'kg & 11, 12.13,14, 17, 20 13"
Liroup ng’ &, 10, 1415, 16 |d
Group AC Imgkg ks o el B
Ciroup BC Smekg maky 6,99 12,13 q

*p= R Group A (Wilcoxon rank sum test)
I'he effects of these protocols on arculating cell populations was investigated m

s were taken for todal and differential leucocyte counts and f
v. The absohute CDd+ count of group Biu) fell by more than 7 Dant vy
i growp Adu) Maximal Q%38 binding site blockade wis roximately 40%%
respectively. In contrasi, WT. 1 blocked more than 80% ofits binding sstes and appeared
10 reverse the effocts of X33 because the CDd+ counts of groups AC{u) and BC{u) both
imcreased by more than 50%
In thiz study, therefore, combination MAb therapy was not beneficial, posgibly

because of the ingrease in circulating CD4+ cells mduced by W1




T AND B CELL RESPONSIVENESS TO DONOR CLASS 1 MHC MOLECULES
AMD PEFTIDES N LONG SURVIVORS OF KIDNEY ALLODGRAFTS

A M Benbam, G J Savwver and J W Fabre

Division of Cell & Molecular Biology, Institute of Child Health, London

Nineteen LEW rats with |:1nhl-$un-'wi|':g (=104 days) (DA x LEW)F; kidney allografis
were generated by treatmg the recipients with cyclosponn A for 10-14 days after
grafting. Cyclosporin A comgletely suppressed the early antibody response o intact
DA MHC clazs | molecules in all 19 LEW ratg, but 17 of the 19 rats developed
antibodies between four and six weeks afier grafting, 1.e between two and four weeks

after the ce n of cyclosponn A immunosuppression. Thus, in these |7 recipients, T

cells responsive for indirect recognition of donor class 1 modecules (for provision of
"|-.'|'|'- iR !.:l."".ﬁ:l W III'I'\.'III_I‘..::L' funciional
T'wo of the 19 long survivors did not produce antibodies to donor class | molecules
at any stage. Thesc 2 rats, and one of the 17 rats which did produce antibodies, were
immunised with synthetic peptides corresponding to regions of the DA class 1
milecule kno be rec sed by LEW CD4+ T cells. None of these long-sunvivors
suffered rejection episodes as a consequence of the peptide immunization. However,
all 3 developed sedf APC-dependent CD4+ T cell profiferation 1o the Emmumising donor
pepiides, and strang antibody responses 1o these peptides. In one of these long-
surviving rats, the peptide pniming resulted in the prompt development of strong
antibodies to intact donor class | molecules, This long-survivor therefore had
potentially responsive, but quiescent, T helper and B lymphooytes to the donor class 1
molecule, In the sther long-surviving rat without antibodies to imtact donor class 1,
de priming did not stimulate an antibody response 1o the intact donor class 1
mlecule. This suggests B cell anergy or tolerance in this long sunvivor. Thus in this
model of kidney allograft tolerance, B cell and indirect CD4+ T cell reactivity to donor
antigens is the normy, in spate of long-term exposure of the recipient to donor antigens
without evidence of rejection. None of the animals develop tolerance for the indirect T
ecagmtion of donor class | antigen. In occasional animals, potentially reactive B
cells are present but quiescent because of the absence of T cell help, perhaps as a
consequence of suppressor phenomena, And in other occasional animals, B cell non-
reactivity (anergy or tolerance) develops

RAPAMYCIN PREVE THE DEVELOPMENT OF CHRONIC REJECTION IN RENAL
TRANSPLANTS [N THE F3d4-LEW MODEL

1} Beckingham, SE Stubington, MC Bishop, KM Rigg

Fenal Transplant Unit, Nottingham City Hospital, Nottingham, NGS 1PB

Transplantation of kidneys from F344 to Lewis rats (which are MHC an
identical, non-MHC antigen disparate strains) results in the development ¢
clinical (proteinuria, hypertension, slowly nsing creatinne) and histological
features (elomerulosclerosis, tubulo-interstitial fibrosis and artenal intimal
thickening) of chronic rejection. We have previously wsed this model to show the
mmportance of immunoglobulin, macrophages and growth factors in the
development of these featurcs, confirming that chronic rejection 15 an
immunologically mediated process

T'o test this hypothesis, we used drugs with differing effects on the immunc
system to block various steps in these pathways. Cyclosporin, which is
immunosuppressive by viree of its ability to block 11-2 receptors on T-
hymphocytes, fuiled to prevent i evelopment of ¢ WC rejeciion at any
dosage. Rapamycin, which as well as inhibiting T-cell function, diminizhed
endothelial IgG1 deposition and growth factor receptor expression and prevented
the development of chronic rejection. Prevention was dependent on pre-
treatment with rapamycin and administration after the development of the discase
did not produce remission. Blockade of growth factor receptors alone using h
doses of angiopeptin (a non-immunosuppressive somatosiatin analogue) alse
prevented the development of chromic rejection,

Identification of the pathogenesis of chronic rejection explains why currem
immunosuppressive regimens have been imeffective in reducing the continuing
rate of long term graft Ioss. The use of immunosuppressive agents which inhabit
immunoglobulin production, or which modulate growth factors offers hope of a
treatment for this condition for the first me




THE RISE OF NEQPLASIA IN THE EURQPEAN RENAL TRANSPLANT
POPULATION HAS BEEN UNDERESTIMATED

N.J: London, E.J. Will", A.M. I:Ia-.'iE-’_ll'l"J J.P.A: Lodge

Departments of Transplantation and '.‘\.Ii‘.p]'.:':_:-l-:1:_]",.r*,
5t James's University Hospital, Leeds

Renal allograft recliplents are at an increased risk of
neoplasi " ';_,]h the extent of the problem has not been
established in tha typical Ewropean transplant population.
To assess this risk, a comprehensive retrospective atudy
was performed of %18 recipients transplanted at one centre
over 24 yeara. Elght local, regional, natlional and inter
national record sources were accessed for sach patient in
order to attempt maximum yvield.

The search revealed 70 patlents (7.6%) who had developed a
neaplastic le on with 10 hi:'-.rin:_'| more than one type. More
than 1f (42) were cutaneous lesions: 71% sgquamous cell
capcinoma, 29% bagal cell carcinoma.

The risk of developing neoplasia in the first 10 years
following transplantation was I4%. By 20 years this had
risen to 40%, compared to a 6% cumulative risk of
neaplasia in an age-matched control population (p<0.0056,
Kaplan-Meler analysis, EKologorov-Smirnov test).

The full extent of this problem in the European transplant
population has been underestimated and, as recipients and
grafts survive longer, there is a clear need for both
life-long survelillance and closer investigation of these
patients.

AMTISENSE INHIBITION OF THE MAJOR FIG EPITOPE FOR HUMAN NATURAL
ANTIRODIES

Karen 5'.r:'|-:.'|-|1, Andraw F‘reectl_ Yuanxin .Ku.-:. and Kenth l]ust,af'sgon'

Divisian of Cell and Melecular Bic institute of Child Health, 30 Guitford
Strest, WCTH 1EH Londom; 2. BioTramaplant inc., Charlestown, MA, LISA

Human natural antibodies (MAB) which can bind to carbohydrate
antigens of pig endothelial cells invariably mitiate the destruction of psg
tissues. This currently constitutes the main barmer to the use of pig organs
In transplantation. The: pig Gake1,3Gal epitope has been sagested to be the
major target for these NAD, We have used affinity purified buman Gakal 3Gal
antibodies and anti-hueman IgM and |gG secondary resigents in FACs analyses o
determine the target density of this and other epitopes on pig endathelal cels,
Our results show that ower 90% of the human igM antibody targets consist of
the (Gaksl,3Gal epitope whereas less than 5% comsist of other epitopes.
Human g5 antibodies also bind to less than 5% of epitopes other than
Gak:1,3Gal. i

The pig Gakl,3Gal wepitope B made by a specific
1, 3galactosyitransferase.  We have pravicusly solated cONA and genormic
clones cading for pig o, 3galactosyitransferase. Expression of the cOMA clone
in green monkey CO5 cells reconstitutes the expression of the Galal AGal
epitope in these cells as indicated by binding of [5-B4 lectin as well as
affinity purified human anti-Gaka1,3Gal MAbL,  Antisense oligonueleotides
designed to bind to the region for initiation of transiaton of the pig
al,3galactosyltransferase mRNA markedly Infabit the EX P EsSion of the
Gaks1,3Gal epitope on peg endothelial cells. Since this epitope appears Lo
constitute almost all of the target structures for human MAb on plg endothelial
cells efficient inhibition of this epitope using antisense technology i wivo o
ox viva should obliterate the hyperacute response to g HSSUes.




THE POSITIVE INFLUEMCE OF MULTI ORGAN PROCUREMENT OM REMAL G GUTCOME OF KIDNEYS FrROM OLDER DONORS IN OLDER AND IM YOLMNUER
SURVIVAL RECIFIENTS

Ja
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A SUCCESSFUL STRATEGY TO IDENTIFY ACCEFTARLE HLA MISMATCHES
IN HIGHLY SENSITISED PATIENTS AWAITING A RENAL TRANSPLANT.

§ Martin', H Liggett', DG Tate', PA Dyer', CD Short?, RWG Johnson®

"Tissve Typing Laboratory, St. Mary's Hospital,
"Renal Transplant Unit, Manchester Royal Infirmary, Manchester.

Highly sensitised patients (H5P), by definition, have antibodies 1o a wide range
of HLA specificities. Within the UK a scheme has been established whereby HSP
are prioritised and kidneys are exchanped if a donor has only one HLA-A or -B
mismatch (MM) with the paticnt and the MM has been previously defined as
acceptable. An acceptable mismatch (AMM) is an HLA-A or -B specificity to which
the patient dees not have antibodies. One accepied sirategy for the identification of
AMM is 1o screen HSP apainst a selected panel of lymphocyles having only one
HLA-A or -B MM with the patient. A negative result indicates that MM as being
acceptable. Such a strategy involves cytotoxic screening and reguires a larger cell
panel than is vsually aveilable at one centre.  In additon when sensitised patients
are crossmatched using flow cytometry (FC) that must also be incorporated into the
seTeening programme,

Our profocol invalved initial cytotoxic screening of one or two sera with peak
antibody reactivity from each of the HSP (Screen 1), Patients known 10 have only
IgM autcantibodies were excluded. An BD cell pane]l was selected to include all
common and some rare HLA specificities and o avoid common haplotypes. If a
patient serurn wat negative against a panel cell then that serum and up o 10 others
froan that patient were tested against that cell using FC (Screen 2). When a patient
was fegative by FC then all available sera were cytoloxic erossmatched against that
panel cell (Screan 3). Only after a negative result in Screen 3 were the HLA-A and
-B MM between the E!!..l."ll.ﬂ cell and the :._kdri:_'ul defined as AMM

Of 35 HSP entering Screen |, 26 went on to Screen 2 bul only 6 of those were
then negative and went onto Screen 3. The 6 patients negative by FC had been tested
aganst & to 16 cells but were negative only wath between 1 and 5 cells, At the end
of Screen 3, only 3 of the 6 patients had negative resulis with 2, 4 and 5 cells
respectively and have now been registered in the HSP scheme with 1, 6 and 7 AMM
This was a rigorous but successful sirategy for the definition of AMM. However, the
workload and hence cost implications were considerable which is an issue that must
be addressed when HSP are being considered for transplantation.

HICKEY DP.

IKTENSINE IMITIAL QUADRUPLE IMMUNOSUPPRESSION IN THE MARAGEMENT

SIMULTAMEOUS PANCREAS KIDMEY RECIPIENTS

LITTLE OM. GLEESOM MG., BAKTHAVATSALAM 8., BALUCH WA.

pept. of Tramsplantation, Beaumont Hospital, Dublin %.

Betwoen December 1992 and December 1994, we performed 12
consecutive simultaneous pancreas kidney [5PE) transplants in 7
male and 5 fe & recipients. A1l patients had suffered Tong-term
{nsulin dependent diabetes mellitus 10DM (mean duration 21 years)
and were 1n established renal fallure {mean duration of dialysis

13 iths) p 0 transplantation. Post-transplant, intensive
immunosuppression consisting of ant 'ﬂynlginulif LATE Fr¢?9n1|s Rl
cyclosporine {CsA), asathioprine [AZA} and prednisone was instituted
in all cases. ATG was continued for a total of 10 - 14 days and

a sA whole blood level (Incastar R of = 400ngfm] wias maintained
for the first 30 days post-transplantation The CsA dosage was thern
adjusted to maintain whole blood levels in the range of cbl-aalngimi.
Mo patient required dialvsis following transplantation and ali
allografts functioned immediately. A1l patients received anti-
cytomegalovirus (CMY) prophylaxis in the f
gancyciovir in the immediate post-operative periol o
high dose oral acyclowir. Only 1 patient veloped clinical
(MY infection which responded t¢ 1ntiraven gancyclowir therapy.

Mo patient has suffered any episode of acute rejection. With a
mean follow up perfod of 10 months, all patients have excellent

renal function (mean serum creatinine 153mmol/L despite the high
dose CsA regime employed. Eleven of the 12 patients are insulin
independant. One patfent developed Type 11 diabetes, B months

post-transplantation.

In summary, weé believe that initial intensive CsA based immund

suppression is a safe and highly effective regime in the management
of SPK recipients without compromising renal function.




THE DETECTION AND CLINICAL IMPORTANCE OF ANTI-ATG ANTIBEODIES
IN RENAL TRANSPLANTATION.

B K.Shenton, Alizan Bell, M.D White, J Anderton, P.Waraicker, G.Proud, R.M.R. Taylor
and J.LR. Forsylhe

Departments of Nephrology and Surgery, The University of Newcastle Lpon
Tyne Newcastle Upon Tyne NE3 1UB. England

Monoclonal and podycional anli-lymphocyte preparations are used in
solid organ frensplantation, both for the induction of immunosuppression and
the treatment of steroid -resistant rejection. In our centre rabbit anti-thymacyte
globulin {ATG, Merieux) has been used in 30% of palients over the past year
and expasure 1o the xenogenic protein component of this preparation may lead
1o the development of antibodies directed against the antilvmphocyte globulins
Since the ATG iz administerad with concomitant |mr unosuppression the
likelinood of an individual patient mounting a significant antibody respo -
been hard to predict The aim of the prasent study was 1o daterming the clin
relevance of the presance of anfibodies to ATG using both an ELISA and
cytomelric assay. 27 sara from patienis who had received ATG therap
analysed with both assays and a hundred fold increased sensitivity of the f
cytometric method was foun he cylomairic assay was also rapid and
spacific

al i of serum from a renal fransplant petient given a

second course of ATG for rejection, showad an initizl elevated level of anti-Al
anfibadies (litre-1/78000) before treatment which rose to a titre of =1/380000
after treatmant. This w accompanied by T (CD3+) cell escape from the
ImmunosUpRErn ‘B el @ The wuse of 8 second ATG preparation raised in the
horsa pemmitted su &ful treatmeant of the redection ep & {a be echieved

This study has shown that the newly developad flow cytometric assay
can detect tha pre e of emely. low / ; of
antibody to ATG o be detected thus allowing nis
who require second courses of ATG therapy. Ind in ane patient, ATG
sensitisation occwred after a single dose and after a time interval of 20 manths
a rapid antibody response developed which abrogated the therapsutic effect
of further ATG therapy

Immediate and permanent skin replacement with allograf

the ireatment of condifions invelving massive skin loss, : we major bums - Al
present this is not feasible because skin provides one of the most powerful an
challenges of any transplant. The reasons for this immunogenicity are not clear bui may
include  the following: tissue-specific  alloantigens;  delayed revascular I
upregulation of major histocompatibility antigens on keratmoc and especially
presence of L hams cells (LC) Langerhans cells, members of the dendritic cel
(D) fa , @rg highly specialised leukocytes with i1 P unctions n the initiation
of skin allografl rejection. LC migrate from skin graft il are uniquely able 1o
stimulate naive T cel nd initiate immuone responses within the recipient. Aldthough
skin t-_rul'l rejection has n shown to be !_'il,~|'-|,"-||:|'1rll oy intact hym EiC conneciions,

the evidence that LC mig

afting, rare cells expressing donor major histocompatibility complex (MHC) cl:

cubes were detected by immunocytochemistry in frozen soctions of draining bmph

nodes (frequency | cell / 20 sections | p < 00 ws syngeneic grafis) and spleen

{frequency leell / 2 sections, p 0.001). This low frequency of detection may b

due o low numbers of LC leaving the graft (- 1-2 x 1 ‘fem’ |/ day; ave:

Jem™). Therefore, various doses of fluorochrome-labelled, 1.C-enriched epidermal cells

were instilbed nto an abdominal subcutaneous pocket to mamic cell entry o a8 skin graft

bed. Label was detected in draining but mot control nodes 24 hours later providing that

a minimum of 1 x 107 LC was instilled. L'sing the polymerase chain reaction (PLE)

technique we further demonstrated that cells containing donor MHC class-11 mEMNA

were present in draining, but not control nodes, 24 hours after skin graffing or the

instillation of donor LC. We conclude that ep Jermal LC can enter drainn

nodes after skin grafiing. the probable route by which a recipient niay become st

to & skin t. The significance of donor MHC class-11 positive cells in re

spheens is being evaluated in current expenments




SURYIVAL OF REMAL RETRANSPLANTS CAN MATCH THAT OF

PRIMARY TRAMSPLANTS.
Connolly J, Dyer PA, Martin 5, Sinnott PI, Parroit NR, Johnson RWG.

Renal Transplant Unit, Manchesier Royal Infirmary, Manchester
Tissue Typing Laboratory, 5t Mary's Hospital, Manchester

Recent reports show that survival rates for renal retransplantation have improved
throughout the 1980's with one year graft survival ipproaching that of primary
transplants. The reasons for this are not clear, We have compared the results of 344
primary and [46 retransplanted adult cadaveric |r4n~_.,.-_:L1n'_~> |'u:r|'|rr'.r|ud in our single
centre over two periods from 1984-1988 and 1989-1993 to identify any improvemen!
in survival and determine possible causes. Varshles subjected to uni- and
multivariate analysis were HLA-A, B, DR mismatchimm), cold ischaemic
time(CIT), delayed grafi function{DMGF), acute rejection, donor age, previows grafi
survival time and ime on waiting list, Immunosuppressive protocols were the same
throughout the study period.
Actuarial lyr & 3Syr patient survival for primary and retransplant groups were
unchanged between epochs despite increased mean recipient age in the second epoch
(3% 2dyr v 42.2Tyr p=0.0005). One vear & S5yr act ua'l.ﬂ graft survival in |I¢
first epoch for primary and retransplanted groups was 83.9% & 63% and 73.1%
58.2% with a significant improvement in the secand epoch to B7.5% & 75.8% .u::j
BE.6% & T6.4% (p=0.001). There was no significant difference in the rate of DGF
between primary and retransplant groups within or between epochs ite CIT being
significantly increased in the second epoch (20.16h v 25.12h p<0.0001) and an
increase in older donors (> 49%yr) during 1989-93(p = (LOMOT).
During 1%84-85, 0 DRmm transplants comprised 45% of primary and 48% of
retransplants increasing to 58% and 61% respectively during 1989- ';1?.[;1—U_'H_It_l|_
Second epoch O DEmm grafls had significantly fewer rejection episodes than 0 DR
mm grafis from 1984-88 (mean 0093 v (L72 pe=0.02). Apparent homozvgosity of
HLA-DR specificities was reduced from 21.4% in the period 1984-88 w 11.3%
Befween [989-19935 (p=0.00001). From 1984-1993 significant improvements were
made in lymphocytotoxic anfibody screening, crossmatching and HLA-DER definition
We have shown that survival for retransplants can match primary transplants and
propose that this can be achieved by both intensive pre and post-transplant antibody
screening as well as minimising HLA-DR mismatch,

PRE-EMPTIVE CADAVERIC RENAL TRANSPLANTATION: OFTIMAI
MANAGEMENT OR UNWISE USE OF SCARCE RESOURCES

JA Roake, AP Cahill, DWR Gray and PJ Maorris

Orxford |'r;;||--,|:i;,|-.| Cenire, The Churchill, | ||.':|-.'.i|'+'|l|:'|. Oxford OX3 7L

Background and aims: Pre-emptive cadavenio renal transplantation (PCRET) muxinnses
the chance of maintaini ality of life and may avoid the moshidit :Jr _..J.| 515
together with the asso 2 Ar 0515 "'|- S I'lLI'll.I" I.:I'-u.". b «
which include the p | re the
presul in wiksted or ti risk of gra e with conversi
.I|<.x\|~-.l.c-c1._:||~.| 1, and o sinty of the safet f PCRT: there is some evil

that the immunOSUPPressiy 3
We have performed i case-control & }-m of |I ¢ outcome of PCRT in one centre and,
with the aid of a co I - | » goupght to predict ay the optimal time to place
||.,|._||- with chronic renal sadaveric transplant s I ist with respect to
financial costs and b the implications of PCRT on the wtilisation of cadaveric organs,
Methods and results: Patients who underwent PCRT between 1976 and 1993 were
compared oo mi I cohort of contemporaneous: first cadaveric (ransplant rec .'ll':"‘”':'.
who were dialysis-dependent when transplanted, 1060 |:.||i enils med the criteria for PCRT
and they were well matched to the copteol grouy sex, age. blood gn
HLA match, sensitization, denor age, dondrs
of transplar e were no significa -

Bo.6% va. 9ILT oraft survival (5 year: 69.2% vi. 37.0%) O g i .~|:~.=-.--_.-L_
by 1.2 and 3 year plasma creatinine (13936, 13927 & 150320 vs. 5028, 14627 &
14440 § CRT and & respec

o examine the ||T|'IL|'\<|| ons of IlI.ILL-I'lJ_I.II om @ transplant waiting List be 1
dialbysis, o Markov-type computer-hised model wos establizhed 1 he cumulative
costs and organ usage associated with PCR] ] hout a wide range of condition
chosen 1o nurrar those alent in UK tran units, and encompassing p

praft survival, transplaniation rates and the relat st of transplantation vers

inclusion on a transplunt wasling in' before the predicted date of end-stage res

wias associated with & financial saving at 3 or 3 years but af the exy of greater usage
of kidneys, The of I timin ¢ placement on the waiting list was dependent upon the
;,',;,r..l.u.'}.- of the pre tion of tme 1 M A e, Lhe i of dialysis selected
when required, and the expected peric : i
Conclusion: PCRT appears to be safe and can resull in cost Savings DUl oy ITrease the
totul mumkber of | s required. Early inclusion on a transplant waiting list with a view
1o PCRT can be justified if i allows better overall HLA mat ching and graft survival, o
compensate for the greater organ usage that would otherwise occur.




