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rTCeshury

We investigated: is there a lack of consensus between specialties on the medical contra-indis
1o organ donation, and are there disagreements also within specialiy?

The specialties represented were © intensive care by presidents of the Intensive Ca
transplant co-ordination by chaimpersons of the Association of Transplant Co-ordi
ransplantation by presidents of the British Transplantation Society, cardiothoracic tras
by colleagues at Papracrth, and liver and cormeal splantation each by one surgeon,

neral medical ¢
stz were asked 1o scare specific organs
(1 = transplantation in conira '||.J||L,J||_|J 1m p.:.l.l.[h._u suitzhle & requires discussion, 3 =
transplantation, or % = not assessed). The only additional available inform:
caiese of death of the deceasad

Mean age al confirmed brain-stem death was 4009 years (s = 22.5 years) for the 437 cases, ._,[
whom 68 (16%) were aged 14 years or younger and 144 (3:

194 {4 1ales. Renal specialisis rated 316 ) cases identically and 1

disputed scorcs (80 contra-indicated requires discussion, 27 reguines discussion iransp
displayved no systematic bias betwesn eatess, [ on ¥ four cases was there serions disa

Between transplant co-ordinators and between intensive care specialists there was sysic
disagreement in assigned kidney and corneal scores, wilh the same scarer in cach pair being always
the more liberal in interpreting the described medical contra-indication.

Transplant surgeons considercd that kidneys were ransplantable in 28 (6%) oot of 1

indicated 437 cases, the liver in only § (1%) but corneas in 209 (48%) patiets, In no id the
cardiothoracic surgeons congider that heart or lungs were transplantable. Comeas apart, it is
reagsuring that few transplantable solid organs wers missed. Raters' comments on this exercise
sugpest that pr':f._mml.'l] teaining about soitability for transplantstion should focus on ; baclerial
versus viral meningitis, donation of extra-renal organs in the context of renal failire, musculas
dvstrophies, previous malignancy in the context of comesl transplantation, relaxation of donor
contra-indications for emerg recipicnts.
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TOTAL ATREIOVENTRICULAR ORTHOTOPIC HEARRT
THANSPLANTATION: A PROSPECTIVE RANDOMISED CLINICAL
TRIAL IN 56 COMSECUTIVE PATIENTS.

S EKendall,
Wallwork, PM

Transplant Unit, Papworth Hospital,
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SURVIVAL AND QUALITY OF LIFE OF CYSTIC FIBROSIE PATIENTS ACCEPTED FOR

HEART=-LUNG TRANSFLANTATION

Caine N, Sharples LD, Dann

Tranosplant Unlt, Papworth
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B Bigeina, PA Mullins,

Wallwork, . Large.

Transplant Unit, Papworth
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BINGLE CENTRE EESULTS OF PERCUTANEOUS TRAMNSLUMINAL
COROMARY ANGIOPLASTY IN CARDTAC TRAKSPLANT PATIENTE
WITH CORONARY QCCLUSIVE DISERASE.

Mullins, A Chauhan, LM apiro, SR Large, J Wallwork,

ofield.

ylant Unit, Papworth Hospital, Cambridge,

corenary angicplasty (PTCA} of

proximal arterial lesions in cardiac transplant patients with
coronary ecclusive digease produces short=-term improvement in
The subsequent effects on prognosis and

aof this form of treatment are as yet

1 in the treatment of 24 coronary

| cardiac transplant E:-._l'!'j_r_'u_r_'_-'.. at aur

ptember 1991. All patients had significant

stenoses (> 50% arterial diameter) with evidence of

1t of coronary perfusion on eith exercise ECG or

tape sScanning. FTCA. vas performed on 13 left anterior
ending nary artery lesion 5 right coronary, 2

lesions=, 2 obtusa i 1 2 FDA artery and one

Yy lesion. Pri angicgraphic success

was achieved in 18 of the 25 lesions (75%). The overall time

from transplantati CA was 58 5D 21 months. The
recurrence rate of | treated lesions at 2.3

months SD 1.2 . of 17 treated (12%) and at 15.1 SD

months a further 2 lesions had recurred (243 ovarall
urrence rate). From the first pre-treatment film to th

test as lable follow up t 5 on fraction measured by

left wventricular angiocgraphy in the treated group fell

5lightly from §3.4% SD 12.5% to 51.6% SD 12.5% { NE). In

he & patients 1in whom PTCA failed, the initial ejection

~action was 42% 50 14% but anglography data is

plete. Of the 13 succe:s treated patients ocne

tient has died compared to the ve patlie ;A PTCA

uld not be performed where one patient has died, another

tient had a cardiac retransplant and a further patient has

ronary art g 5 surgery [(difference 1n inical

even ) 1505 ] ers exact test). Corcnary angio
has a accept : primary success rate and recurrenc
an improve outcome in selected cardiac tran

patients with coronary occlusive di:
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HANAGEMENT OF ORGAN DONORS
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IN VITRO CORRELATES OF FULMONARY ALLOGRAFT HEJECTION
AC Cunningham, JA Kirby, IC Colguhoun & JH Dark

Dept. Surgery, Medical School, University of Newcastle upon Tyne, NE2 4HH

A canine model of single lung transplantation was used to correlate clinical
diagnosis of rejection (transbronchial biopsy, X ray) with immunological assays
in the face of tapering doses of Cyclosporin A (CyA). Disparate combinations
of donor-racipient pairs were selected on the basis of mixed leukocoyte responsas
[MLR). Five transplants wera performed in Beagles and donor respansivanc
measured at weekly intervals. Peripheral blood mononuciear cells wer
investigated by the techniques of limiting dilution analysis and MLR.
cytotoxicity of non-adherent lavage derived cells (LC) to donor pulmonary cslls
[J‘.IF’C'J was determined by Chromium release assays. The ability of LG to
prafiferate in the presence of riL2 was also assayed. 1gG levels to DPC were
determinad by FACS analysis, and the abllity of these antibadies to lyse DF-u; b
an antibody dependent cell mediated cytotoxicity (ADCC) mechanism was
investigated.

The recipients had stable grafts and were immunologically unres '|:'>i'1.'f'
when receiving 20-25 makg CyA per day. All the recipients rejected their grafts
when immunosuppression was tapered, Clinical signs of reject on were
observed at CyA doses of between 17 & 9 ma/ka/day. The only consistent in
vitra finding was a rise in DPC specific |gG levels at the time of biopsy confirmed
rejection. ADCC activity was observed in the plasma samples from "»."c
transplants before the clinical diagnosis of rejection. Cytotoxicity of LC was
-:.'e-’11-:u"|'-"fa‘.{3d in 2 animals when mild rejection was confirmed, II,,....,..x..,

frequencies increased in 3 animals during severe rejection, and LC
“rr_;llfe ation with L2 was seen in 4 animals at this time

Mo single immunological assay was effective at diagnosing pulmonary
rejection in this animal model. ADCC activity preceded clinical diagnosis n:I
rejection, and in these animals, the majority of other assays tested gave positive
results at the fime of biopsy confirmed rejection.

FAPER 10

HISTOLOGICAL AND  IMMUMNOHISTOCHEMICAL FEATURES IN
PATIENTS UNDERGOING TRANSBRONCHIAL BIOPSIES 6 MONTHS
FOL ]JU‘#".I\L- LUNG TRANSPLANT, U 10N

D.5. Milne!, A C:.J:\-:c:llj:_r.-. I, Wilkes!, L. Sviland®, A, Pearson®, T. Ashcroft’,
AJ. Malcolm!, P. Corris®,

University Departments of Pathol ogy' and Child Health?, William Leech Centre
for Lung Research®, Royal Victoria  Infirmary and Freeman Ho spital, Newcastle
upon I}m,_

As part of an ongoing prospective study of the histological and immuno-
histological features of allogeneic lung transplant biopsies, we have performed
a preliminary review on biopsies taken from 22 |:'I¢_l.i.|u.w approximately & manths
post-transplantation. Biopsies were separated into the following hi: i
groups: normal (4], rej L.'m' (9, u*ﬂ.-.t-.- (2), obliterative bronek is (1),
multiple/non-specific features (6). Of ll"hlulnmtl no decline in pulmonarny
fUl-.th{' LEI\- I!':'Rtuw._ histol wormalities. Al e biopsies from
il abnormal

[m.r_e_1 tissue ':.IL'I1 Ilm.d bl..'l'lL][-ul.LL'l.J‘:i.} [Ju.u .1L l..lul..-\_'l::"ﬂ- were stained
immunahistochemically with a range of lymphoeyte and ¢lass 11 MHC markers.
Comparison between normal and rejection biopsies suggests that there may be
increased expression of HLA-DP on endothelium in acut nary rejection.
HLA-DR was widely expressed in all biopsies. Se hiopsi
containing lymphocyte infiltrates showed predo Iy
lymphoecytes regardless of histological sis. In none he cases did natura
killer cells or B lymphocytes form significant components of inflammatory
infiltrates.

This study shows a good correlation between clinical and histological
diagnosis and suggests that the expression of HLA-DR and predominance of
CD§- -positive lymphocytes may not be specifically related to acute pulmonarny
rejection,
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PAPER 12

CORONARY MICROVASCULAR FUNCTION IS ABNOEMAL IM
PATIENTS WITH CCOROMARY OCCLUSIVE DISEARSE AFTER
CARDIAC TRANSPLANTATION.

PA Mullina, A Chauhan, 5 Kendall SR Large,
Schofield.

P P
Cambridge, CB3

Transplant Unit, Papworth Hosp

Coronary o lusive disease is 8 - major
ol ] transplantation. It i

investigation
microvasculature.
coronary - low
endothelial depe
cindothelial |i-:'-[:r":|i-' it
with COranary
transplantaticn.
patients I

angiography
a pras 3]l ©
LAD (mean s

was inserted in = - al

Coronary artery ] n & patient

percentage

. d
intracoronary | arine (Fap), and gly yltrinitrat
followed 11 1) Ce 1
nyperaemla : 1

ratio of
impaired

versus 4.2

peak to rest:

in Group

1 patients ce

(p=0.04}

groups a

non-endothelial 23

impaired in ce i Crans it pa I wi I proxi
1.[.:._. - . 5 T ¥

function

Seen in

disease.

Tresars

nseas




PAPER 13

TRAHSPLANTS
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THE EFFICACY QF OKT3 IN TREATHMENT GF

STERQLD

RESISTANT ACUTE ENAL ALLOGEAFT REJECTION

P.A. Rowe, K.S Far Joh,
R.5.C. Rodger, B R. Junor,

Low a3

Renal Unit, Western Infirmary,

The leng term ocutcome successful
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1986 and June 1991,

confirmed by graft 1"n“.."}' and resis 1t

steraids in i of 3486 renal truh;p:znt
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resistant acuta renal transplant rejection in the majorit
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INDUCTION ©OF SPECIFIC UNRESPOMNSIVENE USING CELLS
TRAMSFECTED WITH DONDR MHC GEMES - EVIDENCE FOR INDIRECT
PRESENTATION OF ALLOPEPTIDES IN WIVO.

kathryn Wood, Yvonne Bell, Daniel Shoskes and Peter Morris

Muffiald Department of Surgery, University of Oxford, John Radcliffe
Oixlord, OX3 200U

We have shown previously that cells of recipie
single donar MHC ﬂr'nr'-' -:*.‘m be used to induc
unresponsivanass 1o fully ogeneic cardiac |"‘ 2TLS, LILF i
were obtained in & sing 'r'j bl rain combin n, C:E?}JL 10[H-2¢ ';- fo
'F.k*:: and have now been confirmed in this study using BALE/¢ [H-2

I "'i‘-cl% cells expressing either s 1r'Ir_- donor
class I, 149 and IEY moleculas i 1 shown 10
to BALB/c heart grafts when used 1o pn. reat C3H recipients IV
before 1r“n~pl*~~. ation (median survival time contr c'J 0d; DO - _-'-U;'.. KO - i'h..
d.: 1A - 17d.: IED - 154.). Trl-- capacit
to be dug to the intrinsic immunoger 1 ?ffL mo

=
antigean ad de ared durning pretreatment,

Ld - *::

honw
SMOWT

transfected cells in vivo.
i l&'-a..'-,' sections from treated m
antibody s ‘i"i-: fr:' :;'Uh r,t'r-' al
i Both technic
metalophil zone, a ﬁ“ﬁ" '-' r-*' area -r;[ the spleer
in antigen presantation. Low density antige ( :
(LODACS) were isolated from the spleens of C3H racipients ,._.I gl with cells
transfectad with either the D9 or KB class | a chain and were found to stimulate
a proliferative respanse in naive syngeneic C3H T cells. Mo pro
chserved when the APC were isolated from the spleens of re
untransfected L 5. These data strongly sugoest that indirect
ides derived from the donor alloantigen by recipient ARG
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CYTOKIMNE EXFRESESION TN ENDOMYOCARRDIAL BIOPSEIES FOLLOWING
CARARDIAC TRAMSPLANTATION

D. Cunningham, M.J. Duan, M.H. Yacoub and M.L. Rose

Department of Cardiocthoracic Surgery, HNational Heart and
Lung Institute, Dowvehouse Street, London S5W3 &LY, UK.

Diagnosls of acute rejection in heart transplant reciplents
is based aon histelogical assessment of endomyocardial
‘t;j,ﬂpr'.i the presenc and extent of a mononuclear infil-
trate being diagnostic of rejection. Cytoklines play an
essential rele in the interactions of lymphocytes. Howav—
er, it is not known which cytokines are important in graft
:’ﬁjnfttn‘m, whether they are produced locally within the
graft, and whether ..2".;1" detection in the graft
assist early diagnosis of rejection. Cytokina pre
seguential E.‘l".i".‘lﬁ.';-'-'.‘ll'_'élrl':iél_ siaes from a series

k
cardiac transplant re f-;p:u:u._r_, are being analysed to address

these questions. Using specific primers designed from
published cDNA seguences, the RNA extracted from each
bhiopsy was converted to cDHA and analysed for ILla, ILZ,
IL4, THFex and THFR by amplification with the polymerase
chain reaction (PCR). Ampli _i product was guantitated
using radiolabelled primears dezscribed by Murphy et al
{Biochemisiry 1590, 291 10351-10356). To date, of 6 pa-
tients being monlitored, 5 had histelogical evidence of
rejection in i or more of their Hr;‘.:—‘.'_-ﬁ:r. and T12 and/or Iid
were amplified from a parallel biopsy collected at the same
time. In contrast, THFa andfor THFR mENA was amplified
from about 50% of the biopsies L.*:.-L_J and was detected in
biopsies from patients who had no | rlogical evidence of
rajection when the sample was of

PAPER 18

POSITIVE CORRELATION OF ANTI=-ENDOTHELTAL ANTIRODIES
WITH ACCELERATED CORONARY ARTERY DISEASE AFTER CARDIAC
TRANSPLANTATTON

M.J. Dunn, 5 Bradd, M.L. Ros d M.H. Yacoub

Department of Cardiothoracic Surgery, HNational
Institute, Dovehouze Streaet, London SWl 6LY

Accelerated coronary artery Jdisease
ificant factor i long-term surviv
ansplant reclplents. = '.:'Jt.':u:;c_;-:*t:\'..ic' mechan
»lved in this disease are unknown, but an
= been suggested. : jua of HDF—F":"H-T
'n::t:lr' -ting has been used detect the
I icity of anti-endothelia ;
cardiac transplant recipients. Proteins from {.ult'.n'ﬂ-."}
human wmbilical wein endothelial ells were separated
to Mr by SDS-FAGE and blotted onto nitrocellu-
H" ots were probed with serum 1'_1"':.. 21 patients with
lly proven CAD and 20 patients without evi-
one and two vyears after transp Bath
serum and serum ..--.lul[.-}'.'!' callected one and two
slant were of MJ‘I_' CAD group,
patients were ]-o.-.A-.ix-'n fx anti-endothelial
compared with 9 ocut of 20 patients in the non-
group. T*'r—rm'"n e, of the 20 positive tients in the
group, - E: .nLitJuci;ﬂ:::. I ctive with a doublet
rpeptides ¢ 62 and &0 kDa at the time of diagnosis
Thrae these patients had these an sdies prior
splantation. In contrast, enly 1 of the patients
CAD group had antibodies of this specificity. Thi=
deublet as not detected when patients’ serum was teste
against proteins from cultured A549 epithalial cells.
z2 of these proteins suggest that they are not products
of the major histocompatibility complex. Thay are currant-
1y ';1;:inq further characterised by proteln microseguencing.
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RENAL ALLOGRAFT REJECTION: THE INDUCTION AND FUNCTION OF A ROLE FOR INTERLEUKIN INTESTINAL GRAFT-

£1 3= [RF_8 0

ADHESION MOLECULES ON CULTURED RENAL EPITHELIAL CELLS. RRSCTION,

VERS

Y Lin, JA Kirby, G Proud & RMR Taylor. Allan McI Mowat & Michael B Widmer. {(Introduced by
Bradley)

Department mmunology University of Glas gow P WEs

Department of .__,l,||. ary, Unive rait i af Newcastle u pon Tyne, NE2 4HH, UK. Infirmary, Glasgow, Scotland & Immunex Corporation,

Wh, USA.

Activated lymphaocytes may rélease cytokines including IFMN ,' ar‘u::l THF-a e e e
w‘h n n.';mft tissues c!u*mq rejection, These cytokines have been used in a study ~aft-versus—host disease which remains a
af Liction and function on cultured renal epi tr elial cells. omplication of allogeneic bone marros --rm*“r 1H
.-I..-nmn r-:m_-l r.'[.'.u:r..r.-l al cells were prepared by mechanical disaggregation shown previocusly that sol
and fractionation of cortical tissue and were cultured with recombinant interferon-y RERGERESOhRL Bodela L antes s e
(IFN '.'. and] for tuMoLr necrosis factor-a (TMF-2) at concentrations up to 1000L/m| i "‘"t] )“r_‘vr ll t”“‘“]; ELpEHEIn e n‘-_ll::(__:"’r* 'n"\r'_;;'”___',::’(‘_'__[m_ E
over @ time course from 010 120 hours: Expression of the adhesion molecules I e manany, ooy
ICAM-1 and LFA-3 ware guantified by flow cytometry. |FN-y increased expression important mediator of alloreactivity in i |
of ICAM-1 but had no elfect on the expression of LFA-3. TMNF-e upregulated bath investigated whether IL4 plays a rola in intest 3
ICAM-1 and LFA-3 and synergised with IFN-y to further enhance expression of Unirradiated adult Fj mice giwen parental Iymphocyte:
both these molecules, a mild enteropathy, with increases in
fled lymphoid cell binding assay was used to assess the function proliferation, erypt length and 1 !
ion molecules after stimulation by |rr~.---.= and THF-a (see tabls) intr u“u“hr_l ial lymphocytes.These altera
in a dos lependent manner by trea 1
qni,l,m'lﬂ u1~r- Binding : _':'.-:.':[3{.‘.Cll.‘|l'|.-._ antibody, or with a soluble J.qux:. of the muri
{ivean = 2.d.) xptor {IL4R) . Hon soluble IL4R had no effects
Horbol f=dal= destructive intest inal pathology whaich
1] r.-.J ]411 [= I"‘] mice wit GYHR, Or ON SYStemic aspect
IEM-+ {1000l dor 44 %] 37. G =0,01 & AL ight loss, pleanomegaly and activaticn of
THF-a [100U7mI for 48 haurs) A x45 ; =0,01 hus, I.L--: may have a selective role as a local
[FM-y and THF-a 4B R + 48 =001 induction phase of 1 mu nologically
‘ q 5} warrants 3 |'|'-_f-_’_':_'-1|_';'_:|;-:|‘__'_|:_:|_"| a5
The efficacy with which mcnoclenal antibodies to ICAM-1, CD11a, CD1E, LFA-3 immunotherapy in GvHR and other fco
and CD2 blocked immune cell binding was also tested using this assay system.
Combination of antibodies t 1 and CD18 and to LFA-3 and CD2 were
found to be most effective at inhibiting lymphoid cell binding.
A combination of IFN-y and THNF-g are able to enhance the expression of
both ICAM-1 and LFA-3 on the surface of cultured renal epithelial cells. These
adhesion molescules are functional and can enhance the binding of potentially
araft damaging lymphaoid cells
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THE ROLE OF MITRIC OXIDE IN THE IMMUNOPATHOGEMNESIS OF GRAFT KIDMEY TRANSPLANTATION |N AT, IgG ANTIBC 5. BSPECIFIG FOR
VERSUS-HOST REACTION GRAFT TUBULAR EFITHELIAL CGELLS FaIL TO .:' ELOP AFTER PHE-
Paul Garside, A.Mcl.Mowat, A.Severn & FEYLiew (introduced by Mr COFERATIVE DONOR ELOOD TH
A Bradley)
MR Bajasekar, JA Kirby, BK Shenton, G Proud & RAME Taylor
Department of Immunology, University of Glasgow, Western Infirmary, Glasgow. Department of Surge

Mitric oxide (NO) synthesised from L- df:ll"lr‘.'? by endotheiial cells mediales a is study the role by graft-specfic humoural immunity in
¢ of biglogical functions. including vascular relaxation and ‘snhancement” of rat renal alfografts after nerative donor blood fransfusion
neurotransmission. In addition, MO s important 'r'r several eflector funct m*a.:_w was investigated.
activated macrophages (m4) and rpc{antlrl it hEen .:5-,:,.,.-,,,-, that B = PVG rats |r1 one graup were transfused with 1ml of DA rat blood 7 days
invalved in the immunopathogenesis of experimental diabetes. Here we have prior to orthotopic unilateral transplant 1 of DA kidneys. A second group of
examined whether NO also plays a role In Immunopa thology ”n.,_.l';.*.u" with rats was not transfused prior to transplantation. On each day alter transplantation
alloreactivity in vivo. Increased levels of both NC and NO synthass (NOS) were blood 5 taken frol ats ir 3 and af b | et
detected in the spleen of Fy mice with an n.':r-cr.r:ri:*'u':l':t:;i graft-versus-host activated an;:l > | &t -20°C. st kicdney tissue was dis: Hn'-“*l l‘.u'
reaction (GvHR) induced by transter of parental lymphogytes, Treatment of HEgE. EIQUEN £ ity el e H_,
mice with L-N% manomethyl-arginine {L-NMMA), a specific inhibitor of NOS
ahhtnrj all aspects of the intestinal pathology normally found in GvHR,
ng crypt hyperplasia, increased epithelial express il elass || MHC
and r'.:r-—uied lymphocylic infiltration of the epithelium. The effects of
1A were dose-dependent and were not merely due to delayed onset of
the disease. L-MMMA bhad no effect on splenomeagaly in GVYHR, but reduced the
concomitant activation of natural killer (MK cells. Thus, NOQ is g critical effector
mechanism in the tissue pathology of GvHR and NO inhibitors may have
apeutic potential for modulating a variety of forms of immunopathology.

Flcrasusnce

Feletivs Kedian

Caye Post Transplantsfian

) cells
! serum taken ¥ days af tation from non-transiused rats
i from i
ant serum

ncrease in median fluorescence indicating dev snt of graft cell speci
antibodies. Transfused rats failed 1o velop Ig i ¢ for either donor MHC
ar renal cel zociated antigens. G ennancement may be due to failure of
either AD-”ILJ X SRR ealated SroRSis IR AINEL transhused with donor
blocd betore
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ROTOXICITY 1M REN:

M OWilkis, J Beer, #*A Daaney, MJ Raftery, FP Marsh

Jepis Mephrology, Roval London and #*5t Bartholemew's Hospitals, London. UE.
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ALLOANTIGEN
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DR MATCHING, HLA SENSITISATION AND BENAL ALLOGRAFT FUNCTION,
Taylor CJ, Bayne ARk, Welsh Kl, Morris PJ

Transplant Immunology, Transplant Centre, Churchill Hospital, Oxlord

Since the introduction of triple therapy (CyA, Aza ang
adaver renal transplants have been carried out in our centra
nalysed factors winch hawve bae rported by oursalves or other

graft fur ar-and out Ll'_'ll' atchi nd sens |_..,'.|rn :,'urcp.-cnl ta I..1'.-r:

]

rull-] te :[.-; Rejection treatments g OKET3 and ATG,

Is from 3 months to 3 yaars, past transplant di
qrn.t failure w all ¢ ter in the mismatched groups. '|-, eased num
tion episaodas provad the most powerful indicator of DR mismatching.
tisation, as measured by pregnancy. panel reactivity or  previous gra
failure also inc ctions seen per
For example unsensitised m : d ta be rejection free if they
received a DR matched graft T.|l la 1 Inc iEr .IJ"l_. into se
recipisnts were seldam rejection fraa {Table 1b) but
ficant rola in terms of ultimate graft cutcome
compared to 76% of DR mismatche 2 wera s “-'.Ju .Jl S ||_.|.'...,,|_

Table 1. Aecipiants ef cadaver renal allegrafts on triple therapy

males.
cadaver grafts
no, of

Q

conclude that DR matching is cost efficient boath in b
cial terms with our curre IUNOSUppressive rL-L. e, Although
per se also plays a major role, athar parameters such as cold i
blood tran n, HLA A, B, C or DO mismatch appearad to have no '>I1r'
esis to explain the data is that DR mismatcheas and
pre vious MHC sensitisation are additive in increasing the magnituda of t
tion response
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A PROSPECTIVE RANDOMISED COMPARISON OF UW OR HOC

VASCULAR PERFUSION ON HUMAN ISLET ISOLATION.
H Contractor, I} Chadwick, R.Chamberl

J.Davies, R James, N London.

Department of Surgery, Cli;
Leicester Ho val Infirmary,

It is well established that wvascular
Iniversity of Wisconsin solution (U
1 pancreata

1
islet ification £rom
aemic times (=6 l:uu:.—.j
her it ocffere any beonaf

emia.

el pancreata weare pro
pe ion th hyperosmolar ci
After a cold ischaemic time of
technique was used for di pancrea
although & higher concentr : genase |
compared with 3mg/ml) was needed
pancreata.

during shorter

perfused

The median number of 150pum islet :--j_ui_-v-..}u_-ni:-;- in
pancreatic digest was 3,909/g (rar 2,335-18 "'“]
J.u_'_r_n-.'"'v'_; UW perfusion, and 5,919 ( i _:-,_.. 1 ar

ntage of cleaved islets ! 1
i=90) HOC. The percentage of

islet vield was 22% (1-60)

No differences were statis
conclude that there is no benefit
pancreata with short c
relative cost of the 1T
required, pancreata '.fj_tl] “_cu-+ col
should be parfused with HOC
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EXPRESSION OF ADHESION MOLECULES IN CADAVERIC KIDNEY

ALLOGRAFTS

P Gibbs, LM Berklay, EM Boll

University Degartment of
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PAEDIATRIC RENAL TRANSPLANTATION: UFDATE ON RESULTS
J. Thorogood, G.G. Persiin, P. de Lange and J.J. van Rood

Eurotransplant Foundation and University Department of
Immunohaematology and Blood Bank, Leiden, The Netherlands

We had previously observed an increased risk of graft
fallure for paesdriatric recipients following f anal
to

L

transplantation ] Jeen 1984 and 1987 . We w s

=1

; 1 time periods.

The data compri=sed ! first transplants from
unrelated, nan-Living ; Eransplanted betwaen 1
January 1984 and 31 1990, waithin 52 European
transplant centres. 1 patients received cyclosporine,
eit alone or in combination with other immunosupprassive
therapy. The age range was 0-76 years. For comparability of
follow=up time, we limited our analysis to 3 vyears
posttransplant. 459 recipients were transplanted in the age
range 0-15 compared with 1 3 in the age range 16-76. For
1984-1987, I-yea survival was 77%, 65% fo
children 3% 7 for adults, respactively (p=0.005,
logrank i 3 1988=1990, these figures increased to
80%, 74% for ilc¢ 86%, 79% for adults (p=0.082). A
Cox proportional hezards analysis revealed a significant
Improvemant in graft survival over the years (p=0.0001) but
also a =zignificant difference between children and adults,
not accounted for by the improvement over the vears. The
relative risk of graft fallure for children was 1.35 (95%
confidence interwval t 1.61, p=0.001) compared with
adults. Results by dono : oups are shown in Table 1
for all children, revealing better prognosis with donors
ovar 10 years.

We conclude that first renal allegraft survival has
improved - 1984=-1987 but for <hildren transplanted
1988=1930 E significantly lower than fer adults.

investigate paadiatric allograft survival for 1982-1990 and
relate this to results for adults within both t T

TABLE 1: l-year graft survival and number of patients,
‘or children aged 0=15, by donor age and period
Doner age D=5 (M) { 11-1i5 (H) 16=58 (N)
1984=-1987 62% (93) 76% (5 B7% (30) 2% [(77)
1988-19290 &92% % [6] 22) 91% (45)
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THE HS5E OF ENALAPATL I'N POST RENAL TRAN
ERFIHRULF TOS TS

P. CoNLON, I. FARRFELL, M. CARMODY,
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THE VALUE OF FLOW CYTOMETRIC MOMITORING OF POST-TRANSPLANT ANTIEODY DONOR RELATED BACTERIAL INFECTION AFTER HEART
STATUS |IN AENAL TRANSPLANTATION. LUNG TRAMNSPLANTATION,

B.K.Shenton, K. Al-Hussein, Alison Bell, D.Talbot, K.Clark, K.M.Rigg, J.R_Forasythe, T " .. . " R -
G.Proud, A.M.R.Taylor. F.Ciulli, M. Tamm, C.Dennis, P.Mullins, 5.Kendall, B.Biocina, S.R.Large, F.OW
I Wallwork

Depariment of Surgery, The Unlversity, Newcastle Upon Tyne, NE2 4HH Z ] i L ‘
8 i ¥ s ransplant Unit, Papworth Hospital, Cambridge, CB3

Chver the |ast few years many studies have shown the prognostic value of pretransplant flow i P : .
|_r|.|z'|||"'iL .;_F||_-|-_,-_.,r||“|v||'||r=| in ranal transpl: tion. However the pUS'.-;"J'L: ;I'I'I[.'lL;-.'l.Hf'ILiE at lr:|1|:-.:1||'1:-.'.-::r1 ol micro IEITS I:l:l.' donor

artibedies in the immediate post transplant periad has recaived [Btle attention and the aim of infection. We investigated our experience .;.'J donor ln_..-_ln_-_. infections in 12
the prosent 5.ur_1_.- was 1o examine the relationship between the presence of IgG antibodies ung L|:1|'.:'~]" t (HLTx) Jm[il: nts npcr:t:-::! on between April 1984 and Dece
binding 1o donor lymphacytes and the rejection c eqf the graft. The patient group comprised % : e isted of Mucloxacillin an
24 renal transplants and sofa wore collected both balore and for the first 14 days after xis consisted of flucloxacillin and
ansplaniation. All sera were stored at - 20°C, untl tested.  Donor cells were separated at the .‘11rd ¢r|_ meration u*n"\ 1o HJ?I'II"II adminis '{Il_l.'. for 48 hours. In patients w
time of Irensplant and stored in liquid .'|i'.r-;.|gl_"| urdtil reguired. Samples were tested with the , nebulized aminoglyeoside and colistin were admir '|-~~|k red
narmal FACS crossmatch methad . To quantify results the median fluorescence intensity of all
tests wene compared to that of control AB sera. Reaulis are shown in tha table balaw,

riant s

aperative period and continued until the time of is
af pm tive donor tracheal cultures, appropria

II'I days. Hospital mortality (- ~.'-'1 days) was 8 ‘:"..i- .']
STUDY GROUP T or B cell T Cell B Cell ,”m § years was respectively 79 96 (= 4), 647 S.04) and 54¢
directed T Maan Mean TR 3 T i S '_ Senngnl et i e
[5[e & Rige 5% Bise {44 r-"l f donor tracheas produced positive cultures. The organisms freg
Mo Rejaction (2) nil 1% 5% isolated f:;ru donor tracheas in this series were: S.aureus (474
P':1.|. e :-"q.-l; " 10 25414.0% 4+3LTHR %), Pseudomonas species (17%) and Candida albicans (119}
Sav Rejaction (7) 100% 2201 89% 260445.0% (4 b L R R R
Primary Non Function (5) 80% 39+19% 167+ BE6.0% P96} receiving organs from domors ml.n_n were mechanically ventilated tor
B p= -‘r?! hours died within 30 days of transplantation compared to 7 of the 47 pani

=i ; : (15%%) who received organs from donors ventilated for more than 48 he
Az can be soan al patents howsng "-u‘hr*r mild or severe refeciion exhibited antibedies directed ]‘] T I T
nst donor cells alter ransplantation. Patics ith no rejection showed T and B call rises of Dl .x.u_l. Sl A ot e gk :
caly !% and 5% respectively. Mid rejection w ] d with higher rizes than In the no patiants recelving ungs ventilated for more than 48 hot i" L
rejaciion group but these frequently occurred after the diagnosis of clinical rejection had baen ‘CiL'J' :I-'I'Ln.”"l.\' .nLI er than the prey alence for those ventilated £
3 days (T coll) of 2 days (B cel] post), Patients with severe (steroid resistant)
ad much higher levels of donor direct ,l_i IS and its presence was always before 2 o T o wme (.44 /100 patient da
the onset of dinical rejection (Mean Gdays (T cell or 3.25 days (B cell) pre), Of particular days) was 12 % (14,/121) and the linear i |1|-;-\.| : rate was (.44,/100 patient days
interest are the group of primary non-function grafts with' 80% of patients showing the prasenca T of the 14 cases dew |_'|.\|'-.r'g infection had |.l-::'\'||"'.'l_' donor tracheal culn
of donor directed antibodies and examples of both tha mild and severa anlinnr‘,- patterns being patient (245} with [.h.:-'\lll'--:, donor tracheal cultures developed & ru', raton
abserved. This stiudy shows that the highly sensitive FACS crossmatch technigue can detect the i i i T :
prasence of antiadies in renal patients following transplantation. The earaliation of the prasence kl‘["—‘*‘-*l by the s5ame ﬂ*";—'.“'-”h”-- The mariality assl ciated "'!1 s8I
af antibodies with the rejection profile of patients suggest they may have a maore imponant rol infection was 3% (4,/121). D""P'-' transmitted respiratory tract infection has
in the rejection process than is thought at the present time. Such findings have Imporant a major clinical pro 1|,-‘..11 vd ventilator times above 48 hours ha
consequances for tharapeutic regimes used In the treatment of clinical rejection,

(25/72 pts,p = 005 Fisher's Exact Test). The prevalence of c.:.r.'_f infection (= 34

increased infection rates a 1 early survival may be affected "-\-n consider

appropriate donor m sment and chemoprophylaxis in the perioperat
to be the key to low early infeetion rate in our ,.u:i-:".h'

e FrETLOA
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PAEDIATRIC DONORS, PAEDIATRIC RECIPIENTS. A POLICY
REEVALUATION IN RENAL TRANSPLANTATION.

KS Wynne, MW Brown, SH Kashi, SA Sadek, GR Gil

Academic Unit of Surgery, Department of Clinical Medicine,
St James University Ho I, |I .
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IS RENAL TRANSPLANTATION FOR DIABETIC NEPHROPATHY THE BEST SEQUENTIAL THERAPY IN HIGH RISK PATIENTS
OPTION?

MZ Chawdhery, KR Harris, M Wisa, M Slapak = : = R
K R Clark, J L R Forsythe, B K Shenton, G Proud and R M B Taylor

gianal Transplanl Linit, 51 Mary's Hospital, Portsmauth, PO3 6AD. Transplant Unit, Royal Victoria Infirma
ia Boad, Mewcastle Upon Tyne. ME1 4LP

108 diabatic patients in end stage renal failure were taken onto the renal " the LED. bk ::blu RiSUT AT0) 2> part of
replacement programme batween 1982 and 1991 for freatment. 50 patients were following renal transplantation s becoming increa E-Zl"l:"'-':-f—-""' How
ported on hasmodialysis (HD) or Centinuous Ambulatary Peritoneal Dialysis increased risk of infection eg with cytomegalovirus (CMV) and the incre
(CAPD) priar to rEce iving 56 kidney grafts {Group A), whilst 58 patients received cost has prevented its widespread use. We compared a group of p:
HD or CAFD only (Group B). Actual patient survival at ona, twa, three, four and five -,.lfﬁ. with cyclosparin and prednisolone (group 1, n=25) with a group
4 I:.. N T ) Ik, Ko and 43% for Group A, and 55%, 24%, 24%, 8% and nts treated with sequential therapy using Merieux rabbit ATG (g
Wi for Lroup 3. The diftarence between. the two groups i3 significant and. remains so 14). Both groups cortained patients who were either a poor HLA
even whan patents avar the age of 60 years at the starl of treatment are excluded p e ¢ e R e TR TRy
from the analysiz. Actual one year graft survival for Group A was 68% compared | n=14; group 2 n=8) or patients who had & historical positive/cu
with !,E‘.< in & cohort of 455 non-diabetic patients (Group C) receiving a renal I call eross match prior to transplantation (group 1 n=11; grouy
transplant during the same pariod, -'13432-1‘.‘-@13. whilst actual ene year patiant C',-L ASpOrin wWas TOITIT‘E"‘"PFJ at 10 ma/kg per day in group 1 patie
survival was 92% for Group A and 1% for Group C raspectively. mg was given over 10 days with commencement of cyc t'.!?r.-':-l'i" on day
DOSE‘E—i of ATG were adjusted on a daily basis 1o keep the absolu
< 80 cellsful. The absolute T cell count was calcuiated 1f“'-' flowy
analysis c-f CD3" cells in the peripheral I and the absclute lymphocyte
count.  There was no difference between y 1 and group 2 for the ma
variables that affect graft outeor ne.

freatment for diabetic
patients in and & renal lailure.

1 year graft survival 3% p=0.16 (Fisl
No, of patients

experiencing relection

Serious viral infection ) p=0.40 {

For a 70 kg man the cost of a 10 day course of (,-:,n..f:':-,,-
compared with £880 for a 10 day monitored course of ATG,

Sequenttal therapy using ATG and sensitive daily monitoring reduces
number of rejection episcdes without incr -"'15 the risk of serious
infection. Owerall it provides an excellent 1 year graft survival at a reasonabie
cost even in high risk patients.




