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COMPUTED COLOUR ECHODOPPLEE IMAGIHNG ‘TO MONITOR
THE EARLY FOSTOPERATIVE FPFHASE FOLLOWING RENAL
TRANSPLANTATION

Rajasekar MR, Lodge JPA, Irving HC, Giles GR

University Department of Surgery and Department of
Radiology, 5t James's University Hospital, Leeds

Thirty renal allografts were monitored fer the first 15
postoperative days by colour coded doppler imaging. Daily
graft status was categorised as: stable, rejection, acute
tubular necrosis and cyclosporin toxicity. All forms of
graft dysfunction showed significantly raised resistive
indices (p < 0.01) and pulsatility indices (p < 0.01), 1in
the arcuate, interlobar and main renal arteries. It was not
possible to use the doppler imaging to differentiate the
true cause of graft dysfunction. However, stable grafts
with high cyclosporin lewvels had significantly higher RI (p
< 0.04) and PI (p < 0.04) 1n the 3 vessel groups than the
stable grafts with cyclosporin levels in the recommended
range. Colour coded doppler imaging can be effectively
combined with standard graft monitoring techniques in the
diagnosizs of graft dysfunction, but may ba mare suitable to
cbserve serial changes.
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DUPLEX DOPPLER US AND DTPA ISOTOPE SCANS IN THE
EVALUATION OF PAEDIATRIC RENAL TRANSPLANTS

M M Fitzpatrick, R de Bruyn, I Gordon, E 5§ Trompeter

Renal Unit and X-Ray Daepartment, Hospital for
Children, Great Ormond Street, London WC1IN 3JH

Four children, (age range 16 months - 6 yr=) were
examined with serial duplex doppler US and DTPA isotope
scans in the post renal transplant pericd. The resistive
index (RI) was detarmined from the sonographic
studies,and the renal blood flow (EBF) as a% of cardiac
output was calculated from the isotope scans. The
clinicel status of the child and the corresponding plasma
creatinine levels were assessed together with these two
parameters. RI ranged from 40-145% and RBF from nil to
16.8%. A fall in RBF preceded a rise in plasma creatinine
and a clinical and ||'::_-1Lr_:-|;_;:;'i<_;3_'.'.y praven r1_,.‘-_'|¢f_'.",_i|_:n
episode on 2 occaslons and a rise in REF preceded a fall
in plasma creatinine level on 3 occasions. In 1 patient
the REF remained low throughout a pericd of acute tubular
nacrosis and increased as primary function was
egtablished and the plasma creatinine fell. The RI did
not show much wvariation within each patient and the
changes did not appear to reflect changes in plasma
creatinine. There was howewver considerable variation in
the walues obtained for RI between patients, raeinforcing
the need for establishing a normal range within the
paediatri opulation. From cur preliminary data the RBF

cts changes in graft function more accurately than
does the RI.

FAPER D»

BOLE OF DUPLEX IMAGING AND FINE MEEDLE ASPIRATION
CYTOLOGY OF REWAL ALLOGRAFTS IN MONITORING
RESPONSE TO ANTI-REJTECTION THERAFY

Rajasekar MR, Lodge JPA, Irving HC, Giles GR

Uniyergity Department of Surgery and Department of
Radiology, St James's University Hospital, Leeds

The role of duplex imaging and fine needle aspiration
cytology (FNAC) in meonitering the response to anti-rejection
therapy was investigated in 14 of the 22 rejection episodes
which cccurred in 30 renal allograft recipients. In 9 of
these 14 episcdes of rejection, with goocd resclutisn, both
resistive (RI) and pulsatility (PI) indices decreased by
significant proportions (p < 0.05) .

The mean FNAC scores alzo fell slgnificantly from 5.6 5.0
With anti-rejection therapy to 2.9 + 2,2, In a Ema]]+gruup
of patients both FNAC and Doppler predicted rejection.

In 5 episodes of rejection, where the graft continued to

ﬂetericra?@, there wag no significant fall of RT and PI (p
05 2] Biopsy data in this group indicated a vasculitic
type of rejection. One graft in this group was lest
despite conversion to triple drug therapy.

In conclusien, both duplex imaging and FNAC have a role in
selection and optimal modulation of drugs in the treatment
of acute renal allograft rejection.
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COLOUR FLOW MAPPING AND VELOCITY MEASUREMENTS COLOUR DOPPLER FLOW VELOCITY MEASLUT
=  IECTIE IN RENAL TRANSPLANT DYSFUNCTION

Deane C, Bewick M, Roberts ViC:

MOORE and
King's f.[l”t‘bt' Schoal of Medicine and Dentistry, Dulwich Hosy
London SE22 8FT

greatly facilitatea Dopple Tf'.i§ Paps prescais a -'Il!:f\'k:-_| rr!-.'llw_-::_ of estimating renal trnsplant perfusion usy U Mmessuremenis
STl T B of intrm-renal peak arterial velocities,
a I-: dney. he main advank-

'I.- leg ¢ al L enta Lo Several cenires have r|.'|1c'r'n:c| the use of Doppler .I|r::5.u||n|, t assess eleukilion .:h||-. g
within renal i HI'.l‘-[!ll.:."l § dufing epsodes of poor function. e, much
L'l'-fl-“: on des I'I_'-" ons of flow waveform *h-"'h. (e, pulsatilily index and resistive
ecause of the inability o meassune renal -\|._-..;..;| -|'-"n. or s hloed welncitles within the
small vessels of kidney.  While these indices have been shown o be relishle |
of acute rejection, ambiguous resulis have been reparted in cases of chronic re Jection. aculc
lubular necrosis and 3,--.|||'\.|'u'\-"'| loicily.

Codour Dioppler imaging offers several improvements on conventional duplex Doppler ulbirasound.
Arcas of high or low perfusion are readily appr 3 the ool ]

used to spwd the pulsed Doppler measuremenis. rthermare, by showing the course of
the vessels, the pulsed Doppler cursor may be aligned with the vessel, thereby pees ilting
Doppler angle correction to give sbsolule 1.|.I|u||)- MEASUrEMICES.

pra Lll-||| a2 thaey
moderate call
ik

We have employed colbour I:q;l[l'Lr imaging to investigate 134 new renal transplants and over
145 established grans.  Colowr Doppler imaging has hn shown Lo be a reliahl el
of examining large w:\wl Cases of renal dystunction; for the screening of renal arery
stenosis and o monitor ateriovenows fstulas and venous problems,

In messuring changes (o renal cincolation during poor function, we hive ohserved thar there
Is & wide range of pulsalility indices (Pl = (LE 1o PI = L&) between |._-.-.|_.. wilh L
renal function [['Illl"_q A Cr 2 150 pmoll), and (s these values owverls

wleTgoing repection reported elsewherns Pulsatllity indices are affected I:u,
including beart rate, and the condition of the proximal and distal va

We have utilised intra-renal velocity measurements as a further indication of change to renal
peerfusion Prowvided a sufficient length of vessel (=6mm) is
can be measured.  The site of the vessel i measured as 8 de
: : By ploiting peak welocity vs. depth from the capsule, s
Elves rroduccd syst Index waloes for mormal funcboo range from 1015 emisicm over the out
jaosdea. conex, This index has been observed to foll as low as demfsiem in chronic rejection
despile pulsatility indices remaining wilhin the oormal range

Absolute velocily messurements of intra-renal flow have also been helpful in assessin
impacd of arlerial stenoses and fistulas on the circulation when indices of flow wevelorm
pulsatility become unreliable
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DOMOR CROSS-MATCH MATERIAL PREPARATION AND HISTOCOMPATIBILITY AND LIVER TRANSPLANT OUTCOME
STORAGE: A SURVEY OF PRACTICES IN THE UNITED : i i = ey
KINGDOM {UK) AND IRELAND

y. Ko Hayllar, J. Underhill, K.C
PK Donnelly, AR Simspon

Transplant Unit, Leicester General Hospital, Gwendolen
Read, Leicesier LES 4PW

In our recent experience @ kidney was received as a "beneficial match® having
oeen DCISi‘.i'-.'DI:-' cross-malched al ancthar centre.  Whilst the organ was |:|l'_'n'.ér‘.lia|5-'
viable the cross-match was impossible as all available lymphoctyes were dead, |s
cross-match tissue viability a problem elsewhara? A survay of 26 transplant wnits
in the UK and Ireland coverad the following; experience of non-viable eress-match
material, donor pre-treatment, quantity, storage medium, and timing of lymph node
and splanic biopsies.

Replies were coblained from ¥3% (19) of transplant units. Thirly sevan
parcenl ol unils had received kidnays wilth non-viable cross maleh lymphocyles as a
resull of which kidneys were nat transplanted in all but one case. Fifty-thraa
percent of units routingly give renal donors drug treatment prier 1© organ ralriaval.
Thrae transplant units roulinely iock the whole spleen for cross matching whilst the
majority (53%) allocatad 2 em? with each kidnay. The mean number of lymph
nodes taken was 4.9 {range 3-10). The storage medium for both spleen and lymph
noda specimans varied widaly; 63% used saline (0.99%), 21% organ preservation
fluid and 16% tissue culture medium. All splenic spacimaens and 95% of lymph node
biopsies were taken afler in-situ perfusion at end of the organ retrieval.
Concluslon:  Denor kidneys are being wasted because of inadequale cross-malch
matarial. Furthar efforts 1o improve graft survival by optimising HLA makching and
organ preservation will be thwarted by Inadequate collection and slerage of erass-
maich lymphoc
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IS THERE A RELATIONSHIP BETWEEN HLA HISTO-
COMPATIBILITY AND ACUTE LIVER ALLOGRAFT REJECTICHN?T

Cornaby A, Howorth ¢, Lord A, Glles GR

University Department of Surgery,
St James's University Hospital, Leeds

although the importance of HLA in renal transplantation is
well recognised, the importance of HLA in liver
transplantation remains uncertain. Previous studies have
shown no benaficial effect of HLA compatibility on 1 year
survival or the development of chronic rejection (1). In
this study we looked at HLA histocompatibility and the
incidence of biopsy proven acute rejection in the first 12
weeks post-transplant. Complete typlng data for HLA-A, B

and DR antigens were available for 32 donor recipient pairs;
18 patients (56.3%) developed acute rejection (grade II or

above) of which 5 had stercid resistant rejection reguiring
OKT3 and 6 required re-transplantation for severe rejection.

These patients had a mean of 1.9 DR mismatches, 1.8
mismatches at the A locus and 1.9 mismatches at the B locus.
In contrast 14 patients (43.7%) who had no rejection in the
first 12 weeks had a mean of 0.7 mismatches on the DR locus,
{p = <0.05 compared to rejectors); 1.3 mismatches on the A
locus and 1.4 mismatches on the B locus (H.S5.). These
prelminary results indicate that im contrast to other
authors HLA matehing and in particular DR matching may have
a benaeficial effect on the incidence of acute rejection in
the liver allograft recipient. With the possibility of
improved organ storage, distributien eof livers according to
match may be desirable for semi-elective cases.

1. O'Grady et al. Lancet 1988; ii: 302=-305.

FAPER 5
THE INTRA-OPERATIVE USE OF TRASYLOL (APROTINIM) IM
LIYER TRANSPLANTATION

COX, A. K. BURROUGHS, 3. ¥. MALLETT.
F. HOBBS)

LIVER TRANSPLANT UMIT, ROYAL FREE HOSPITAL AND SCHOOL
MEDICINE, POMD 5T, HAMPSTEAD, NW3 2aG

Orthotopic Tiver transplantation 1s freguently compldc:

by severe coagulopathy and blood loss., Acca
fibrinolysis has been identified as an important c
of the haemostatic diso ] that contr
perioparative bleeding, ApT intn has been

oF

reduce blood oss ir di1fficult CREES Fequlr

cardiopulmonary bypass surgery and more  recently
orthotopic ver transplan

a pilot
an transfus
patients under
an equal number
similar pathology who did na
was Qgiven as a loading
inhibitory units Iu)
KIU/R until retu
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BESUSCITATION OF LIVER METABOLISM HY BRIEF HYPOTHERMIC
PERFUSION = NMR SPECTROSCOPIC STUDIES IN RAT LIVER UP TO 44 H.

¢ LOCKETT, A BUSZA, E PROCTOR & B FULLER

Hepatobiliary & Liver Transplantation Unit, Royal Free Hospital School
of Medicine & Biophysics, Royal Collepge of Surgeons, London, UK,

Fhoaphorus NMR spectragsceopy provides a wmique, non=invasive method
for studying organ metaboliam durdng cold preservation. We have
previously shown in rat liver (1) that short ( 20 min ) periods of
cold reperfusion are :’.|}'.'-.!_‘-|a.' gf restorine liver adenine nucleotides
{ ATP 4+ ADP )} and correcting acldosisz following flush preservation.,
The present study was undertaken to compare the recovery potential o
flush=stored livers using a lactobionate / raffinose { UNW or Wizconsin—
type ) solution and an extracell ~|I'| { Ex } solution after prolonged
periods of ice=storege { 24 & 48 h ).

Donor rat livers were h ".'::ucd. as described ‘pl"('L"IIHl'L (1), and
placed on the cold perfusion circuit in

th of an 8,5T magnet

bor
attached te a Bruker AM3IG0 spectrometer for base line 31F NMR study.
] :|

ular bed of the orgsans was flushe: UW ar Ex, Thereafter
24 or 45 h | ||:'-. Lt each group ).

livers wore returned to the magnet for metabolic

were' stored in jce for

niblted signals for ATP +
_ 24 b cold storage, all
d eared, incrganic pheaphate [ PL ) had
-.Lllu-u-- i i ( €6.5 in both ). A similar picture wag seen
fter 43 | mring hypothermic reperfusion after 24 h storage ATP 4
-‘-.|:'E" e -"'--"I'\-"-l = % of utial valuea, i fell by 70% and pH recovered
tQ Fa2s After 43 | ADP ret ed Ta 30% ; PL fell by 60F and
pH to 7 ¥ . 1 E TP recovery was anly ¥, Pl o« ¥ : by
«33. Thus UW protected metabolic recovery
Brief hypotherdic r wrfusion may be )
] tating liver metabolism following storage
and may alse be developed in future as a viability assessment,
Work s *ted by the Leverhulme Trust and the MRC,
(1) Fuller B, Busza A & Proctor E, 1900. Transplantation : In Press

PAPER T

IKTESTINAL MICEDFLORA FOLLOWIRG SMALL
IHANSPFLANTATION IN THE RAT

PRICE BA, CUMBEBLAND N5, INGHAM CLARE CL, CRAKE
LEAR FA AND WOOD RFM.

"'{"'-F'—'\.‘:‘\..I-!f'l.'l . UNIT, ST BARTHOLOMEW' S HOSPLITAL

DEFT. OF BAG LLAOGLY , JUEEN Ed IETH MILTITARY HOSPITAL,

Quantitative and qualitative changes in rat small intestinal
microflora wera studiad foallawing small bowel
isetransplantation. Graft vessels were perfused with
Marshall's solution and the lumen flushed with 0.05%
chlerhexidene before transplantation. Both ends of the
graft were exteriorised. All animals received gentamicin 1
mgy =S.C. per-operatively. Groups of & animals
gacrificed at 2, 7 and 28 days. The host and graft bowel
were flushed with 10 ml sterile =saline. Effluents were
mixed, =serially diluted and 1 ml of & dilutions cultured
aerobically and anaerobically at 37C. Colonies were counted
and identified.

2 days 7 ;ia.ys

&.3x10 5. ox10%
170x10%% 3I50K10%%
% p<{.05 compared to host

Aerobic faecal organisms predomin:

both graft and host  bowel I:uut an overgrow
Flavobacterium meningosepticum occurred at 28 days

the transplant and host bowel. The grafted bowe :
inevitably denervated and the change in bacterial flora
could be caused by either this factor or ischaemic damage.
Microsurgical division of all nervous tissue around the
superior mesenteric artery was undertaken in 6 animals and
bacteriological changes studied at 7 days. The mean colony
counts were lower ILLH: ‘1-:-1: st ‘|‘i".1'":?.‘-1'-_,' different frou
controls at 1.7x10%. in bacterial flora
following small bowel t.::r.:-pl._nta..'un are therefore due to
the late effects of ischaemia and reperfusien injury.
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HLA-C ANTIGEN MISMATCHES - ARE THEY RELEWANT IN
TRANSFLANTATICON?T

P T Klouda, M G Guttridge, M R Howard, B A Bradley

U K Transplant Service, Bristol

There is good evidence that HLA matching improves graft
survival. The role of matching for the antigenic products
of the different MHC genes has been studied. HLA-DR exerts
the strongest influence on graft survival followed by the B
locus. The role of the A locus products is unclear.

Matching for HLA-C locus products has received little
attention mainly because of the difficulties with which
these antigens are detected by serology. HRejection of renal
grafts due to C locus mismatches has been documented as has
the production of specific anti-Cw antibodies post
rejecktion.

We have investigated two unsuccessful cases of bone marrow
transplants by novel technigues involving one dimensional
igoelectric focusing (1D-IEF) for variants of Class I
antigens, including HLA-C leccus products. Patient NS died
from acute GvH disease and patient MH rejected the graft.
The 1D-IEF revealed C locus mismatches in both patients.
The mismatch in patient M5 was in the GvH direction and in
patient MH, the mismatch was in the host wversus graft
direction. Mo other Clase I mismatches were detected.

Whether C locus mismatches contributed to the clinical
outcome in the two patients is unclear. The possible role
of Cw antigens in marrow transplantation and in selid ergan
transplants reguires further study.

PAPER 9

GRAFI

HOST DISES

INCHAM CLARE CL, SMITH &J

AND FABRE. JW.

SURGICAL UNI

CEMTEE FORE

In this study graft pre-treatment with a specific T cell
immunotoxin was used in an attempt to prevent GVHD in a rat
model of small bowel transplantation. The 1mmunctoxin
congisted of a conjugate of A=chain ricin with the mouse anti=
rat CD5 monoclonal antibody O0X15. Small bowel grafts were
perfusaed with the immunotoxin e¥ vivo before transplantation.

Five groups of parental strain te F, hybrid strain animals
were transplanted with vascularised Thiry=Vella loops of small
bowel .

Control 0X1% Immunotox Cah Immunotox + CsA
Madian 20 1 29% 3% 498
Burviwval

# p<0.01 cf other groups
Inmunoctoxin infuszion was compared with mesenteric

lvmphadenectomy (MLE} in fully allogeneic transplants between
DA and PVG rat strains. Graft cell migration to host tissues
was studied by immudnoperoxidase staining using the strain
specific monoclonal antibodies MN4 (DA ClassI) and O0X27 (EVG
Classl).

Percentage migration of host cells to graft tissues

spleen MIHode Peyers patches

Ho therapy 0 3 Z5
Cah 47 47 41
CsA + immunotoxin 40% 41% 32+%  * p<0.05 compared
CsA + MLE 32% 2T * 26% with CsA group

Although the use of immunotoxin was unable to prevent the
development of GVHD it significantly delayed its conset and
enhanced survival when copbined with low dose cyclosporin.
In the fully allogeneic combination immunotoxin significantly
reduced graft cell migration to host tissues but not to the
extent seen with mesenteric lymphadenectomy.
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CYCLOSPORIN A IN RAT PANCREATIC ALLOGRAFT REJECTION:
HISTOLOGY, FUNCTION AND PROSTANOID SYNTHESIS.

B F Johnson, L Henry, M Fox, A T Raftery.

Urology/Transplant Laboratory and University Department
of Histopathology, Royal Hallamshire Hospital, Sheffield.

Cyclosporin A (CYA) is toxic to 14

pancreatic B cells. Reduced wisce

comsequent upoan reduced prostacycl

contribute to this toxicity.

In &2 rat model of pancreas transplantation, morpholagical

features of acute allograft rejection were abrogated by

gnteral administration of CYA lGmgfkgfday from the day of

transplantatfon., Serum glucose walues in the CYA-treated

alTagraft group corresponded with those of

controls, but u pated allografts were al

hyperglycaemic by the 9th post-transplant

significantly greater wvalues than the othe

{both F<D.01}.

Transplant prostacyc and thromboxane synthesis was
sessed by RIA of their stable hydreolysis products in 1n

vitro incubation media, Thromboxane synthesis by

allografts significantly exceeded that by isografts fraom

ransplant day {P<0.01), but there was no

in synthesis may

i
ference in prostacyclin synthesis by these
of both prostanoids in CYA-treated

ded with izograft, rather than

T : s Immunosupressive effect of CYA in rat pancreas
.Iu-' -

tra ation 5 not associated prostanaid
changes which may impair graft perfusion and the
transplant function was unaffected.

FAPER 13
A COMPARISON OF THREE TECHNIQUES
ISLET TRANSPLANTATION IN THE RAT

KNJM Lendon, SM Thirdborough, IM
RFL James
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IN VITRO STAINING OF ISLETS OF LANGERHANS
FOR FLUORESCENCE-ACTIVATED SORTING

L.JIAD, D.W.R. GRAY, W. GOHDE,* G.J. FLYNN, P.J MORRIS.

NUFFIELD DEPT. OF SURGERY, UNIVERSITY OF OXFORD * DEPT. OF
RADIOTHERAPY-RADIOOMCOLOGY , UNIVERSITY OF MUNSTER, GERMANY

Previous technigques for purificatien of pancreatic islets
by fluorescence activated sorting used the dye neutral red
(NE) to label the islets. A major drawhack with this
technique was need to inject the dye intravascularly prior
to excision of tha pancreas. Preliminary investigations
showed that topical NE would only produce selective
staining of islets at low concentrations insufficient for

The chelating agent dithi {(DTZ) produces bright red
stalning of islats by opical application in wvitra.
Dithizone stalned islets exhibit moderately =strong
fluorescence that £ : quickly for rel

By combining both and DTZ stalining

fluorescence of islets was obtained that was

allow efficient sorting. Using the combined DTZ/N

the yield of islets obtained from a single rat pancre

569 4+ T2 (n=16), corraspondin tc B83% of the
originally present in the digest. The mean purity of
preparation, confirmed by histological examination,

B0%. The viability of the islets was shown to be good
supravital staining and successful cure of streptozotecin

xlantation

The developme
activated
advance 1n
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THE ORIGIN OF HLA-DR/Dw PCR FINGERPRINTS
AND APPLICATIONS TO CLINICAL TRANSPLANTATIONM

N.A.P.Wood, T.M.Clay and J.L.Bidwallx

Molecular Genetice Laboratory, U.K. Transplant Service,
Sputhmead Road, Bristol B510 SMD England.

We racently described a new technigue for HLA-DR/Dw matching
tarmad PCR fingarprinting (Bidwall and Hui, Techhigue 2:93-
100 (1890)}, which rapidly identifies OR/Dw compatibility by
tha polymarasa chain reaction (PCR) and non-denaturing
poelyacrylamide gal alectrophoresis (N-DPAG). Unigue patterns
of PCR DMA products (satallites) are obsarved for all DR
haplotypes so far examined. The 8-hour technigue requires no
probes, restriction enzymes or isctopes. The present study
reveals the axact origin of satellite DNAs. Thaese are formed
by the association of heterologous single stranded DMNAs
derived from different DRB loci, during the final PCR
annealing stage. Such “"hetercduplexes” wvary 1in number,
malacular conformation and gel mobility 1in a haplotype-
spacific mannar. PCR fingarprints may be raproduced by thea
denaturation and reannealing of the gel-purified homoduplex
proganitor melecules. Convarsely, hetarodupleaxes are reduced
to iso-mobile component molecules undar denaturing
conditions. The degree of nucleotide mismatching between
heterologous DNA strands alters the extent of retardation 1n
mobility on N-DPAG gels. We describe how DRwS and DR4
pseudogenes may act as “"universal hetercduplex genarators’
in cases where DR/Dw non-identity reveals similar PCR
fingerprints, and how the technigue may be used in the rapid
salection of DR/Dw compatible transplant donors.
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POSITIVE FLOW CYTOMETRY CROSSMATCHES ARE
IRRELEVANT FOR REMAL TRANSPLANTATION

T Horsburgh, PK Donnelly, PRF Ball

Dept Surgery, Leicester General Hospital, Gwendolen
Road, Lelcester LES 4PW

The role of the conventional complement dependent crossmatch in renal
transplantation is still controversial with & major criticism belng its limit of
sensitivity.  Crossmalching by flow cylomelry allows very low levals of
immuncglobulin {IgG) binding 1o be detected but its clinlcal significance is still 1o b
deflermined.

From the last 51 conseculive renal transplants a tolal of 74 conventional
crossmalches were performed.  Flow cylometry crossmatch (FAC) were perfarmed
prospectively in 54 cases bui not used for clinical management. 36 of these wera
from subsequently transplanted patienis. The acute serum sample and historical
samples with highest panel antibedy reactivity (PRA) were assessed for lgG binding
to C0 3 +ve donor | ympheytes, Levels of igG binding were correlated with delayed
grafl functicn (dialysis dependent within first week post transplanf), funclion al one
month and incidence of rejection with the first manth. A summary of the results is
presentad balow.

Flow Cyloemeler Crossmatch
(mumber af ransplanted patients)
Sampig Negative Paszitive

Delayed function Acute 12125 611
Historical 11/21 sz

Rejection within Acute B/25 411
first month Histarical 621 31z

Function at Acute 21/25 811
first month Histarical 16/21 1012

Only the incidence of rejectian in the acule sample shewed any level of
significant difference {p - <0.5, =0.2) belween negative and posilive FACS. Positive
FACs appeared to correlate with the level of PRA, and with tha conventional
complement dependent crossmatch. The flow cytometer crossmatch does delect low
Iu:--.llcis of 1gG binding but this, in the short term, dees nol appear to be clinically
relevant.
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IMPROVED IMMEDIATE FUNCTION IN CADAVERTC RENAL ALLOGRAFTS
BY AGGRESSTVE DONOR MANAGEMENT AND UB2E OF UW SOLUTIOR

Porteous CF Stewart BM Brimge JD Junor BIR Hodger RS
Macpherson 5G% Bradley JA

Department of Surgery? and Renal Unid Western Infirmary, Glasgow.

Evidence exists to suggest use of Beltzer's UM perfusion solution, and
better donor mamagement (eg use of low dose dopamine, avoiding warm
ischaemic time and better donor hydration) will improve immediate
function (IF) in cadaveric renal allografts.

We have studied locally transplanted kidneys from 41 consecutive local
donors where the kidneys were perfused with UW and the above variableas
were optimised (Group A) to examine the effect on If As controls, we
studied all imported kidneys pu“fused with hpe“tunu-* citrate during
the study peried (Group B}, and all local kidneys (Group C) and
imported kidneys (Group D), also perfused with hypertonic citrate
transplanted during the 12 months prior to the study.

Ho of IF1 1F2 Days to Donor urin
donors No of %) No of F{%} 1/2 creat. last hour
kidneys Eidnays mean 4+ S0 mean + SO

+ 258

Group A 41 116
87 + 154
I}

Group 44
Group G 29
Group 34

143
15 + 230

Ll Kad b o
e T 8 -d

4
o
4

IF1 all kidneys. IF2 - excluding those which never functioned.

& significant improvement in IF was found between Group A and Groups B
and C (p< 0.05) both when all kidneys were included and after kidneys
which never functioned were excluded. There was also a significant
reduction between Groups A and all other groups (pe< I." I."I.'“n in :--_=
number of days following tramsplantation for “'»:. C e of
the recipient te be reduced to half the pre-transp !

These data suggest that the [F rate of :.-drv—n"f kidneys be
improved by aggressive management of the donor combined ».ulr. the use
of UW solution for kidney preservation
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LATE PERFUSIOH: A FROSFPECTIVE RANDOMIZED COMPARISON
OF INTRA= AND EXTRA-CELLULAR PRESERVATION SOLUTIONS.

J P A Lodge, FT Lam, A Lord, G R Glles

University Department of Surgery, St James's University
Hospital, Leeds

Late perfusion with hypercosmolar citrate (HoOC) immediately
prior to transplantation can reduce the incidence of
delayed renal allograft function (l1). In this prospective
trial 30 kidneys from adult heart-beating donors stored in
HOC were randomized to receive [A] no reflush, [B] reflush
with 500 ml HOC, or [C] reflush with 500 ml phosphate
buffered sucrose (PB5140). All patients were treated by a
gtandard intra- and post-operative fluid and
immunosuppression pretocol, On days 1, 3 and 7 a detailed
assessment of post-transplant renal function was performed
by measurement of serum and urine electrolytes and
osmolality, and inulin clearances. Delayed function was
defined as the need for dialysis during the first week
post-transplant. Results (median + interguartile range) are
summarised below.

GROUP Ho Reflush HOC PBS140

n 1a 10 10

Storage time 21.0+4.0 19.2+46.2 22.1+4.2 hours

Delayed function 4 2 1

Creatinine day 7 2464855 309+282 274+568 umcl/]
Peak Eesults

Inulin Clearance (GFR] 30.0+30.4 25.2+22.6 38.5+23.2 ml/min
Sodium Reabsorptieon 98.8+4.8 SB.B+2:2 99.0+2.8 %

Free Water Clearance -0, 2+1.2 =0.3+0.4 =0.6+1.8 ml/min

This study suggests that late perfusion with either HOC or
PES140 immediately prier to implantation will reduce the
need for dialysis but will not improve overall graft
function.

Reference 1: Parrott et al. Late FETquiEF: A simple remedy
for renal allograft primary non-function. Transplantation
1990;: 49: 913-915.
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FalLUREE OF NIFEDIPINE TO PROTECT REMAL FUNCTION
AFTER CHRONIC EXPOSURE TO CYCLOSPORIM

A.J.B. KIRK, I. OMAR, P.M. KEAVEY. .J.H. DARK.
DNARY TRANSPLANT [l
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ANALYSIS OF ALLOGRAFT REC "
EER IMJE i RADTOLABEL

Ian Abbs*, 6 Maggie Dallman+, Steve Sacks¥*,

*Renal Unit, Guy's Hospital, London . +Muffield Dept of
Surgery, Oxford.

Allograft rejection iz mediated by activated T cells
bearing receptors for IL2Z2. Diagnosis of rejection by non-—
invasive detection of ILZ receptor positive T gell
infiltrates would have clear advantages over biopsy
dependenkt techniques. We  have found in rak renal
transplantation that gamma camera imaging over a graft
after injection of radio-iodinated IL2 differentiates
rejecting from non-rejecting organs.

ILZ was enzyme radiclabelled without loss of specific
receptor binding. In preliminary experiments to

investigate the kinetics of labelled IL2, an injection of
1257 112 was given to DA rats that had been transplanted 5
days previously with allogeneic or syngeneic grafts.
Animals were sacrificed at intervals after injection and
organs removed for counting. 2t 4 hours 67% of initial
(peak) activity was retained by rejecting allografts
compared to 14% in conkrols. In subsegquent experiments

gamma camera imaging over grafts after injection of 123r
IL2 was used to study uptake of bkracer in vivo, Clearcut
differences between rejecting allografts (n=7) and conktrols
[n=6) were seen. At 4 hours mean retention of activity was
80% in experimental animals compazred to 47% in controls
(pc0.01). Retention of activity by temporarily izchaemic
native kidneys was similar to contrels.

We conclude that retention of ILZ by a renal allograft -
perhaps by receptor binding of IL2 and internaligation by
activated T cells - may be a marker of graft rejection and
can be detected by external imaging. Studies are in
progress to examine the specificity of IL2 retention and
the potential of the technigue as a clinical teol.
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COMPARISON OF SERUM AND CELLULAR IL-2 RECEFTOR
LEVELS IN RENAL TRANSPLANT RECIFIENTS

5. Bpicer. A. Bidogwicl F. K. Donnelly. P. 5. Veitch,
T. Horsburgh, P. e Bl

Department of Surgery, General Hospital, Uv.K.

The expression of Interleukin 2 receptors (IL2-R) and
the presence of the scluble form in serum is taken as an
index of T cell activation. We have investigated the
correlation between the appearance of IL2-R on
infiltrating cella within renal transplant bicpsies and
the leavel of gocluble receptor in the patient's serum.

Serum samples and renal transplant bicpaie=s were
taken from 12 patients. Frozen bicpsy sections were
immunchistological ly =tained using an anti=ILZ-R
monoclonal antibody in the APAAF technique, Soluble ILZ2-R
in sera was estimated by an ELISA kit (T Cell Sciences).
Thirteen pairs of samples were studied Each was taken
on the same day with the exception of one palr taken 3
dayves apart.

Pre—transplant bicpzies (5/5) had no ILZ-R positive
cells The corresponding levels of IL2-R in the zera
ranged between 200 and 4000 u/ml, high compared to normal
individuals but congistent for renal failure patients

The majority (5/8) post—transplant sera were alse under

4000 u/ml with biopsies negative for 1L2=R bearing cells.
The remaining three sera were all over 6000 usml ILZ-R

n two patients the corresponding biopsy had a few cells
expressing ILZ2-R in the peritubular infiltrate. The
biopsy from the third patient was negative for I1L2-R
pogitive cells Of the two biopsies containing some
positive cells, one was from a patient undergoing
réjection. the other no evidence of rejection. although
rejection occurred approximately one and a half weeks
later. It therefore appears that a correlation exisgts
between wvery high serum [LZ2-R levels and presence of
cells expressing IL2-BR in the graft.
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THE IMPORT E OF NON MHC MISMATCHES IN NON
~-SENSITIZED AND SENSITI! CORNEAL TRAMSPLANT
RECIPIENTS

5.M, Nicholls®, B.A, 7' and D.L. Easty*
¥Departmen

_I'_. of Ophthalme E¥: University aof
Bristal . J.K. Transplant rvice, Hristoel.

The wvalue of matching for MHC antigens to improve the
survival of corneal grafts is still not well established.
We have investigated the role of non-MHC antigens in
corneal graft reje ion using a high responder orthotopic
rat model . We }'il'xr.i simulated the human =situation by
backeore ing LEW(RT1®) +to :El.-‘ll:HT"ll‘.\'r.Eh.:'l:-l iybrids and

using the backcross pgeneration as recipients for DA
strain grafts. Az with human the MHO disparity between
donor-recipient pair could be controlled, while non
mismatches remained wvariable and unknown for each
ividual (but averaged 5H0%¥). Animals were Tirst |?-|;.-_~r1,

T o1

eh divided 1 ) ; 0 iy elither homozygous RTI
heteroZyEous T s animals ¥ of the
groups were sensitized by Lhree pare al A strain
grafts at intervals of two weeks ‘e iOr E sitizat
caused more rapid rejection of corneal graf both
mismatched {p<0.001) and matc
Animals in the wo MHC mismatal
eensitized, 1T/l T-unsensitis
matched groups L25/2 :

heir graft HC matching re=sulted

rapid rejectisn and a greater range f survival tam

rejected

although the Iifference no oAl in unsensitiz
animals e twee ched and mismatched iroups wWasg
significe | p<0.058-unsensitized, pail. —sensit

hus, L appears that non MHC antigens play a signif
role i corn 1 graft rejection { :

Moreaver the high rejection ate

n this
MHC

ests T ;i with skin several mnon=MHC

i
t
SUgg
invalved. | ch Eene=  are o rLant

matching or in high

benefit Indeed, total or artial matching fo ME May
render rejecti n account n=Mk i ies more

likely, especially in sensitize
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ANTIGERIC HETEROGEREITY OF VASCULAR ENDOT

Chris Page, Marlene Rose & Magdi Yacou

Immunology, WHLI, Harefleld Hospical, Harefield, Middlesex UB9 G6JH

In view of the participation of
rejection of ascularised organs
phenotypic an ional heterog
considerat

Wa inve gated the antigenic atatus
different sites of the human
The presence of endothelium was defined by
pAn=endothelial cell matker ENS. This bein

endothe liw stud :
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USE OF ISOLATED HUMAN CARD
TO TRANSPLANTED HEART DURI

Sultter 5. E. Hard
0'Garra, K. A. Hunt, M,

Department of Immunology N
Middlesex, England UR% &JH

Although myocytes are clea
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A NEED FOR TRIPLE THERAPY?

? I SCOTT, A M ZAIDI, C BRUCE, H RIAD, N E FPARROTT,

R W G JOHN o MAR
RENAL TR/ ANT UNIT AND NW REL AL TTSEL
MANCHESTER INFIEMARY , OXFORD EOAD,

n A immunosuppression in renal transplant

pat ienks

oved graft survival owver combination therapy with

thiop ; i r tria

losporin, prednisolone a wrine "Mt

o] VT S5
aporin versu

therapy have yet

b published. Tn this study of 318 consecutive renal transplants Fro

January 1988 the rejectlon rates and graft survive
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CANCER IM THE CYCLOSPORIN ERA

P. J. A, Griffin, C, J. Ferguson, and J. R, Salaman

Unit, Cardiff Royal Infirmary, HNe

An increased incidence of cancer transplanted patients
following long term immunosuppressive therapy ise a well known and
1ife. Since the introdiction of Cyclosporin
its widespread use over the last decade Lhere has
out doubt been an increase in the incidence of tumours such
mous carcinoma of the skin, nphomas and kaposi sarcoma.
L Ok earlier.
e noticed an increase in
earlier time of occurrence.
Cumours in Dur Ir'1n:—'~:1|:'.|'|l'
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A TOLIC KIDNEY t 3 WORTH ITT
CARTER, TRANSPLANT SURCEONS & CO-DRDINATORS

mes Henal T lant Units, London.

tumber

In an effort to increase the
transplantation, we declded to Te-exan
kidneys from asystolic domors.
Since September, 1988 we have recovered kidneys from
donors (7 female, 16 ma ), The donor age ranged from
(mean 39). 11 pairs of 3 WETE
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