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PERSISTENT ANAEMIA AFTER HEART AND LUNG TRANSPLANTATION FLLULAR RESPONSES AFTER TREATMENT OF ACUTE LUNG
RI- JECTION (ALR) IN HEART-LUNG TRANSPLANTS (HLT)
Beverley I. Hunt. Orzay Halil, Sheela Amin and M. Yacoub. ) e
Tarefield Hoszpital. "\1I.|1L'IL"~1”~.?-r.l-_I;m:i A, Clelland, T.W. Higenbottam, LP. Scott, 5. Stewart and J Wallwork.
The Heart-lung Transplant Rescarch Unil, Papworth Hnw|1 al, Cambridge CB3 SRE.
We have noted a high prevalence of persistent anacmia in recipients of heart and lung e ) ) )
' A clinical disgnosis of ALR in HLTs is confirmed by typical perivascular Iunj:u:n.}lu.

transplantation (HLT}, some requiring regular transfusion. Eighty-five currently :
intfiltrates on transbronchial lung biopsy (TBB), When bronchoalvenlar L {(BAL}

surviving adult HLT recipients who received a transplant more than six months
performed at the same time as TBB al fibreoptic bronchoscopy 4 during ".I H increased
numbers of |y 11|:hu-_\[u- are recovered. We have followed up these observations by
assessing alterations in profiles of intlammatory u.llx on TBB and BAL before and
Pretransplantation mean (+-5.1.) haemoglobin (Hb} levels were 14N-+-33)z/1 with after pulsed steroid treatment in 28 episodes of ALK 1 21 HLT patients { *pair -~L.1 BAl
mean MCY 8606 (+/-3.9f, Post-in; tation mean Hb at six months were H8.3 samples obtained on 14 of the I8 occasions). |'1'J:_]n:|'.'. up TBBs and H."ll 5 were taken
{+=13)gf1 u|| h mean MOV of 93,7 - 6.6 27%: of the patients had Hb levels less about 3 weeks (mean 23.3 days) after the diagnosis was made and treatment instituted.
thai | /1. A year post-rransplantation 2 af the paticnts were Tunning a steady The infiltrates on TBB were assessed semi-quantitatively on a scale of — + or ++ and
I|s:~-1!.'-_~."nr'-||| evel of between 610 gfl. At 15 months 255 still had steady-state Hb differential cell counts of BAL were made on stained cytocentrifuge preparations

levels of less than 100g/1.

previously have been studied. All the patients receive cvelosporin and dlso azathioprine

I is tolerated.

ol

Cells on TRB o BAL cells recovercd
Further investigation, including ervthropoeitin levels, showed (in all but two patients 2 R
who had sideroblastic changes) the nges OF anaemia of chronic disorders, although Cell type ALR I

K

Blood films and bhone ma L5 LS also showed dyshacmopoietic © aes which e )R] ] a1 : 1
ood films and I_L e AW aspil s she v_-.d dyshaemopoletic changes which Lymphocytes .32 (0.66) 075 (051 7 T3 T4 (6.6
were more marked if the patient was receiving azathioprine é '
S ; Meutrophils 0.61 (0.67) (.39 (0.62) 14.4 (24.8) S.6(13,0)
In conclusion persistent anaemia is common after HLT, Although some of this anacmia ’
may be due to azathioprine effect. the majonty of patients alse have an underlying Eosinophils (.50 (0.6 (.18 (0.54) 06 1.8) 0.2 (0.8)
anagemia which has some of the changes of anaemia of chronic disorders. The possible
pathogenesis of these anaemias will be discussed. Data shown as mean (£5D) of semi-gquantitative analysis of inflammatory cells on BB
and percentage of cell types in BAL. There is a gencral reduction in all cell types atter

I ‘_t%. iﬁ wreatment of ALR on both biopsy and lavage. The reductions are of a similar order an it
ny 2 ﬂ.ﬁ i Elo %ﬂ appears that the BAL cell profile reflects the inflammatory infiltrate sampled at | BB.
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PAFER 3

ASSESSMENT OF THE HAEMOSTATIC RISK FACTORS FOR THE
DEVELOPMENT OF ISCHAEMIC HEART DISEASE IN
HEART TRANSPLANT RECIPIENTS

Beverley J. Hunt, Helen Segal & M. Yacoub, Harefield Hospital.

Epidemiological studies have shown that in the normal population the nsk of ischaemic
heart disease (THDY) is increased in those with high fibrinogen and factor Ve, Facior
Willc has also shown an associaton. These haemostanc vanables were assessed in 114
heart transplant recipients (age range 19-63) who were transplanted more than one vear
previously. as they have a high risk of accelerated coronary sclerosis,

The transplant recipients had higher fibrinogen levels (4.49+/—1.04/1 compared with
age-matched healthy controls (3.204/=78g/1, p<20.001), factor Vilc (1.08 +/— 25u/ml v
L0+ 20/m], p=0005), factor VIe (105 +/~4u/ml v 0.88+/-2u/ml, p<0.01). Twenty
three who had required transplantation for a cardiomyopathy (age range 19-34) had
similar Factor VI and VIIc levels to the healthy controls, but still had significantly
higher fibrinogen levels (p<0.05). Patients who were originally transplanted for THD,
were compared o oa control group of patients with THD (age range 45-68). Again levels
were significantly higher in the transplanted group; fibrinogen (4. 84/~ 7gf1 v
4.(1=83p/1), factor VIT and factor VIIT Tevels (1 10+/=4g/1 v 90+ 328/1, p=t0001 ).

The 26 recipients with accelerated coronary sclerosis had the highest levels of Factn
Wilc and factor VI (p<DU05).

In conclusion, fibrnogen levels are raised afler beart transplantation, and factor Vlc
and Vg are increased in those transplanted for [HD, Transplant recipients with
accelerated coronary sclerosis had the most marked prothrombotic changes.

167y of ks wnld -+
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PAPER 4

ENDOTHELIAL CELL HAEMOSTATIC FUNCTION IN
HEART TRANSPLANT RECIPIENTS.

Beverley J. Hunt, Helen Segal & M. Yacoub, Harefield Hospital.

Endothelial cells take an active part in haemostasis, producing von Willebrand's factor
(vWTF), antithrombin [T {ATTID), tissue-plasminogen activator (t-PA) and plasminogen
activator inhibitor-1 (PAD). Poor fibrinolytic activity amd high levels of PAI and vWE
have been associated with atheromatous coronary antery disease. In view of the high
incidence of accelerated coronary sclerosis in heart transplant recipients we have
measured these endothelial products in 114 heart transplant recipients (HTR) receiving
cyclosporin +/— azathioprine, after their first post-transplant year,

The HTRE had raised vWF antigen (ELISA) levels with a mean (+-5.10.) of 1.94 (+/-
06 LUml versus levels of 100 (+~ .313) (p< (L001) in 36 age matched controls. AL
(I.L. chromogenic assay) levels were also increased at 113 (+/- 31) LU/ml ». controls
(.99 (+~ .19 T.L/ml (p<Al.01}).

Fibrinalysis was studied in 60 HTR: mean t-PA antigen levels (Biopool) were raised at
8.2 (+/= 3.5 mg.ml versus the control group at 4.4 (+/~ 1.97 (p0.001), as was functional
plasma PAL activity (Kabi Diagnostics) at 114+ 6.6) A Uml versus 6.8 (+ 2.9)
AUml (p<0.001) The net effects of these increased levels were decreased fibrinolysis
for euglobulin clot kysis time in 114 heart transplant recipients showed mean times of
313 (+~79) mins v, 195 {(+/—101} mins in the controls (p=0.001).

In conclusion there 15 |;.;_-;|'-:u|1;11i|1|; of endothelial cell haemostatic function after heart

transplantation. The actiology and implications of these findings will be discussed,




PAPER 5

LONG-TERM IMPROVEMENT IN RENAL FUNCTION USING NIFEDIPINE
IN CYCLOSPORIN-ASSOCIATED HY PERTENSION

& 1.B. Kirk, L Omar, J.H. Dark, Freeman Hospital, Newcastle upon Tyne.

We have previously reported the beneficial effect of nifedipine in protecting against the
nephrotoxic effects of cyclosporin (CyA) in our heart, lung and heart-lung recipients, ®
This study was carried out using the same cohort of patients to investigate the long-term
effects of nifedipine therapy.

The patients in the original NIFEDIPINE treated group (n=17) continued on that
therapy. OF those who WEIT Teceiy ing PRAZOSIN (n=29}, only 12 remained on this al

long-tenmn review',

Late follow-up was at 4 mean period of 28 months post-transplant Creatinine clearance
in the PRAZOSIN group was significantly worse than the pre-transplant values, as
described previously. (63,9 miimin [SE 3.3] v 51.9 [1.9]; p=U.3)

Whilst no significant difference was noted at 12 months follow-up m the NIFEDIPINE

yw-up creatinine clearance had improved. (66.7 [6.7 15.6

treated aroup, at l@e o

[3.9]: p=L05). No difference in CyA levels, dosage or total dose were noted between

the: T ETOLLS.

Ihese findings of improved renal function using nifedipine over a profonged penod of
time are in keeping with the results of an unpublished prospective cross-aver siudy
using nifedipine. In view of this effect, nife of choice in the
treatment of CyA-associated hypertension in our heart and lung transplant paticnts,

pine remains our d

A 1B, Kitk . 1. Omar, D.N. Bateman, I.H Dark.
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PAPER 6

LIMITED ABH EXPRESSION IN THE HUMAN HEART
Beverley J. Hunt, 'Susan J. Thorpe and Magdi Yacoub.

Harefield Hospital & 'MNational Institute for Biological Standards and Control,
Potters Bar, Herts

It iz unclear from previows work as o the extent of ABH expression in ©
Due to the shortage of suitable heart transplant donors it would be ideal not o match
donor and recipient for ABO groups. We have therefore assessed ABH expression in
cardiac fissue by immunofluorescence and alkaline phosphatase immunostaining using
polyclonal and monoclonal antibodies against the A, B, and H antigens and the H
antigen specific lectin Uex Buropacus, Cryostal sechions of fresh, frozen samples of

10 DISsLE,

ventricles, atria, pulmonary artery and sora from dosors and recipients taken duaring
heart transplantation were studied. The tissues were from eight donors and eighi
recipients of whom 6 were blood proup A, 2 were group AB, 6 were group O and 2

group B.

WEeTe

Fhe endothelial cells lining the endocardium pulmonary artery and aorta, and the
mesothelial cells in the surface of the epicardium were intensely stained for blood group
antigens in accordance with the patient’s blood group, as were the endothelial cells
lining blood vessels within the cardiac tissue. In addition histiocytes present in the
endomysium were strongly stained. However the cardiac muscle iself was unreactive
with all the «nis tested. There were no obvious differcnces in blood group
expression between donor and recipient tissue

In conclusion ABH expression within the heart is limited. This may partially explain
why soame hear transplants have oceasionally been successtul in crossing major ABC

barmers
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HAMSTER TO RAT XENOGRAFTS ARE NOT REJECTED
PRIMARILY BY TCELLS

). Van den Bogarde and DG White.
Dept of Surgery, Addenbrookes Hospital, Hills Rd, Cambridgze,

Organ transplantation between hamsler and rar represents an example of a concor
species difference with vascularised hamster hearts being rejected by untreated rats |
2,7 days. The aim of these experiments was to investigate the mechanisms of rejection
in this hamster o rat mogdel

Monoclonal antibodies against rat T cell subsets demonstrated that CD4 positive cells
proliferated in mixed lymphocyie culture of ral responders to alloge ¢cic and xenogeneic
timulators. This rat did not need mt accessory cells present in culture (o proliferate o
hamster stimulators. Rat responders, needed rat accessory cells in culiure to profiferate

to human stirnulators.

art grafls in

responder rat combination of DA 10 Louvain [median surviv e = 383

days. 1/3 survival bevond 100 days.] This protocol in the hamster 1o vat xenograft model
extended survival beyond control values but unlike the allogratts, all xenograts were
rejected during antibody therapy [MST=14.9 days]. A series of different protocols
including antibodies to rat T cell receptor. the CDE molecule, or Cyclosporine A therapy

did not improve these resulls

Lytic antibodies to hamster cells increased from a tiore of 1/8 to 1/16,384 by 7 days after
vascular heart tran ,\||‘__||||_|'_i|||' Cobra venom factor, which |‘:'.'|:|.".l.'!- thie 3 component of
complement. injected on alternate days at 0.1 25mg kg, significantly increased survival
of vascularise arts in rats [MST of contrel = 2.7, MST of CoF = 5.3]. Injection of
either Cyelosporine A or anti C04 moneclonals to the CoF led to further substantial

improvement in survival time

These data suggest that rejection of hamster hearts by rats 12 dependent on hurmoral as
well as cellular immune mechanisms.

PAPER &

IMMUNOREGULATORY ROLE OF NEWBORN SPLENOCYTES AND
THYMOCYTES ON CELL-MEDTATED IMMUNITY AND
[OLERANCE INDUCTION

A Skowron-Cendrzak, B, Mazur-Kolecka, M. Kubera, M. Bubak-5ator:
Department of Immunobiology, Institute of Pharmacaology, Polish Ac
Krakdw, Poland.

Splenocytes of newborn syngeneic or allogeneic animals less than two days old
significantly prolong skin and heart allografi survival and reduce delayed hyper
sensitivity in adult mice and rats. This suppressive effect can be abolished by the

syngeneic or allogeneic thymocytes of 4 1o G-day-old animals. Indomethacin-sensitive

newborn splenocytes also induction of either transplantation tolerance in an
allogeneic system. or specific hyporeactivity in a xenogeneic one. whereas appropriate

immunoregulatory thymocyies abrogate these effects.
There is a functional interdependence between the thymus and the spleen of newbormn

animals. Early thymectomy prolongs the suppressive activity of splenocyies, while

neonatal splenectomy delays the immunoregulatory effect of thymocytes
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INTRACELLULAR SPECIFIC CYCLOSPORIN A-BINDING PROTEIN(S) IN
CsA THERAPY MONITORING

Vera Haskovd, Ladislava Rozpnmovi, Jana Svobodovi.
Institute for Clinical and Experimental Medicine, Prague, Prague.

Cyclosporin A (CsA) has significantly improved the sucoess rate of clinical trans
plantation It 15 known that its IMMUNosuppressive activity is not mediated |?_‘\-' H
membrane-associated mechanism but, by an intracellular process. Cne or several CsA
binding proteins are assumed 1o concentrate CsA in the cytosol thus probably mediating

115

In our experiments, we isolated and characterised a non-immunoglobulin fraction from
calf tissue which was found very active in binding CsA H tracer of the Sandimmune
RIA-kit. It contains the natural, intracellular recepior, specifically binding o the active
site of the CsA molecule, which may also play a part in the immunosuppression of
human immunecompetent cells. This material with a high selectivity could be used

tead of specific monoclonal or polyclonal antibodies, o determine CsA levels in

PAPER 10

CHARACTERISATION OF TISSUE MACROPHAGES AND INTERSTITIAL
DENDRITIC CELLS AS TWO FUNCTIONALLY DISTINCT
PASSENGER LELUCOCYTES

Sarah €. Spencer and John W. Fabre.
Blond MclIndoe Centre, Queen Victoria Hospital, East Grinstead, Sussex, RH1Y 300

- memoclonal antibody

Immunohistological studies with a mouwse ant ¢
iBMAC-3) demonsirated the presence of numerou cell the interstitial
connective tissues of many organs, The pattern in heant was viriually i

seen with antibodies class 11 MHC antigens, and col asily be n weled as

staining of interstitial dendritic cells. However, we performed double labelling fluo

escence studies in rat heart iniI:E', the BMAC-5 monoclonal &
rabbil antisera to pure rat class 1
(CD43) antigens
Rhodamine labelled mpuse immuneglobulin and fluorescein labelled goat ant
rabbil immunaglobulin were used as the fluorescent probes. The tissue m scrophages
were identified as cells which were BMAC-5 positive, MHC class I nagative :
leucocyte common antigen positive. They could be distinguished from 1 BMAC-3
negative, MHC Class Il positive, leucocyle commaon antigen positive interstil 1]
dendritic cells. Seven days following lethal irradiation, the lass 11 positive |1 |
dendritic cells had completely disappeared from heart, whereas the BMAC-5
macrophagzes were present in undiminished numbers. These studies sirongly s.
the interstitial dendritic cell and the fissue macrophage represnt two distinct pe
of leucocyie within the connective tissues of pically secluded organs such as the
heart, The marked difference in the period of residence in the tissues and the probal
functional differences between these two types of passenger leucocyte are likely 1o h

FTLT tant g-'r|r-|'.-:':=.ri-:~||x fiom !|5'&|.--.|‘-|;_||'|!.E!I:'-||
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THE PREVALENCE AND NATURE OF CHRONIC LIVER DISEASE IN
GLASGOW'S RENAL TRANSPLANTATION RECIPIENTS

E. McGregor, 'M.C. Allison, 2A. Mowat, E. McCruden, 'ER. Mills,
IR.N.M. MacSween, BLR. Junor, 1. Bri

Renal Unit, |Department of Gastroenterology, *University Departient of Wirology,
University Department of Pathology, Western Infirmary, Glasgow, G11 6NT.

Renal transplant recipients are at risk of developing chronic liver disease. A review of
over 600 transplant recipients has identified 37 patients with persisting or recurrent
elevation of serum transaminases. None had I|l.'|'l1 itis B surface antigen -I"Ilil 1'“~|"'I L]
antibody to HOV (HCY-Ortho diagnostics) in 29 pre-transplant scra showed 7

b pix ~.||..._ Five patients subsequently lost HOV antibody and two, who were initially
SETONeg . develop ._., anti-HCV afier transplantation. Liver histology was available in
25 I-.,,-_“---,-,\_ including 7 with pust or present HCY antibody. Hepatitis was histologic ally
present in 12 cases, 4 of whom had past or present anti-HCY. Modular regenerative
hyperplasia was the principal 4':‘-|m|'|‘1-||i'x in 5 patients, one of whom had HCV
antibody while iron deposition was frequently observed and was severe enough in 7
cases to warrant venesection, Only one death occurred as the result of Tiver failure. Thus
chromic liver dysfunction in renal transplant recipients has a variety of causes and while
an important complication, it carried a low mortality

PAFER 12

RENAL ALLOGRAFT REJECTION: FUNCTIONAL IMPAIRMENT OF
KIDNEY EPITHELIAL CELL MONOLAYERS MEDIATED
BY CYTOTOXIC CELLS

I.A. Kirby, J.C, Morgan, B.K. Shenton. T.W.J. Lennard, G. Proud, and R M.R. Taylor.
Department of Surgery, The Medical School, Newcastle upon Tyne NE2 4HH, UK.

A line of human kidney epithelial cells was cultured to confluency on filters and the
formation of tight junctions was monitored by measuring the frans-monolayer electnical
resistance. Typical monolayers developed functioning fght junctions within 4 days and
showed an increase in resistance of [840444002 (mean + sd; n=5)

Conventional F1Cr release assavs showed that atter 4 hours only 21% of suspended
kidney cells were specifically lysed by lymphokine activated Killer (LAK) cells at an
effector to target cell ratio of 50:1. However, when LAK cells were added o functioning
Li;]n._-‘_-.- cells i-|-||-.r|_|'.',_|_},h-;~. at an \-."h;_"._:-r (13 I_||_!'|,'|_ cell rato of 3:1 the monelayvers show L.Il.l

a rapid and complete loss of resistance. In the absence of transmonelayer resistance the
o gradients essential for Kidnev function will not be supported, These results indicate
that the ability of cytotoxic effector cells to lyse suspended *1Cr labelled kidnev cells

may not be a sensitive indicator of the ability of effector cells to impair func
structured kidney cell monoelayers

The rapid improvemant in renal allograft function which freg .L'!'Il!_‘- occurs atter suitable
immunosuppressive therapy of recipients suffering acule rejection rest that loss of
grafl function may occur in the absence of widespread kidney cell lysis. Failure of trans-
epithelium resistance may be responsible for such reversible Kidney dysfunction.




PAPER 13

CYTOMEGALOVIRUS INFECTION IN PATIENTS TREATED WITH OKT3
FOR STEROID RESISTANT CELLULAR REJECTTON IN KIDNEY
TRANSPLANT RECIPIENTS

P. Conlon, R. Costello, E. Smith, 5. Spencer, M. Carmody, J. Donohog
Diepartment of Nephrology, Beaumont Hospital, Dublin, Ireland

eotion 15 a well known complication of renal transplantation,

mmunosuppressive therapy. In our transpla n. we have been

5 ;
using monoclonal antibaody CYKTS for the reatment of steroid resistant cellular rejection.

Since 1987, 26 patienis have received OKT3. All paticnts were fested by a complement
fixation metho ELISA for the presence of anti CMY antibodies preoperatively and
at regular intervals post op ely. Serum from all kidney donors was also tested for

the presence of ant CMVY antibodies.

n all, 26 patients received QKT3I group can be divided into 4 groups according o

recipient/donor CMY status
o. of Pabients
R eCipient neg
or neg Recipient pos
mor pos Recipient pos
Damnor neg Recipient neg
0 o 3
Incomplete data A
O the six patients who wene CMY negative pretransplant and received a CMY positive
kidney, 5 patients seronconveried with an acute CMY illness, The sixth patient remaned
well, OF these, 3 patients died, twao of whom had overwhelming CMV on autopsy. The
third paticn i aulopsy. The other two patients developed an acute CMV illness bt

recovered. This data strongly sugeests that OKT3 should not be used in patients who are
CMY negative pre-transplant and who receive a CMY positive kidney,

PAPER 14

ONTOGENY OF MHC ANTIGENS IN THE HUMAN FOETAL PANCREAS
AND THE EFFECTS OF TISSUE CULTURE ON THEIR EXPRESSION

C. Koo, K.I. Welsh and C.G. Koffman
| -,|:.'x Hospital, 5t Thomas Street, London St 9RT.

Human foetal pancreéas (HEF) 15 @ possible source of ransplant material

of diabetes mellitus. However, its use 15 restricted as rapid rejection
transplantation, To inve te the mechanisms involved
determine the ontog anfipens and to assess the etfes

their expression

10 HFPs aged 9

monaclonal antibodies.

In fresh HFP: (1) Clas

(2) Class | positive cells welude meser
[ucial and endocrine cells are negative
culture: (1) Class 11 i'll:*-\.lli'-.l' cells e

expression is increased. (3) Endothelial ce ind express Class

Che study indicates that HFP is likely to be immunogenic from an ea

culture leads to lo f Class Il positive dendritic cells, but does
rejection process, probably because of the persistence of endohelis

a5 amtigen presenting cells (APCs)

O IROTOEEE

I cells
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PAPER 15

IMPORTANCE OF SINGLE AMINO ACID SUBSTITUTION IN THE DR#1
CHAIN FOR T CELL RECOGNITION

1, MNavarrete, B. Lang, PR. LoGalbo, G. Nepom, 1. Silver,
R.Winchester and PR, Gregersen

Department of Immunclogy, he London Hospital Medical College, LK.
Department of Rhevmatology, Hospital for Joint Diseases, N, U.5.A.

» molecular analysis of the HLA Class 11 molecules has revealed the presence of
lighly polymorphic regions which appear to be involved in the formation of epitopes
rmised by T cells. We have compared two alloreactive T cell clones reacting
specifically with the different Dw subtypes of the DR4 haplotypes. One of these clones
{ES55} can be stimulated by all the w4, Dwd, and Dw13 subtypes whereas the other
clone (E38) reacts with all Dwl4 and Dwl3 stimulator cells with the exception of one
Dwl13 cell line. Inhibition studies with monoclonal antibodies revealed that the
stimulatory epitope is located on the DR and not DF nor DQ molecules. We have
ed this reactivity with the amino acid sequence of the DRB1 chain of these
otypes. cDNA clones corresponding to the polymorphic first domam of the DREEL
chain of the non-stimuolatory Dwi3 cell line were isolated and sequenced. The resulls
revealed that this cell differs from the regular Dhw |3 cell lines by a single aming acid
substitution at position 86 and this vamaton 15 sufficient to affect T cell recogniton
These data indicate that position 86 {together with other amino acids in the third
diversity region of the DR molecule) plays an imporntant role in the formation of
epitopes recognised by T cells. The relevance of these resulls in the context of organ
transplantation will be discussed.

PAPER 16

THE EFFECT OF DONOR AND RECIPIENT AGE IN RENAL
TRANSPLANTATION: SHOULD AGE-MATCHING BE RECOMMENDED?

1.2, Thorogood, 1GUG. Persijn, 'EA. Zantvoort, 21.C. van Howwehngen,
and #J.J. van Rood

IFurotransplant Foundation, Leiden, The Metherlands 2Leiden University Department ol
Medical Statistics *Department of Immunchasmatelogy and Blood Bank, Leiden
Limiversity Hospital,

It has recently been suggested that donor-recipient “age-matching™ in renal trans
plantation could sigmificantly improve praft survival, particulardy when using kKidneys
from older donors |, We examined the Eurotransplant database for 6397 patients
receiving their first kidney transplants from unrelated non-living donors, transplanted
between 1st January 1984 and 3151 December 1987 and followed up to October [958, A
significant effect of age-difference was ohscrved aver the 4.3 year penod analysed
(p=0.0001, logrank test). One-year graft survival was 85,85, 84.4% and 82.1% for
donors =5 vears younger, donors within 5 years of oy fonors =5 years older than
recipient, respectively. The age-difference remained independently signiticant when
other prognostic factors were allowed for in a Cox multivariate regression model,
However, when we included donor and recipient age in the model as individual ages
inot age-difference) we observed that for the very young and older donors the age-
difference method would not have identified those at highest risk of fallure. We
concluded that the relationship between donor and recipient age is probably quadratic,

Eeterence

IDonnelly, PK. and Henderson, R, “Age-matching™ for Renal Transplantation. Mew
England Joumal of Medicine: In Press.




PAPER 17

{ SIMPLE CYTOTOXICITY ASSAY TO DETECT ANTI-EPITHELIAL CELL
ANTIBODIES PRODUCED IN ASSOUIATION WITH
RENAL TRANSPLANT LOSS

Susan Martin, Paul E. Brenchley. Philip A. Dyer, Ram Gokal, Netar Mallick and Eobert
W.0G. Johnson
MW, Regional Tissue Typing and Immunology Laboratories and Renal Transplant Unit,
"\1:. it !'l'.\;:". .. h

5 been shown that antibody directed against epithelial cells (ECA) can be associated

1 loss in renal transplant recipients. We have therefore designed a micro

eyiotoxicity assay allowing sera o be screened for antibodies cytotoxic to the epithelia
cell line A549, A349 cells » cultured in Terazaki trays for 2448 hr. Culty
supernatants were removed from the cell monolayers by ‘flicking’, Tul of test sen

added and incubated for 60 min at 225C, Rabbit complement {3ul) was then added for a
further 60 min when the tests were stained with a cocktail of acriding ora

ethedium bromide

Thirty two paticnts wheose renal transplants failed in the absence of lymphocytotoxic
antibadies were screened mn this no assay acainst AS49, Five of the 32 patients had
hrectomy. Treatment of the sera with

threitol showed the a wlies o be lgh and since we failed 1o block the reactivity

i monomorphic anti-HLA class | antibody. they were not directed against HLA

o1 that when transplant failure 15 not related o anti-HLA antibody

he investipation of ECA could be of value when assessing a pabent [or a

proguction, (f

subsequent transplant

AW Harmer et al British Transplantation Society November 1989 {presentation),

PAPER 18

MONITORING OF RENAL GRAFT STATUS BY SEQUENTIAL ASSAY OF
PLASMA AND URINARY TNF LEVELS

IRJ. McLaughlin, 2A., Aikawa, 'H. Davis, ‘R.AL Sells, and 'P.M. Johnson

IUniversity Depantment of Immunology and <Renal Transplant Unit, Boval Liverpoo
Hospital, P ©. Box 147, Liverpool. L69 38X

Tumour necTosts facior ;|||'|}'_-;| (TNF) 15 a L:\.Illl‘.||!|" |'|"|'|||.|-.I of activated I'I\.I'.':l.li'll:'.:_'_l.'x
which has an important role in the mitation of inflammatory and immung responses
Many types of immung response are associated with TNF release it the circulation,
i une rejection following renal ransplantation.
We have developed a sensitive and specific enzyme-linked immunosorbant assay
(ELISA) capable of detecting the low circulating levels of TNF (=20 pgfml). Plasma
and urinary TNF levels have been sequentially monitored in fourteen renal transplant
12 __:'I’I' £
In 7/11 cases, plasma, andfor urine TNF was detectable 1-4 day tiagnosis of the
rejection episode. In 1711 cases, urine and plasma TNF levels w

ienosis of acute rojection. In the remaining three cases,

for several weeks post-transplantation. In 5 cases of acute tubular necrosis, no elevated
levels of TNF were detected. Thus, senal monioring of THF may represent a potential
adjunct to more mvasive technigues for differential diagnosis associated with poor grafi
function,
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IMAGING AND QUANTITATION OF ALLOGENEIC KIDNEY TRANSPLANT
REJECTION IN THE RAT BY IN VIV(} LSE OF NN LARELLEDD
ANTL-LYMPHOCYTE AND ANTI-CLASS 1 AND IT MAJOR
HISTOCOMPATIRILITY COMPLEX (MHC) MONOCLONAL ANTIBODIES

[. Loutfy, 1.E. Baichelor and J P Lavender.
Departments of Immunelogy and Nuclear Medicine, Royal Postgraduate Medical
School-Hammersmith Hospital, London.

PVG recipient rats were transplanted with DA donor Kidneys and the animals were
injected intravenously with mdinm-!! [abelled monoclonal antibodies (McAb) of the
fullowing reactivities: 1) MRC OXN-19, anti-CD3 like, rat Pan T cell. 2) MRC OX-39,
anti-rat [1-2 receptor, 3) MN4-01-6 anti-Class | MHC donor specific, 4) F17-23-2
anti-Class [1 MHC donor specific. At different times after injection, the rats were
maged using a scinfillation camera then they were killed and rent tisswes sampled
for radioactivity counting. Animals injected with each of the three antibodies {2,3,4)
showed uptake in the rejecting transplants on the scans. The ratio of uptake
rransplantkidney using the MN4 McAb was about 20:1 in some animals. Imaging of
PV isografts showed no uptake in the transplant and the ratio Ta/kid did not differ
from unity. Cyvclosporine treated animals did not show alteration of MN4 uptake seen in
non-modified allografts. The use of the other McAbs in cyclosporine treated animals is
still underway.

Conclusion: T vivio use of anti-IL2 receptor, anti-Class Tor Class TT MHC can be useful
in the early diagnosis of rejection, however, its value in the follow-up of the grafts needs

stll to be established.,
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F'HE ROLE OF HAEMOPOIETIC STEM CELLS IN
TOLERANCE INDUCTTON

Rosemary Sherwood, 'Leslie Brent and David Linch.
Department of Immunology, St Mary's Hospital Medical School, London W2,

IDepartment on Haematology, University College & Middlesex School of Medicine
London WCLE 6HX

Immunological tolerdnce can be established in immatere neonatal mice |
intravenous injection of adult haemopoenc Fy hybrid cells. It 15 not clear, however.
whether the unresponsiveness results from the introduction of allogeneic stem cells or
from other cells in the ioculum that either contribute a specific cellular function or add
to the antigenic load,

o examing this we used the drug 5-Fluorouracil (5—FU) which, when inoculated ir

vive, selectively eliminates proliferating cells (eg lvmphocyies) whilst sparing non-

cycling cells {eg stem cells). (CBA x AS) F| adalt mice were imjected itravenously

(i-v.) with 150 mg/Ke 5-FU. 7 days later bone marrow was harvesis
from normal mice ] I iv., In vi doses. 1nto newbormn |
old) CBEA mice. All cell recipients were tested with AJJ strain skin gre

Cells from 5=FU treated mice did net vield an increased proportion of olerant mice. To
explore the possibility that 5-FU treatment had depleted a minor lymphoid populatior
cssential in wolerance i ion, a mixture of 2 million bone marrow cells from 5-Fl

treated mice and spieen cells from normal mice (at a ratio 9 1) was njected into

neonates, bul likewise farled 1o merease the :{Tll['lll"liill' OF OIS TN mice,

This result indicates that antigenic load 15 vital in the induchion of tolerance, and that cel
losses during the preparation of hasmatopoietic s need to be minimized 1noany

attempts to establish tolerance and cellular chimerism by injection of bone marow cells

directly into the fetus,
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CORNEAL GRAFT SURVIVAL IN THE RAT 15 NOT DUE TOITS
“PRIVILEGED SITE”

M. Katami, D.J.G. White, and P.G. Watson,
The department of Ophthalmology and Surgery, Addenbrooke’s Hospital,

Liniversity of Cambridge.

We have demonstrated that the fate of rat orthotopic comeal grafis (3 mm diameter) in
avascular beds is dependent upon the stran combination of inbred rats used. These fully

allogeneic strain combinations can produce high, moderate, and low responder states.

Ising one of (high) rejector comhbinations (DA to AC; median survival ime; 11 days,
n=13}), some factors affecting orthotopic comeal grafl rejection have been investgated.
The size of donor comeal button was shown o be of 4 critical importance for the fate of
corneal grafis (4 mm; 105 davs, 3 mm; 11 days, 2 mm and and 1.5 mm; =100 daysh.
Eccentric grafting where a 2 mm (non-rejecting size) cormeal button was taken from the
centre and grafted to the periphery or vice versa. Centre to periphery showed chronic
rejection, while periphery o centre produced acute rejection

Pwo different prefreatments with hypothermic preservation or UV-B irradiation o the
donor corneal butions prodeced a significant prolongation of 3 mm (rejecting size)

corneal grafis of 25 days and >1(K} days respectively.

We suggest that a low density of class 11 positive dendritic cells and its uneven
distribution in the cornea are responsible for the unigue character of comeal graf

survival.
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AN EVALUATION OF THE EFFECTS OF PRIMARY NON FUNCTION ON
THE PROGNOSIS IN CADAVERIC RENAL TRANSPLANT RECIPIENTS
TREATED ELECTIVELY WITH CYCLOSPORIN A MONOTHERAPY

S.AL. Gibhs, B.G. Ward, A. Aikawa, B A. Sells, A Bakran.
Transplant Lnit, Royal Liverpool Hospital, Prescott Street, Liverpool, L7 BXP.

Cyelosponn A monotherapy is first line immunosuppression following cadaveric rena
transplantation on our unit. Primary non function (PNEF) was meated by reduction of the
diose of Cyclosporin A and supplementation with prednisolone. We have studied |

consecitive cadaveric renal transplant recipients (o assess the effect of PNF on graf

funcrion one year after transplantation

OF 157 recipients, 40 (25%) had PNF (20 out of 113 locally harvested and 20 out of 44
2 ;

||5|'u'|_"_|_'-.i_ kid EVE (P 013)). However there i} '-.::_':|i|i-_'_:|:| decreasc 1 :'l'_l or

patient survival at one year attributable (o PNE. The medn setum crestining in primary

functioning grafts at one vear was 189 wmol/1 (£50D 77.4) versus 207 umaly {(£SD

86.17 in PMNE grafts (NS).

In primary functioning Kidneys, graft survival at one year was 84.6%. and in PNE it v
7159 (0,5 > p = 0.1 (x%)), and patient survival at one year was 91.5% 1 primary fund
compared o 87.5% in PNF (p=(.5).

We conclude that in PNF, successful outcome was usually achieved by reducing the
Cyclosporin dosage. In this relatively small series there se to be no significant
reduction in patient or graft survival at one year as a result of PNE Although imported
kidneys suffer PNF more frequently than local, the prognaosis is no different
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THE SHORT TERM IMPACT OF THE BENEFICIAL MATCHING SCHEME

MJ.5. Dennis, DM, Conningham, 1. Ryan, R.W. Blamcy
Department of Surpery, City Hospital, Nottingham.

We have taken our Unit’s cold ischaemic times (CIT), immediate non function (INF)
rate and matching achievements from 1988 when 2% of 37 Kidneys ransplanted were
locally harvested, and compared these with 1989 data during which we pamicipated in
the Beneficial Matching exchange scheme, and 21 of 31 cadaveric transplants were
performed with oreans “imported”™ via UKTS

The CIT of UKTS kidneys has remained similar — mean (5D) 26,7 (8.7) hours in 1988
and 25.7 (9.5) hours in 19849, This is significantly longer than the CIT of locally
retrieved kidneys which fell slightly from a mean of 15.8 o 138 hours (p < 0.001).

'he INF rate of imponted organs was 12/21 (57%) in 1989, compared to 209 for local
Kidneys in both years (p <0,05), Since mone organs have been imported this has resulted
in a significant overall increase in INF from 8/37 (21%) to 14731 (45%) in [989
(p.01). The HLA beneficial matching facilitated by organ exchange has greaily
improved — from 8/37 (22%) to 18/31 (58%), although the number of transplants
performed has fallen, despite maintained donor numbers. We are consequently
concemed thai the Scheme has not retumed as many kidneys as we have exported (21
versus 33), resulting in an end of vear positive balance of 12,
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RENAL TRANSPLANTATION IN THE ELDERLY

R.G. Ward, B.A. Sells, A. Bakran, A. Aikawa
I'ransplant Uinit, Royal Liverpool Hospital, Prescot Street, Liverpool, L7 8CXP

Current pessimism over the prospects for increasing the supply of cadaver kidneys
(Gore et al BMI Nov 1989) led us to review the resulis of cadaveric renal trans-
plantation in the elderly to establish whether the prognosis in these patients justified
using this precious resource on them.

A refrospective review was performed of cadaveric renal ransplanes into recipients aged
6} years or more between 1982 and 1989 inclusive. Forty-four such patients were
identified, mean age 64.5 years, range 60 to 72 years. All but one received their first
transplant. Cyclosporin monotherapy was the elective post-operative immuno-
SUPPIESSION.

I'he actuarial graft survival using the Peto method was 0% at one year, 83% at five
vears, Five of the forty-four kidneys have failed, all within two years of transplantation
Four of these recipients died.

Owerall patient mortality was 16/44 (36%) of which 1044 (239%) ocoumed in the first
year after transplantation. Cardiovascular disease accounted for 10 deaths, all in paticnts
with functiomng transplants.

Thus, excellent grafl survival can be achieved in cadaveric renal transplantation in
patients aged over 60 years, albeit with comsiderable monality. Ape alone should not
therefore be considered a contraindication to renal transplantation. Careful cardio-

vascular screening may improve patient survival,
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PREGNANCY IN RENAL TRANSPLANT PATIENTS
M. A, Watson, 1D, Briges, LW, Cordiner, 'K Hughes, B.IE. Junor

Renal Unit, Western Infirmary, Glasgow and [Depanment of Obstetrics,
Queen Mother's Hospital, Glasgow

Pwenty-five pregnancies occurring in 21 renal transplant patients are reported, The
patients were aged 21-35 (mean 29) and the interval from transplantation o delivery
was 6 months e 17 vears. Thirteen patients received azathiopring and predmisolone as
immunosuppression, | prednisolone alone and 7 cyclosporin amd prednisolone. There
was | termination of pregnancy. Two pregmancies resulied in spontaneous abortion, |
resulted in stillbirth due 1o a prolapsed cord at term and the remaining 21 in live births.
There was a triplet pregnancy in which 1 child is mentally retarded, There was a high
incidence of premature deliven

and are developing normally o date. The babies tended to be of low birthweight for
pestation period, 68% being below the 30th centile, regardless of immunosuppressive
drugs utilised, Durin -gnancy, & patients required amihypertensive drugs and 9
patients developed significant proteinuria resolving after delivery. In only | of the
pregnancies was there deterioration in renal function requiring lelivery. In the
remaining patients there was no deleterious effect on renal fenction either during or atter
pregnancy. Pregnancy in renal transplant patients is a relatively safe occurrence for both
maother and foetus, but requires careful monitoring.
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ANTIBODY CLASS, HLA SPECIFICITY, AND RELATIONSHIP WITH
PATERNAL ANTIGENS OF SERUM LYMPHOCYTOTOXIC ANTIBODIES
FROM HIGHLY SENSITISED MULTIPAROUS DIALYSIS PATIENTS

D1, Propper, W.A, Leheny, §. Urbaniak, G.R.D. Canto, A.M. MacLeod
Department of Medicine and Therapeutics, University of Ab en, and Aberdeen &
Morth-East of Scotland Blood Transfusion Service

transfusion induced broad

pregnancy may be the targe

totoxic activity in such highly sensitised patients {H5P). However, parous

form cyioloxic tbodies o0 non-HLA linked paternal Ivmphocyte

igens. We wished to determine for antibodies in the sera of multiparous HSPs: (1)

whether they were directed to paternal HLA antigens, (2) their immun bulin class,

1d {3) the contribution of ar dies o paternal non-HLA antigens and autolympho
toxins (o the breadth of panel reactivity (PEA).

Mo sera from the 11 viously untransplanted HSPs studied contained autolympho
cytotoxins. Cytotoxicity in all 11 sera was blocked by pre-incubation of paternal
lymphocytes with & monoclonal antibody to a monomorphic class 1 determinant.

Sim 311 sera were active against patemal class 11 antigens, Absorption of scra

with paternal Iymphocytes reduced PRA by = 530% in 8 and by over 80 in 3 of these

DTT digestion had no significant effect on PRA in any of the sera

I'he results imply that cytotoxic antibodies i the sera of muliiparous HSP ;

class, are directed to class 1| HLA antigens, and that paternal oens account for a
major proportion of sensitisation. When such patients require transtusion, sensitisation
rates might be reduced by avoiding blood from donors shanng paternal class |

determinants.




PAPER 27

THE USE OF FLOW CYTOMETRIC CROSSMATCHING (FUXM) IN
CARDIAC TRANSPLANTATION

B.K. Shenton, B.E. Glenville Alison Miicheson, E. Coates, D. Talbor, AL, Givan,
A, Kirk, J.H. Dark.

Department of Surgery, Medical School, Framlington Place, Universily of Newcastle
upon Tyne NE2 4HH

One of the most important pre-transplant tests is that of the cytotoxic crossmatch
between the donor cells and the serum of the recipient. However, as the sensitivity of
this crossmatch test has been questioned, we have developed as assay using flow
eylomerry 0 demonstrate antibodies (TgG) in the sera of renal graft recipients before
transplantation. We have performed retrospective FCXM in 35 cardiac transplants and
compared the results with the incidence of rejection. Patients with rejection were
classified as having “moderate” (Billingham) histological grade rejection in the first
three months after transplant. No comelations between either any of the donor (age, sex,
blood group, cause of death) or recipient parameters (age, sex, blood group, tissue
typing match, panel reactivity, anastomosis time or hospital stay) with rejection were
shown. Results of FCXM analysis ane shown below.

FCXM MNegative FCXM Positive
NON REIECTORS

REJIECTORS {(moderate) [i]

A highly -;|:_1_|1i‘.".|.';:.r'.’_ association (P={L02 using Fisher's exact test) between PFCXM result
and rejection was found. In patients with a negative FCXM only 19.2% showed
moderate rejection whereas patients with positive FCXM showed 67% incidence of
rejection

[his study shows data that may help to identify a group of heart ransplant patients more
likely to reject and perhaps allow a modified immunosuppressive regime 1o be used.
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THE EFFECT OF CAPSULE COMPOSITION ON THE INSULIN RELEASE
CHARACTERISTICS OF CULTURED ALGINATE/POLY-L-LYSINE
ENCAPSULATED ISLETS

H.A. Clayton, NJM. London, R.EL James, BS. Colloby and PR.E. Bell
Department of Surgery. Leicester Roval Infirmary, Leicester, UK.

Encapsulation of [|:-_:|x.':||;.:|:;_'|,| islets in alginate/p '::-'-|-I:nil';.' has been proposed as a
method to prevent nejection and autoimmune damage. The ciiect of capsule composition
on islet Tunction has not previously been siudied. Rat islets were encapsulated in high
mannuronic acid alginate and then further encapsulated in: 1) poly-1-lysine alone, 2)
poly-l-tysine + high guluronic acid alginate, 3) poly-l-lysine + high mannuronic acid
alginate, Encapsulated and non-encapsulated islets were then placed in tissue culture
and at weekly intervals for 4 weeks groups of 50 islets removed and their glucose-
stimulated insulin release studied in a perifusion system. Results were comected for
1g5lers DINA content

The response times and stimulation indices (ratio of stimulated to basal insulir
sgeretion ) were similar for the encapsulated and non-encapsulated islets and
unaffected by capsule composition. The stimul: insulin release (ull/ing DNA/min} of
the encapsulated islets was less than that of the free islets but remained constant
|:"|"||_|_E'_'||:|||| the 4 week |||_'||-.'~:| of tissue culture.

We conclude that alginate/poly-1-lysine encapsulated islets (regardless of capsule
composition) have similar response times and stmulation indices to free islets but
vely reduced glucose-stimulated insulin production. This reducton is evident after

| week in tissue culiure
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RATS DEVELOP CYCLOSPORIN NEPHROTOXICITY AT LOW DOSES:
RESULTS FROM A NEW MODEL

1. Ferguson, C. von Ruhland, D Parry-Jones, 1.0, Williams and J.R. Salaman
enal Transplant Linit and Department of Renal Medicine, Cardiff Royal Infirmary

Methods of measuring glomerular filtratvon rate (GEFR) o rats that requare surgical
preparation make the experiments unphysio cal and are unrepeatable. This has
hindered the investigation of Cyclosporin nephrotoxicity in rats,

Sprague-Dawley rats {10 per group) received; Cyvclosporin 5, 10, 15 and 25 mgfkg body
weight or vehicle (cremaphor) by daily intraperitoneal mjection for 2 weeks. We
measured GFR (chromiumd! labelled EDTA bolus intravenous injection and 60 minute
blood sample) and lithivm clearance at 1, 7 and 14 in each anima

Mean GER Mean Frachonal Excretion Lithium
mlsfmnute {Lithium clearance/GER )
CyAma/keiday i 01 |5 & Y] 1% 23
294 311
H1 259 181+ 216+ 1.16 A 29

222 186+ L3F 141F (o Alp Ao A4

< OLONS*, po< 00005+ and p < 0,050 (paired ©est) compared with day L.

16 control measurements provided normally distributed data. GFR fell significantly
with dose and time. Fractional excretion of lithium tended to increase suggesting
reduced proximal tubuler reabsorption,

This maodel allows sequential accurate measurement of renal function in intact rats. It
has shown that this species, hitherto thought (o be resistant to Cyclosponn nephro

toxicity, is in fact sensitive to doses as low as Smafkglday,

“Time Ymaonths) [y
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HAEMODYNAMICS AND REGULATION OF VASOACTIVITY IN
CYCLOSPORIN NEPHROTOXICITY OF THE MORMAL HUMAN KIDNEY

B.I}. Edwards, H.J. Testa, B.S. Lawson, R.J. Chalmers, EW. Ballarche
Departments of Medicine, Dermatology and Muclear Medicine
Roval Infirmary, Manchester, LLK.

Cyclosporin (CyA) induced dystunciion in the inpnervated normal Kidney may result
from disturbance of the microvascular circulation but s regulaton, reversibility and
means of abrogation are poorly defined. In 9 patients with stable cardiovascular state
receiving low dose CyA for 3 months (2.5 mgfkgiday) for psoriasis, RBF, filtration
fraction (FF) and GFR were senally assessed using a novel Te-99m DTPA. dynamic
gechnique (1), together with the vasoactive hormones; PRA. angiotensin 11 (AL,
aldpsteranc and atrial natriuretic peptide (ANF).

GFR (mlfmin/1.73m?2) Oitd

RBF (%C.0.) 73112

[ndividual BEBF (% C.00.)

FF (%)

PR A (pmaolesfhrmi)

Aldosterone (pmoles/1)

ATl armbulant (pgimi)

ANP (pmolesf] ) LA 4. 24 3% 29H).3

Means + SEM pe= < 005 student’s Crest (0) vs, (3) and (6)

CyvA nephrotoxicity was associated with a fall in GFR and a significant and vanable
reduction in RBF but was reversible. This change was inversely comelated with PRA
(rs=01.74, p<0.03) and aldosterone (rs=0.7, p<0.05); ambulant AIl and FF were

correlated (rs=0.49, p=0.01). Alteration of glomerular microcireulation by CyA in the

intact nommal human kidney, in contrast to the transplanted kidney, may reflect All

dependent efferent arteriolar vasoconstmction.

1. Mucl. Med. Commun. 8; 823-37, [987
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EARLY BACTERIURIA - ITS SIGNIFICANCE IN CURRENT PRACTICE OF
RENAL TRANSPLANTATION

PD. Scor, J.D.I Cartmill, R.W.G. Johnson, 1. A. Tooth, R.C. Pearson, E. Anastassiades.
Henal Transplantation Unit and Department of Microbiology, Manchester Royal
Infirmary, Oxford Road, Manchester, M13 9WL.

In & prospective study of 200 consecutive renal transplants from April 1988, patients
were screened regatarly for significant bacteriuria, All patients were transplanted with
preoperative cephalosporin prophylaxis. They received one gram of steroid with
diuretics peroperatively, and Cyclosporin postoperatively. The resulis of the first three
months I-;zll'.-nl'-'h up. were anglysed,

One-hundréd and Twenty patients (60%) had no wrinary tract infections, eighty patients
(40%) had 131 episodes of bacterinria (range 1-5). Eight episodes were associated with
hacteraemia. Forty of the episodes were related to imcdwelling catheters. Chwer halt of the
bacteriurias were asymptomatic, The presence of symptoms equated with the severity of
the infection,

There were 69 episodes of bacteriuria alone, 1.e. ;:.‘t.-.'ill-:l.iﬂ_:_' concurrent rejection and
cyclosponn o8 _.,:i-l_'. as alternative causes of renal dysfunction. In 19 of these there was a
rise in serum creatinine of greater than 109%, which in 15 retumed 1o pre-infective levels
after treatment. The bacterivric group was comparable with the roninfected group n
incidence of acute tubular necrosis, cyclosporin toxicity and renal function at three
months, but rejection episodes per patient were more comimon (108 ¢ £ 077, p<0.0001,
chi-squared}. Bacter i= common after renal transplantation, ofien asymptomatic. In
1M of cases it causes significant but usually reversible renal dysfunction.
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RENAL TRANSPLANTATION IN CHILDREN WITH NEUROGENIC
BLADDER AND OUTLET PROBLEMS

A. Hasegawa, T. Ohara, A. Aikawa, T. Mivasato, N. Hirayama, K. Hirata, '0. Ogawa,

K. Hoshinaga, and T, Kawamura (2R.A. Sells)
Department of Nephrology, Toho University, School of Medicine.

Divison of Urology, Kiyose Children’s Hospital, Tokyvo, Fapan
Renal Transplant Unit, Royal Liverpool Hospital

Children in end stage renal failure secondary o newrogénic bladder or lower urinary

tract obstructon had been considered as high nsk patients tor renal transplantation,

Since January 1975 ull October 1989, one hundred and seventy chuldren recerved renal
grafts at our institutions. Among these, seven children aged 1 to 14 wvears had such
original diseases of ESRD. There were neurogenic bladder in three girls, anterior
urethral valves in a boy, posterior urethral valves in two bovs and fibrous contracture of
bladder neck in a bov, Kidney grafis were all donated by either of the parents in the
seven cases. In three recipients with neurogenic bladder, intermittent self cathetenzanon
was uscd in two recipients and creation of colonic conduit was performed in one
recipient, Transurethral resection of urethral valves or bladder neck and bilateral
III."F:Il'I:U'.II'l."'.L"I'L'L'.I.‘I'I'.'-' were performed as prefransplant preparation in four outlet
ohstructive boys.

At the end of October 1989, all seven children are alive with well functioning grafts 10
months o 9 vears 4 months after transplantation surgery




