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Any other business

Mr B W G Johnson gave special thanks on behalf of the BTS to Dr
Philip Dyer for his hard work and contribution whilst in post as
Gieneral Secretary

I the absence of any other business the President closed the meeting
B p.m.
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CLINICAL RESPONSE AND TEMPORAL PATTERNS OF AGUTE CELLULAR REJECTION
RELATIONSHIP TO CHRONIC TRANSPLANT NEPHRCPATHY

Aghraf 3, Pammott MR, Dver P, Roberts |, Johnson RWG.
Renal Transplant Unit, Manchester Royal Infirmary

The associgtion between acute eallular rejection and the davelopmeant of
chranic rejection has been the subject of much debate. Studies have suggestad
that the two phenomena may be linked, or, conversely that there is no
association at all. In order to clarify this relationship, the outcome of 284 renal
allografts were examined. Transplants were performed at a single institution
betwean January 1989 and December 1991, allowing minimum follow-up of 5
years. In order to classify acute cellutar rejection (ACR), this was categornsed
inte three clinical groups;- 1) ACR where the post-rejection serum creatinine
returned to baseline levels (Type 1 ACR), i) ACR whera the creatinine
ramained alevated at least 10% above baze lavels, (Type 2 rejection) and i)
ACR requiring treatment with mono- or polyclonal antibodies. Where possible
beth ACR and chronic transplant nephropathy {CTN) were confimmed by
histology using Banff criteria. Other nisk factors possibly associated with CTN
ware also examined including transplant number, doner age, gender, infection,
mchasmia times, HLA matching and Cyelosparnn dosa

CTN occurrad significantly more frequently in thosa patients with ‘late ACR'
{aftar day 60}, than in those who had early rejection (53.5% versus 17.3%
respactively), P< 0.00001

When ACR was classified by clinical response, there was no association
between ACR Type 1 and CTN (P=0.25), there was a highly significant
association between Type 2 rejection and CTN (P<0.0001), and a similar
association between Type 3 ACR and CTHN (P<0.001). There was no comelation
between Banff grading of rejection and the later onset of CTN

This study suggests that it is the clinical behaviour and response to treatment of
ACR that is paramount in determining the likelihood of chronic rejection. Late
acute rejecticn, and acute rejection responding poorly 1o treatment are more
likzly to be associated with CTN and late graff loss. Studies that look only at the
phenomenon of ACR without consideration of the whaole spactrum of this event
are likaly lo draw emronaaus canclusions about the association of acute and
chronic rejection

MEASUREMENT OF MATRIX PROTEIN mENA LEVELS IN STAKLE
HUMAN RENAL TRANSPLANT BIOPSIES

P. M. Furness, G. B Bicknell, L. L. Hall, L. Primrose, 1. &. Shaw, 1. H. Pringle,
M. L. Nicholson®

Deparmments of Pathalo | Surgery, University o
I | y
Leicester Genendl Hospital and Leicester Royad Infim

The development of improved stregies o prevent chronic allograft nephropathy
depends mot only on improved understanding of the process, but also an improved
misthods of meagurng the sate of progression of damage to the mansplim
Giraft survival can be predicted by histo-morphomiiric assessment
mElrix @t O moaths post-reanspls »
stimuloted and contn d by kine synthe
argued that messurement of e of synithesis ¢
by tissue mRMNA levels '
than & months, Chan I # els could
of the E of ditferent treatments, and miay 2hbed g
underlying | 5
We therefore i ;
from the su 2 of protocol rit hinpsies, using semi-competitive reverss
trae ptase-polymerase chain reaction (RT-PCR) with ELISA quuntitation of the
oS,
lomerular GAPLH. a *housekeeping” gene, showed lar

variation between { atients, though muoch less b i from ome

|‘|,:.'|-|1.'\-|.,' = Qo wiriation in
With or withaout @« el i : Lr -onsiderable differences in
the amount of mENA for TGFAL and eins. There 15 & close
correlation between levels of mRENA d f veral extracellulor matnx
profeins, ind 2ol L . O - ¢ tenscin, Surpris
TGFE] cormelates w lewvited ma 15e 2o b
as there is simulizneously a

TIMP] and TEMI'2

We donol ver have sufficient follow-up o assess correlations between these data and

grafi survi




TRANSFORMING GROWTH FACTOR BETA (TGF() AND LUNG
ALLOGRAFT FIBROSIS FOLLOWING TRANSPLANTATION

A El Gemel, P Hasleton, M Awad, E Simm, NA Yonan, ] Egan, C Campbell, AN
Rahman, AK Deiraniys, P Sinnott and TV Hutchinson

Cardiothomeic Transplant Unit and Department of Patholopy, Wythenshawe Hospital,
Manchester M23 9L.T; School of Biological Sciences, University of Manchester Medical
School, Manchester M13 9PT

TOFR etent immunosuppressive cytokine that promotes fibrosis by enhancing the
synthesis of extracellular matrix components. The repair process following hmng
rransplantation is initted !_'v_'.- rejecton or infection, |1_'u|'|':|||_; to Il.‘:F-]uL'l.’tlnul'll of hng
purenchyma by izgue and, ultimately, to pulmonary dysfunction. However, the
precize role of TGFE in thizs excessive healing PrOCEss and an increased nisk of
infection iz unknean, We have i o] the relevance of different factors including
on allograft fibrosis and ite comelation with TGFR production

erils were batweean 16 and 62 years of age (mean 39,6 3 1. The procedures were

t and lung (n=32}, double lung (n=I8} and sngle lung (n=41) transplantation.
Fibrozis was f!'ﬂli!"."! in H&E sgined sections of endobronchial =1ir|r‘:‘~'i|:> while the
presence of TGFR was determined using unohistocle: . TGFp pe
commesponding to the ahility of individuals to produce greater or lesser amounts of
.H.il"!'l in WilrG, wens Jdetermine all |'l:|.'.i|."l'.|-\..

i\

had fibrosis disgnosed i endobronchial biopsy specimnens. Patlents

who developed in [ suffered significantly (p=0.024) more rejection

epizndes (3.4+2.8) than those who did not (2.1+ 2.2). The presence of eosimophils in

niergtitium preceeded amnd was positively associated with
rdless of the rejection grade (p=0.0001) TGFP b

ore heavily expressed in se s with score 6B 1.9) compared

with sections with no fibrosis (score 2.4:0.6), and TGFP expression comelated

positively with fibrosis score (p<0.0001). Furthermore, the development of graft fibrosis

5 pe (p=0.01)

i wpas=s, which canses relesse of TGE into the circuletion,

th the development of excessive fibrosis (p=0.02). Patient death was

comelated with fibrosis score and genotype The survival of J_'m‘. ents with & fibrosis

score = 6 was 892473 days compared with 427278 days in petients with a fibrosis

scone =6 {p<0.0001), a ven (17.5%) with severe fibrosis died of septicasmia, The

W1 was higher in patiends without fibrosis (18702111ml ve 15904160, p=0.02).

In conclusion, the risk of fibrosis in the transplanted lung increases with recument
rejection, ue easinophilia, homozygous producer TGP genotype and use of
the byvpass machine, The association between fibrosis, ligher mortality and morbity
might be accounted for by the immuncesuppressive and fibrogenic properties of TGF]
Imrmmnological stratepies to down-regulate TGFP production might improve surv
and function of lung transplants,

THE OUTCOME OF A TACROLIMUS MONOTHERAPY SAFETY STUDY
IN PRIMARY RENAL ALLOGRAFT TRANSPLANTATION

Campbell B A; Johnson R W G; Pamrott ¥ R Pearson B C; Riad H N; Short © I
Roberts 1 5 [¥ Tumbull C; Bendle J, Asderakis A; Nagy K K

Renal |'|::||:-4:-|'.1||I Ulmit, Mo Sher R:'l:-'il| Infirmary
Tacrolimus was used for the first time as the sole imumunosuppressive agenl in
proapective, open, single centre stedy (o assess the efficacy and safety in first

tramsplanl recipaents

grafts, patients aged

NUTSING mothers OF WoTne - i D2ITIng  Age Uy g o usg .II.|L'I.|.|-C|-C

ception during the study, lure of immediate function, PEA score 504 and
significant cardiovascular, pulmosary or liver disease.

There were 23 mles (829%) and 5

mean of 43 5yrs{ 3D = 11}

Tacroiimus was given orally at an :

commencing within the first 24hrs of antation, whole blood trough
| within the first month was 1 ml, Su | a lower mamtenanee

trinagh level of 5 -10 ng / ml wa

Mo patient hiad mone than 3 HLA mismaiches, no patieit hisd

nurber of mismatches (A B DR) was 1.82

Patient amd ift survival has been excellent. Six epi
logically, Th

sired ATG therapy or mainten:
b, 50% of the rejections ocourred in the first week. Ch
only re n at 5 weeks, Currently, the mean follow wp is
patients remain on Tacrolimus. The mean senm creatining conc
after transplantation 15 174.4 mmaol / L. Eleven patients were i1
we LITT ¢ 7) wound  2), CMV (1) candida { 1), Five patients
sugar post operatively, only one required an oral hypoghoaemic agen

foor hospitalisation was 10, 4days

Tacrolimus has proved 1o be & femarkably safe and effective ay

sole immunosuppressive agent for renal tr lantation.  An acule repecti
21.4% (6/28) compares favourably for  all previously
immumosuppressive protocols. In addition the very low rate of opportunistic i

ficant advantage over trple and quadrople therapy, These
need for m larger, multicentre, prospective trial,




MEDICATION INFLUENCING THE DEVELOPMENT AND SEVERITY OF THE UK ASSESSMENT OF THE BANFF CLASSIFICATION OF
GINGIVAL OVERGROWTH IN REMNAL TRANSPLANT PATIENTS TRANSPLANT PATHOLOGY AND A NEURAL NETWORK
APPROACH TO IMPROVED DIAGNOSIS OF ACUTE REJECTION

Varga E., Mair L. H, (Bakran A) . ' 5 e i - fooa
.1, Kaz % I | Wsomn Kirkpaerick™, M Taub®, D, Davies?,
Drepartment of Clinical Dental Sciences, The University of Liverpoal, UK
| Hospitul

ognised complication 1 renal transplant paticnts Edmicaor

|
which has been associated with the use of cyclospe O esearchers have

implicated nifediping as an imporgant co-factor. This lon dinal study was initiated

CrE Seen 0N PWO GCCREI0nS
@ 94 patients, 35 rec |
the study |
post-transplant. All the po splant medication was recorded
1er with the serum cyclosponn level (SCL) corresponding to each recall In

ton the mean of all the SCLs recorded during the 18 monih posi-transplant
(SCL M) was asceriained. At e Ir.'_|~.~.|'-l'|'|' amsd 3 post-tran st visits denta
impressions were taken and used ke models from which the Gingival Overgrowth
I GO was measured as described by Semour ef af (1, Clin Periodont 1085, 12

tl3=d %)

The 35 patients were divided inte three distinet groups ingival
B 1) Severe ovar (2N &) and (3) Mo
). There was no s ween the mean SCL's of the
y visit or bed
r of patients on nifediping in the severe group was
75%) 10 the mild group. These v 25 W 1 signifi
different, Most importantly, it was noted that all (he pati
evidence of mngival hyperplasia prior to transplant
edipine
it the factor most like |'_- 10 b associated witlls 1he des |.‘|-'-|'-||'-!.'l|: af
15 A pre-exasting hyperplastic response in the gingivas, There was
ol evidence te shew that the development and severity of the overgrowth was related

to the cyclosporin serum level or 1o the combined medicaion with nifedipine




PREEMPTIVE KIDNEY TRANSPLANTATION THE ATTRACTIVE
ALTERNATIVE

A ASDERAKIS MD, T CAMPRELL MD, K NAGY MD, P DYER PhD,
[ AUGUSTINE MD, NE PARROT FRCS, RWG JOHNSON FRCS

MANCHESTER ROYAL INFIRMARY, MANCHESTER M13 9WL, UK

Haemodialysis and peritoneal dialysis while life saving for patients with End Stage
Henil Failure are associated with severe complications and a significant health care
expenditure. Preemptive kidney ransplantation i now an established form of
iransplantacion.
Hetween January 1980 and December 1995 we performed 1715 kidney ransplants
ot of which [463 were (st k idney transplants, In this group of first ransg
ere 161 patbents transplanted without prior dialvsis. These patients b
ter those dialysed as far as donor age, donor and recipient sex, and cold
aemic time was concerned. The preemplive group contiined more patients with
delayed graft function (p=0.001} which might be expecied 1o compromise survival
1 the preempiive group.
Mhere was no différence in HLA-DR mismarches between the two groups (50,65
zero DR mismarches in the preempeive group compared 0 47.9% in the dialysis
group}, There were significantly more live donor trangplants in the preemptive group
(14.2% v 7.3%) |p=0.0002].
Besult
Muore patients in the preemptive group had rejection (0% with one rejection and
37% with greater than one) than in the dialvsis group (25% and 31%) [p=0.02].
Ihe acty graft survival in the preempiive grougat 1, 5. and 10 years (24, 76.4,
5 signiticantly better than in the dialysis group (83, 69
md 56, Tpercent) [p=0.031].
IF the: ive donor transplants were excluded from the analyvsis, there was siill a
".|-"\-|1||. |.|||'||| {5 il' e prec ||I|||_|'|.I_' ‘_|rl,'l|_'|'l buat the |1|':r.l."|\.'.'ll.':' WAs M "_Illll;,-\,l'l
1 llow up,
Ausiont, preempive kidney transplantation not only avoids the risks, cost
iand inconvenience of pretramaplant dialysis, but is also associated with beter grafi

survival than post dialysis transplantation.

PATIENT ASSESSED OUTCOMES IN RENAL TRANSPLANTATION

Rigg KM', Tumnbull N, Rose M', Davis P, Burden RP'

'Renal Unit and *Quality & Audit Resource Cantre, Nottingham City Hospital,
Motlingham, NGS 1P

Outcomes are baing used increasingly to maasure the effectivenass of healih
carne interventions and are recagnised by purchasars and providers of health
care. Howewver patient assessed outcomes need 1o be measurad In addition 1o
clinical outcomes. Tha aim of this study was to confirm objectivaly the clinical
Imprassion that transplantation doas improve quality of life, by measuring patient
assessed outcomes

A two part questionnaire was designed incorporating the SF-38 ganeric health
survey questionnaira and the disease specific renal quality of life questionnaire
(RQLQ), both of which have been validated in previous studies. The SF-36
maasuras functionality, wall baing and overall haalth using the eight dimans:ons
of physical and social function, physical and emotional rele, general and meantal
hiealth, energy and pain. The RQLQ measures seven dimansions relating 1o
problems of life as a renal patient: dief, physical activity, work, sleep, laisura,
psychesocial and lrealment affects. The questionnaire was administered by post
to 129 stable renal transplant patients (fransplant > 1 year, crealining
=200Umolf) and 82 dialysis patients on the transplant list (HOD=31, CAPD=61),
four monthiy over & one year pariod. During the course of the study 21 dialysis
patients were transplanied and these were analysed saparately. The response
rate was B5% for aach of the three guestionnaire administrations.

Using the SF-35 questionnaire, stable transplant patients scored significantly
higher (p=<0.01 Knuskal-Wallis) than HD or PD patients on the transplant list for
all eight dimensions. For the ROLQ, transplant patients again scored
significantly higher (p=<0.01) for all seven dimensions comparad with dialysis
patients, For thosa patients who were transplanted during the course of the
study, thera was a significant improvement in scores for energy (p<0.01
Wilcoxon) and emational role (p=0.05) using the SF-36 questicnnains, an:
physical activity (p<0.05), diet and lsisure {p=0.01} using the RQLO
guastionnaire

This study gives objeclive evidence that transplant patients have an improved
guality of life compared to dialysis patiants, and that this effect can be measured
very soon after transplantation. Patient assessed outcomes should be used as
an adjunct to clinical outcomas and the information gained could be usad to
improve both quality of care for patients and to inform the contraciing process
between purchasars and providers




NURSE PRACTITIONERS, HEALTH PROMOTION AND ANNUAL
CLINICAL ASSESSMENT IN THE RENAL TRANSPLANT CLINIC.

enting AM, Kussell 5, Short CT), Hutchison Al and Jobhnson RWG

Eenal Transplantation Uimit, Manchester Roval Infirmary. Manchester

In March 199 we mstituted an addittonal weekly transplant clime, specifically
designated to facilmate the discussion of henlth promotion issses and ecnable a
comprehensive assessment to be made « This clinie is stafed by
T i practittoners and a member of 1he izl <1a = aimnt 1= Lo see all of our
renal allograll recipients on an annual basis near the annrversary. of theit transplant
operat :Ill\.' '.:\!\--\.'.' |'\-'|“|"" i COImp WAITE GUEEININE Arcas [oT
discussion and . : tely | Twour

seen 388 patients. 236 males and 152 fema
e 19-T4) Three b xd and twenty three (83
WONe, 3Eveniy Twir X
el e 15 ar more VTS carher
; addressed uded: {1 wessure control and other
schoemic heart disesse, (1) dermatol al | and neoplasiic

associpted with immunosuppression and pieveral @ i salth

hinlesternl was =3 Zinn
mass index | BMI) was
in the on ), Respechive Tig
YR of B f Femnle patients were smokers: for the o
res are 31% and 28%
On skin examination, 7% (29 patients had Tinea v
in the clinic (prevalenco n g neril populaton s ab Wards were present
1} patrents, some of whom were relerred o their GP for treatmment. A total of
im all were med tood dermatologist for a variety reasens including
suspecied sKir eer and widisprend warts

When discussing dental by 2 0t was | 1 that 71% pati

jentist and 28% of these p { ined i problems. CkF b

150 CONT 10l EUIT prge |."I'\-
Annual cervical 5. s recommended had recently been performed in 58%
th men (22"} and women (%) -.'l.":"||'l|.||:'.-.. 2L

fred and thirty three reformals were made i@ o 10 the derm

Data to be obtained a1 subsequent annual reviews will cnable us 100 plan

studies and ascertain if this integrated approach is ben il tor thee health
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Antibody-Mediated accelerated rejection following immunisation with RT1.A™ o chain
DMA, Evidence that T cells providing B cell help have been primed by the indirect

|1!:Ih“z_\.
Pettiprew O, Lovesrove B, Mebem 3, Macl) d OM, Bollon EM. Bra

Llniversity Departs t of Surgery, Western Ir
i contribution of the indirecl p
defined, We have shown previously tha
malls by CIM T cell-dependem alloantibody me
nreserd study was (o determing whether indirect

butes i alloantibody production and grutt reje

Methods: RTI" recipients

immunisation protocol used o

sefuence |

VEHIE ST

*|&TIL ed |IIL

imals rejected KR hean

(RETRR[Sslid ]
indirect ¢ 5 ki VLAl

animals immumised by sk ridlling (M5 1

Conclusions: These re:
antibody-mediated allogr
sufficient MHC profein o stimulate. & ¥ il cell immunity and this approac

provide epportumities for manipulation of the alloimmune response




ACUTE RENAL ALLOGRAFT REJECTION : f CHEMOKINE EXPRESSION AND
DISTRIBUTION IN PARAFFIN-EMBEDDED BIOPSY SECTIONS ANALYSED BY
CONFOCAL MICROSCOPY

H. Robertson’, J. Wheeber . A R Morey', T.A. Booth®, LA, Kirhy'

Depaniments of Pathology . Blomedical Eleciron ‘nﬂlu_'lu,sh:_'cs|\}"- and Surgery
Unneersity of Newcastle upon Tyvne, NE1 4LP
Public Health Labaratory, Newcastle General Hospital, NE4 6Bl

revious studies us |1|1||||rm|'iu:l‘-c'h.'.‘lll:il:\. and s s hybnidisation have shown that,
m inhulits pssociated with acuie cellular rejection, nmtratubular T cells active roliferate
and become fully activated in it This imommobistochemical study i renal o
biopsies has attempted to establish soiee wnder slanding of the wmvolvemem of the f§
chemokines RANTES, MCP-1. MIP-la asd MIP-1J i recruiting T cells o the
intratubular ste

Paraffin-embedded bopsy sections, representing all s neute  cellular
rejection, were treated for comventional indirect immmmoflusrescence to detect the
selected chemokines. Scanning laser confiecal microscopy, which permits comguer
dimven .|I'|J|}.\::~. Was sl o |l.'|l'\.5|:.r a measure of thuorescence miensity resglis from
binding of FITC-libelled secondary antibody. Cells secreting individual chemokines
could be identified und distribution of chemokines throughout the mterstitial mitnx was
estabhs Within the mitz of the gaming method it was possible to obiam a semi-

stive assesament of mdividual chemokine activity st different points in hiopsy
sections

[}

Peak Duorcscence imtenssiy for RANTES {up to a ||_:\|_'| i|1||_:|'|-\.||:. of 220 unis
compared with <50 i normal kidney) was foond in the cytoplnsm of tubular epithelial
cells (TEC), suggestive of the production of RANTES by TEC. The distribution of such
staining v from isobated tubules o growps of tubules in cases of mmimal to

grate peute cellular rejection 1o extensive TEC staining over the whole tubular aren

=¢ of severe acule cellular rejection with prominent tubuliti=. In addition, WHS
stibution of RANTES i ihe matrix around ubules, aithough fuorescence

imensity was lower than i the cytoplasm of TEC. Peak fluorescence intensity for MIP

g : : ! .
200 pixel wilts in the eyvtoplasm of TEC in some cases hut was

s widely distributed and less intense @ the mterstitial matrix, The pattemn of

Staming MCP-1 followed that of RANTES at a reduced level (peaking 3 - 150
pinel unitsy, whilst MIP=lo appeared to be expressed mainly by isolated lonmerula
cells and cells of the mterstitial infiltrare

The resulis imdicate that the §§ chemokines, RANTES, MIP- 1P and MCP-1
ariahly espressed and secreted by graft TEC and are distributed throughout  the
mterstitial matrix during seute collular rejection, The high concentration of chemokines
on the baselaterul surface of TEC suggests a mechanism for specific chemolactic
recaument of T cells to the tubular epithelium
) Ihe findings have mplications for the desym  of early immunomodulaton
intervention strategies in renal allografi rejection

MODULATION OF ENDOTHELIAL CELT

EXPRESSION AND LYMPHOUYTE ADHERENCI
OLIGOMUCLEQTIDES.

ELMINFORD, D TALBOT. LKIREY.

ADHESION MOLECULE

LISING ANTISENSI

DEPT. SURGERY, UNIVERSITY NEWCASTLE UPON TYNE

1id1i

hal-leucocyte adhesive mnterac
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ADMINISTRATION OF EXQGENEQUS REY THE
DEVELOPMENT OF SPONTANEOUS TOLERANCE IN THE RAT MODEL
OF LIVER TRANSPLANTATION BETWEEN DA AND PYG BUT DOES NOT
REVERSE LONG TERM ESTABLISHED TOLERANCE.

L. Defriviere’, X. Havaux®, P Gianello® and P, Gabhs®
Liver Transplant Surgical Service, King's College Hospital, Lond and Laboratory of

Expermmental Surgery, Universite l'HI|'-:I||||||-=':| Louvain, Brussels

spontancous acceptance of liver allografts uniforr oceurs in i DA 1o PYG eat mode
despite there be a fll MHC class 1 and 1 mismatch whilst, i contrast, heart and

kidney allografts performed in the same combination undergo typical acute rejection. To

255 whether this spontanecus tolerance is the consequence of an induced deficiency of

I cell help at the time of frst exposure of allo gen m the host, we studied the
of  &x “0US T t ILZ {rIl2} imec following  orthotopic

transplantation in this rat combination

FrelL2 ¢ 3 % 1F 1) were given suboutanen

an completion of the transplant. This treatm 5 1 death of the

taslure by the 5thoor Gih postoperative day. Hi il studies of

cellular rejection wi eater 1 5 INErease in
Immunahistol o, aled expresson of [L2 recepton
IrEft i which was not present in
1ys Lo rocipients RYTEE
ifts resulted in no change to the standard posioperative course o pm form

survival, weight loss and temporary elevation of ALT levels

The effec [ the exogencous ILZ sdministration was fimited 1o the immediate
i Dioses up to 107 11U had ne effect when given 3 to & months post
imils with I m hiver allograft acceptance

that the imitial process which resu n the spo
168 10 & live wratt mothe DA o PYG rat model can be abr
by exomeneons 112 pection. Tha ¥ 5 1 an induced deficiency o
help i present ot : ity stage of aft recognition in this model of lver allc

peceptance. The mechanism by which this aceurs is still unknown

GEMOMIC CHARACTERISATION OF THE HI
AND IDENTIFICATION OF NEW GENES

Michelle Coldsworthy, Anursdho Sempath, J, Max, Wilkin

EPArTMCcHLs of Nephrol

Guy's Hospital, Londo

In addition to
the major histocor
n the immunc EpONs
region is thus of fundamental inlerest o
jries 1o identify

complex, HLA class |

to identify ove
cosmids were
we 4 cosmids 1o inve
e sequencing., a peo

WETE O
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A NON-VIRAL YVECTOR SYSTEM FOR EFFICIENT GENE TRANSFER TO
CORNEAL ENDOTHELIAL CELLS VIA MEMBRANE INTEGRINS

Louise Colling, Lorna Shewring, Susan L Lightman*, Stephen L Hart,
Kenth Gustalsson and John W Fabre

ion Biofogy Unit, Institute of Child Health, University Cellege London
0 Guilford Street, London WCIN 1EH and *Depariment of Clinical
lmology, Instituie of Ophthalmology, City Road, London ECIV 2PD.

ofic manipulation of allografts to suppress their ability 1o induce rejection is a
promising approach for controlling rejection responses, A key to this approach is the
development of appropriate DNA wectors.  We are stedving non-viral DNA vector
systems based on symthet an integrin-binding segment for callular
targetin ap ysine segment for DNA binding, Two such peptides have been tested

actosidase orier gene to the comeal endathelial cells
ased onoan inlegrin-binding peptide defined
tegrin-binding dormain
A THETICET ||" % FELT FROIOTTILE

s were cultured overnight and then expo o the DMA/peptide vector under a
variety of conditions invelving different DNA concentrations, different chloroquine
concentrations, incubz r nof with chloroguine, different times of exposung,

buffers. Expression of the f-galactosidase

neal endothelial cells can be transfecied with
lent on the presence of ¢ e amd 1%

suf bers such as Hepe Effects of the treatment on viahility of the

endothel as ned by co Wiahility of the corneal endothelium
WaS CXD t, except if cormeas were incubated at 500pM or higher concenirations of
l_';iil';ll,!'ll':\' OF B 'gu,..:'a_“i.l:_:-.l'."'-l-|:ll|'\.|

We conclude that synthetic peplides containing an inlegnin targeting moely and a
DNA binding moiety are promising as simple and highly versatile DNA wvectors for

cornesd [

RE-TRANSPLANTATION IN THE RAT AOQRTIC MODEL CAMN PREWENT,
HALT OR RETARD THE DEVELOPMENT OF CHRONIC REJECTION

Stubington SR, Beckingham IJ, Cole OJ, Bishop MC, Rigg KM

Renal Transplant Lini. NoWlingham City Hospital, Nottingham, NGS 1PB

AIMS: The non-immunosuppressed F344 fo Lewis renal transplant model

supports the importance of immune mechanisms in the development of chronic

allograft rejection. The alms of this work were;

{1} to validate the aortic model for the vascular changes of chronic rejection in
the F344 o Lewis strain combination

(2) ta perform re-fransplantation experiments to determine the importance of a
continuing allo-immune environment to the progression of chronic rejection

METHODS: Segments of thoracic aorta were transplanted from F344 rats into
the abdominal position of Lewis recipients with similar F344 iscgraft contrels
The acrtas were refrieved at 2, 4 and & months post-implantation and examined
by standard histology. computerised marphometry and immunochistochemistry
A second series of aortic transplants were pedormed but these recipients
underwent re-operation after 3, 14, 28 or 84 days when a segment of the graft
was excised and the remaining graft re-anastomosed. Half of the =xcised
sagmant was retained for analysis and the other half was transplanted back
inte an F344 recipient syngeneic with the original doner. Re-transplanted and
re-anastomosed segments were both retrieved at & months from the date of
primary implantation. There were 8 rats in each exparimental group. Mo
mmunasuppression or antibiotics were used at any stage

RESULTS: The aortic allografts underwent acute rejection which was maxmal
at 1 month before declining. Smooth muscle actin positive intimal thickening
first developed at 1 month post-fransplantation and was progressive. Thare
were no such changas in Isagraft controls.

Re-transplantation at 3 or 14 days prevented the subseguent development of
infimal thickening in aortas but re-anastamosed grafts developed features of
chranic rejection similar to simple allografts after & months. After 1 maonth aortic
allegrafts developed only minimal intimal thickening but this progressed in re-
fransplanted segments but less than in simple allografts after 6§ months
Allografts excised at 3 months postsmplantation displayed significant intimal
thickening which had not progressed when re-éxcised 3 maonths after re-
tranzplantation

CONCLUSIONS: The F344 to Lewis aortic transplant is a simple and reliable
modal for the vascular features of chronic allograft rejection and supports a
major immunclogical contribution to it's pathogenesis. The development of
chronic rejection can be preventsd, halted or retarded by altering the
immunological enviranment of the graft. This offers hope for the prevention of
chronic rejection in clinical transplantation by immunomadulation




LINKED EPITOPE SUPPRESSION IN VIVO: IMPLICATIONS
FOR PRETRANSPLANT ALLOANTIGEN DELIVERY

Wilson Wong, Peter J. Morris and Kathryn B Wood
Mulfiekd Departoent of Surgery, University of Oxford, John Radeliffe Hospital, Oxford,

Introduction Allograft survival can be prolonged by administration of donor
alloantgens before transplantation in many experimental models, In humans, blood
transfusion is the commonest form of alloantigen pretreatment currenily being wsed
Howeser, [of recipients of organs from cadaver donors, 1t 15 nat |'|-'-.-'.-}i|'||:" to T!-f[‘:|1ll'.| the
identity of the organ donor in advance. Therefore, it is highly onlikely that all the
allvantigens expressed by o cadaver organ donor will be represented in the alloant gen
pretreatment incculum. We have previously shown that it is nol necessary (o expose the
recipdent (o the full :_'-.-|1:||||_'||||_'|'|I, ol donor :__||:-:|_|'.I,|g._'|',:u o mndece lomg term surviy al of &
subscquent fully allogeneic cardiac allografl. Here, we investigaled the in vivo mechanism
responsible for this phenomena

Methods Unresponsiveness (o0 the mouse MHC class [ molecule KP was induced in
CBEBACa (H2%) recipients by admimsiratican of bone marmow cefls fTrom Irnsgenic CRA
mice, CBK (H2F + KM and 2 deses of depleting anti-Cidd monaclonal an

before transplangation of Fully allogencse and Fy vascularised cardiac all

Results All recipient CBA mice pretreated with hone mamow cells cxpressing the single
alloantigen K :|a._'-.'|,"|'!h"-.! CEYBLAO (H2YY cardiac :1|:"i.-" afrs ||||||."|::'||I-\'|:. CSTRLID
allografts express K® plus other alloantigens, namely D%, LAY and C5TBLAO minor
histocompatibility (miHC) antigens. The long term survival of the C57BLS1 al
CBA rec 1pEnEs |'-||,'\."|l.|:\|-\. cxposed only 10 K® was not due 1o ek of AT R B ey
of P 1AM and CS7BLA0 miHE antigens; all C5TBLAO allografis were rejected by CBK
recipients, MST = 7 days {D®, [AY and C57BLS 10 miHC antigens being the alloantigens
barrier here). Inducing unresponsiveness recipients o K also allowed cardiac allografis
bearng KP and 3rd party alloantigens, (CBKxBALB/c) Fy (H2EA &+ K*). 1o be ace 1
In contrast, allografis that did not express K®, such as (CBAxBALB/e) Fy (HZES) or
BALBfc (H29) were rejecied acuiely, MST = 6 and 7 days respectively. Funthermore,
; cipicnls pretreated with CBE bone marrow cells were grufied with a BALB/c
ted (MST = 1 duys)
CBR hearls were ¢ " alloantigens ha

i he |"1|‘::'."-:\-."|| Y e 84 nas ko II-:; CEESL 10 e manlenance |1||:-.~.'|;_
Lransplaniation recipisnts v £ lerm su g (CBEKxBALB) Fy hearts (=100 days]
accept BALBIC hearts indefinitely while 4th party B10.8 (H2#) grafis wore
7.5 days) indicating that the allografis beanng KP could (olense
cns expressed by the transplanted heart

Conclusions These data provide clear evidence for linked epitope suppression in the
induction of operational wlerance in vivo, Tolerance induced o a single MHC moleculs
cin &cl as a key'. This key will allow organ prafis expressing other alloantigens as well
as this key alloantigen e be accepted. It 15 concedvable that cadaveric organs could be
mitched (o the HLA antigen(s) to which potential organ graft recipients had heen macde
unresponsive. 7 linked epilope suppression 15 a pentralised phenomenon, then only one
HLA maich between the organ donor and the list of tolerised antigens should he sufficient
L0 provmode unTesponsivencss 1 the wransplanied organ

PENTOXIFYLLINE, NEUTROPHIL DEPLETION AND PRESSURE CONTROL IN
LUNG REPERFUSION INJURY.

Clark 5.C. , Khanna R. , Sudarshan C. , Roughan J. ,Flecknell P.A. , Dark J.H.
Cardiothoracic Centra, Freeman Hospital, Newcastle upon Tyne, NET 7DN

Leucocyte depletion, Pentoxifylline and pressure control attenuate
raperfusion injury but have nol bean directly comparad. We investigatad
these interventions in a porcine modal of left single lung transplantation
Donor lungs wera prasarved with madified Euwro-Colling for a mean
ischaemic time of 18.6 hours. Gas exchange, pulmonary vascular resisiance
and lung compliancs were assessed over & 12 hour period. Sampling
cannulaa in the pulmonary artery (FA) and vein (PV) enabled measurement
of leucocyte sequestration in the lung graft. Partial occlusion of the
contrelateral PA allowed manipulation of the pulmonary anery pressure in
the transplanted lung

Four graups of 5 animals each wara investigaled. Group A was
reperfused &t a mean pulmonary artery prassure (PAP) of 25mmHg, Group
B was reperfused at & mean PAP of 45mmHg for 10 minutes before reducing
the prassure to the same as Group A Group C wes reperfused at a meaan
prassure of 25mmHg for 30 minutes with leucocyte deplete blood from an
extracarporeal cincuit incorporating a Pall BC1-B filter. Group D was
reperfused at 25mmHg with the additian of intravenous Pentoxifylline
{lnading dose 20mgikg, thean 2mglkghr)

Leucocyte sequastration was cbserved in tha first 10 minutes after
reparfusion in Groups A and B with maximal sequesiration occurring at 2
minutes (Group A -PV count 55.6% of PA count, Group B - 43.8%). Bath
lepcocyte filtration and Pentoxifylline abolished sequestration (PY court
45 26% of PA count). Scheffe analysis of variance using summary Mmaasures
showed |Ung compliance was lowest in Group B, Low prassure reperfusion
(Group A) significantly improved compliance (p=0.002) as did Pentoxifylline
and leucocyte filtration {p=0.0001)

Pulmonary venous cxygen tension in the allograft lung was worst in
Group B (p=0.001}. Group A was better {p=0.001}, but Groups C and D were
superior to all other groups (p=0.001). Pulmonary vascular resisiance was
also greatast in Group B, lower in Group A, but lowest in Groups CandD
(P=0.001)

There wera no differences in any of the outcome measures batween
Groups C and D

We conclude that low pressure reperfusion modulates reperfusion
imjury. The addition of a penod of leucocyte deplation or Pentoxifylline in the
recipient canfers significant additional benefit but no differences  between
these interventions in terms of their effectivenass could be demonsirated




INHIBITION OF MHEC CLASS [1 USING RIBOZYME CONSTRUCTS DIRECTED LAMIVUDINE USE FOR RECURRENT HEPATITIS B POST LIVER
AL CINTA TMENA TRAMSPLANT FOLLOWING FAILURE OF HBIG PROPHYLAXIS

Cenbriella 1 Slapak, Stephen Hart, Gerard Murphy, Kenth Gustafsson and John y
b H E i I a1, P ' ] | WY | A
ahre E L MINFORD, B. SMITH, D.TALBOT, D MANAS, M.THICK, D.F MIRZA

LIVER TRANSPLANT UNIT, FREEMAN HOSPITAL, NEWCASTLE UPOK
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IDENTIFICATION OF THE

USING H2ZKPSPECIFIC TOR

MECHANISMS INVOLYED IN THE
MAINTENANCE OF TOLERANCE FOLLOWING TRANSPLANTATION
TRANSGENIC MICE.

JIONES Nick [ ROELEN D, *MELLOR AL, MORRIS PJ and WO K]

i Department of Surgery, University of Oxford, Joho Radelilfe Hospiial, Oxfond
1 ited Kinedom. TEL: (1] 565-2 01. FAX: D1865-6RRT6
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HEPARIN INHIBITS PRODUCTION OF MCP-1 BY ENDOTHELIUM
FOLLOWING TREATMENT WITH IFN-y: CONSEQUENCES FOR LOCAL
I' CELL ACTIVATION

Douglas M5, Ali 5, Rix DA and Kirby JA

Transplanl Imimune Department of Surgery, University of Newcasile
Mewcastle upon Tyme NEZ 4HH

munogemcity of endothel il: 1 lation of class [ MHC
nid adhesion molecules, and by i ion of clazg 11 MHC
chemokines such as moneevte chemotactic peptide-| (MCP-1}
Previous studies by this group have d
sulphated glycosaminoglycan, inhibits the inductic
gulation of ICAM-1 expression that result from treatment
y IR viire
In the present s of heparin on the ability of
tion of MCP-1 by endothelium was invest ‘= 3 member
. MOCP-1 15 a pot -her rActs fior monocvies and
mokine alse mduces important '|n:|.w..'~ v mberactons du
nio 1isse
I: was _-hl'!;":u'. 1 '_:,<'|I, Ereatméns !‘I!: .\II I..'II'.‘\ WIEn AL Al
reased the expression of MOCP-1 by cultured buman lung microvas
nee of 250ug/ml heparin dunng stimulation with [F?
inhibited 1his inerease in \” P-1 |'|!-|.::' 1CH1
I.:|---<\" experiments were performed, in which the effect
leukoeyte investigated.  Freshl | eral bloo
cells were 1rea :! ml MMCP-1 for iy
were then prepared and analysed by SDS-PAGE and su
: with MCP-1 was found to s antly increass
S-kinnse), wath aprimal
The amownt of PI 3-kinase
t Activation
il

expression of MCP-1 i the presence of |
ic stimulus for attic [ leukocytes towards I| 225
bition of MCP FHICK nshes the potet
vation, Wie have priag i 1 rin redu I
of endathelium in the presence of TFN-y, by preventing increased
of MHC antigens and adhesion molecules.  Here we su4
cndothelial output of MCP-1 following treatment with TFN-
also imhibit T cell recruitment and extravasation, and may remove the il
tn i of T cell signal pathaays.  These observations may go some wity

reports thal heparin has immunomodulatery p rites, both ie vive and i




CROSSREACTIVITY BETWEEN HLA SPECIFIC ANTIBODIES AND SLA
SHOULD WE PERFORM A PIG LYMPHOCYTE CROSSMATCH FOR
SEMSITIZED PATIENTS IN FUTURE XENOTRANSPLANT PROGRAMMES?

C.J). Taylor®, H.F.5.Davies®, K. Tang®, S.1.Smith* and D.J G White®

sue Typing Laboratory, Addenbrooke’s MHS Trust, Cambriage, CB2 2043
ot of Surgery, Unversiy of Cambridge, 18 Trumpingfon Road, Cambridge.

A prerequisite for heart and kidnaey transplantation is to ensure the absence
of immunological sensilization to the donor, Failure 1o do so almast invanably
resulls in hyperacule or acute rejection, mediated by preformed antibodies or
primed T cells, Pretransplant recipient sensitization is determined by screening
far HLA specific antibodies and performing a donar lymphocyte crassmatch

HLA antibodies (Ab's) are often crossreactive, demonstrating reactivity
against muitiple HLA specificities. This is dus 1o shared antigenic epitopes and
sequence no oy batwean HLA alieles. SLA also shares remarkable

quence homalogy with HLA and may therefore be recognisad by HLA
specific Ab's, Such donor specific sensitization to SLA could indicate
immunclogical priming to polential xenogeneic pig donors, analogous to a
positive HLA crossmatch in human donor transplants. Iif true, this may indicata
a requirement to select an "SLA" crossmalch negative pig donor when planning
future stategies for xenotransplantation

Methods: Matural xenoreactive anti-pig antibodies were absarbed from 12
sensitized and & non-sensitized patent sera using pig red blood cells (P-RBC)
Absorption of Igh and 109G reactivity towards Gal-u-1:3-Eal was confirmed by
ELISA. Absorbed and unabsorbed sera were tested for IgG antibody binding to
human and pig lymphacytes by flow cytometry (FC). Reactivity was then
correlated with the presence or absence of HLA spacific Ab's

Crossreactivity of HLA Ab's with SLA was investigated by further absorption of
sera using pocled human plalelets. Subseguent IgG binding to pig lymphocytes
following ramoval of HLA spacific Ab's was again determined by FC.

Results; Absorption of natural xenoreactive anlibadies did not significantly
alter the 1gG anti-HLA reactvity. Following P-RBC absarption, only those sera
with lgG HLA specific Ab's had a positive crossmatch with pig lymphocytes
Absarption of HLA class | specific Ab's also removed the 10G binding fo pig
lymphocytes, suggesling crossraactivity with SLA

Conclusion: The results indicate that some HLA specific Ab's crossreact
with SLA expressed on pig lymphocytes, giving a positive "SLA" crossmatch
These data suggest that it may thersfore be necessary ta salect an "SLA"
crossmaich negative pig donor when considernng xanctransplantation in
recipienis sensitized to HLA.

INFLUENCE OF COMPLEMENT INHIBITION ON THE B CELL
RESPONSE IN EXPERIMENTAL ALLOGRAFT REJECTION

J. R, Pratt. AW Harmer, and 5 H Sacks

Departments of Mephrology and Transplantation, Guy's Hoespital, Lendon, UK

The induction of an alloamibody response aganst organ ransplants s a swon;
determinant of grafi Joss. Since complement facilingtes the induction of antibody
responses 10 T-cell dependent antigens. we asked if complement was important im the
induction of the -.II-IJ.'J||"|"|.'\'.'_'- et e ik =

We transplonted rat kidney allografis into fully MHC mismaiched recipients i
which complement activation was inhibited by daily injection of soluble recombinan
human complement receptor tvpe 1 (5CR1) This regimen achieved =90% systemic {
inhibition and markedly reduced the tissue deposition of C3 and C5b9 when
compared o saline trented confrols (n=2 1 rats/ growp)

Subset analysis of spleen cells expressing CD25 i controd v, (reated rats a1 day 5
showeed: (105 pon 1 celis, 79,1 b 1% v, 3790 + 7.8%: O
47 4% ] I 55. 7% 140, 5% v 46.4% 10 ¥y ar
v 53.2% 1.9%, This reduction 1 the proportion of
coingided with & reduction 1n plasma antibody binding activity

50103 £ 30.4x105 Malecular

class 1 specific torpet cells (44x103 £ 033104 4
Equivalence of Soluble Fluorochrome, p<0UKiTL and against ceils sharng minor
histocompatibality antigens with the donor. Antibody and complement deposition was
reduced inthe prafis of sSCR 1 wreated animals iogether a reduction m vascular injury
and a prolongation of grufl survival Loss of efficacy of sCHI1 after 7 days of
Ireatment was associated with a nsing titre of antibodics against sCR | and eveniual
g-'.'.l|.| lgwsis,

These results suggest the svnthesis of antthody against donor MHC Class
and other allospecific determinants on mt kidney is complement
Complement inhibrtiion therefore muight provede 3 useful adunet therap

prevention of 2llospecific antibody frmation in humans




Anti-CDd and anti-CD2 monoclonal antibodies synergise to EVIDENCE FOR IMMUNOREGULATION BY CD4 T CELLS IN THE INDUL 'l.:u:
induce tolerance to rat cardiac ;IHGE,I'FII'[.‘.' in "“.. Iligll rl'ﬁl!'“d['r OF SPECIFIC IMMUNOLOGICAL UNRESPFONSIVENESS 1O ALLL VANTIGENS I
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FHE PROGRESSION OF CHANGES IN ARTERIES FOLLOWING COLD
STORAGE PRESERVATION IN UW AND COLLINS SOLUTION IN A
SYNGENEIC AORTIC TRANSPLANT MODEI
Neil BAH, Maguire SH, Walsh M. Lynch 8V, Hardie [R, Effeney 1)1
{Adams LYH

Lniversity of (ucensland, Brishane, Aus
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GEMOTYPIC VARIATION IN THE TGFil GENE: ITS ASSOCIATION
WITH TGFP SYNTHESIS, FIBROTIC LUNG DISEASES AND GRAFI
FIBROSIS AFTER LUNG TRANSPLANTATION
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DIFFERENTIAL EFFECTS OF CYCLOSPORIN A AND TACROLIMUS ON
THE PRODUCTION OF TGF-g: IMPLICATIONS FOR THE DEVELOPMENT
OF OBLITERATIVE BRONCHIOLITIS AFTER LUNG TRANSPLANTATION

-G Zhang, MW Walmesley, 1V Moy, AC Cunningham, [¥ Talbat,
JH Dark and JA Kirby

ITansplane Immusobiolegy Unit, Department of Surgery.
University of Mewcastle upon Tyne NE2 4HH

Cyclosporin A (CsA) and tacrolimus (FK506) both prevent T cell proliferation

inhibition of calcineurin, a calcium dependent phosphatase which is vital for assembly
of 4 range of transcription factors including NFAT. The effect of these agens on
parenchy cells within an allograft is less well undersiood.  In this study we
compared the effect of these two drugs on i'l:'l:ﬁu:_liuu of the r;|'|:'r\é:-.-r5.._- growth |..;||,'||||'
G- by primary human fung small airway epithelial cells (SAEC)

SAEC were propagated in serum-free medium and showed a doubling time of

round 30 bowrs,  Addition of a polycloml anti-TGF-8 ntibody at Blupsml inereased

the rate of proliferation (p=0.01) by blocking the autocrine effect of TGE-8, T ration

penous TGE-F1 into the eultures indicated that the 10, for SAEC proliferation

was GlOpg/ml.  When CsA was sdded at 2pg/ml (a concentration whech inhibiied

lymphoproliferation in mixed ke e culmres), SAEC prolifer

p==0.01). This inhibitory Cl was anagonised (S0F; p- ] fition of

IGF-§ amiibody a1 80ug/ml. ELISA demonsirated a significant increase in the

hxction of TGE-0 following  treatment of SAEC with OsA Adddition  of

1m il.il..l'kl.||||_:-||__u:'.;_ s ."“.__. mi} of acrelimug o SAEC cultures had no effecr o
prodferation an lbd ™oL Aligm |1_'||.L||__'i|-\.|..-; G-,
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HLA ANTIGEN MATCHING FOR FIRST CADAVER KIDNEY
TRANSPLANTATION AVOIDS POST-TRANSPLANT SENSITISATION.

JE Wortivinglon. 5 Martin, A Asderaks, AWGE Jodmson amd FA Oyer
Tissue Typing Laboralory, Renal Transodnd Ut Manchesier

Recipients of cadaver kidneys are exposed to donor HLA antigens and so
are at risk of becoming sensitised by forming antibodies to those antigens.
Repaat renal transplantation was performed in the UK at & rate of 17.1% batwaan
1884 and 1893 and In our centre 14.9% of all transplants done in that pariod
were ra-grafts. Two strategies have been reported to facilitate transplantation of
highly sensitised patierts; the definiton of acceptable HLA mismatc s
removal of circulating antbody by combined plasmapheresis and cytotoxic
drugs. Meither of these strategies have proved to ba particularly successiul nor
widely accepted. We suggest a third more realisic approach Is 1o prevent
sansitisation in the first instance by minimising the donor [ recipient HLA
mismetch

In our centra, frorm 1989 to 1995 we adopted a minimal HLA mismatch
approach for the 761 first cadaver kidneay transplants (90.8% adult recipients) that
wara preformed. Thair graft sunvival at one and five years was 86.5% and 76.9%
raspactively. Sarum samples for post-transplant panel reactive antibody (PRA)
screaning were avallable for 684 of B8 adults whosa transplants failed. In
sansitisad patiants with =60% PRA, 10/112 had HLA-A mismatches (AR 2.1} and
11/12 had HLA-B mismatches (RR 4.1). The praportion of patients with HLA-DR
mismatches was the same in sensitised and non-sensitised groups reflecting our
allocation policy. Transplants failed in 21 "Baneficially” matched recipients buf
—i 71 none had post transplant PRA

|| = 20%. Of the 34 patients with
| — I PRA = 10%, 23 had antibodies
Post-px | Rejactia 1 with specificity for HLA
IR P TR o antigens often thosa
s gl 5 mismatched with tha donor

L kidnay, Rejection episodes.and
—1 the time waited for a repeat
transplant were both increased
583 in sensitisad patients (sea
= = 2 table). Thara wena only &
| e . = recipients (0.8%) who became

highly sensitised (>=80% PRA)
and 5 of these each had 3 HLA-A, -B, -DR mismatches.

Wa show that sensitisation to HLA alloantigens in falled kidney transplantation
is direcily related to the degree of HLA mismatch at time of first fransplant. By
minimising such mismatches the degree of sansitisaion can be controfled
making successful retransplantation a realistic possibility
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SEROLOGICAL CYTOMEGALOVIRUS SURVEILLANCE IN THE AT UDE OF THE STAFF OF ONE ACCIDENT AND EMERGENCY
CARDIOPULMONARY TRANSPLANTION 1S NOT INDICATED DEFPARTMENT TOWARDS NON-HEART BEATING KIDNEY DONATION

Rosney 5.0, Hyde JAD, Horton RC, 'Hastings JGM, Wilson 1, Buckley F. E.
Bonser BS
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Follow up to & moenths is complete for all patients (mean age 3
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CMY infection requiring treatment n 15 (17 1 putients, 4 of whom
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Transplant Coordimator and 48% had in the past made a request tor organ or ossue
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RENAL CONSEQUENCES OF CHANGING CYCLOSPORIN
FORMULATION IN THORACIC TRANSPLANT PATIENTS .

Hyde JAJ, Rooney 51, Hooks 1E, Bowvin €, Wilson IC, Graham TH.
Bonser RS

Chpeen Elizabeth Madical Centre |i.lIIIIi'I;I_|'EI'II_ | |||__'ii|'|-_l

Objectives.  The nephrotosicity of Cyclosporin A is well documented. A
formulation with improved abson hi introduced 1o
e unpiedi le 2 i
We ha
cardiac
SENEITIITUN (3T 81 §Gast 3 MW
Methods Sandinimun and Me

¢ evitluated using a we el
{ (LA CGlomerular filtration rate (GFR)
v renil plasma f {ERPF) were estima pre-tramsber amd four

weeks post-transfer using standard * Cr-EDTA and "~ lodohi an probes
Resalis T uisfer led to an insignificant reduction in GFR and ERPI
Cyelosponn dosare was decreased less than 2%, but Cyclosporn trough

vels 4 weeks post-transfer rose by 16%%

-
Pra=transfer

187 = 183
|88 + 58 B

i pahienls suttered manor sympioms, 4, headaches or tremor, related 1o
cised trough levels
Conclusion We conclude that despite improved absorption, conversion
nmiun to Meoral does ao affect renal function or blaod flow i

the stable cardiac/ung transplant population

Travel to Nottingham

From M1 motorway

Lesve molorway 8l Junction 25 to join ABZ to Nottingham. Tum right al The Priory
roundabaut (aboid 4 miles from M1}, then left at next rosndabout to ender the Liniversity's
West Entrance. The East Midlands Conference Cantre and Rutland Hall are signpostad
from there (see back cover). There is ample car parking

By rail

Frequent train services run to Mottingham from London 52 Pancras and ofher places arownd
the cowntry. It will be aasbest to get a taxi from ihe staflon, although the 38 bus fens from the
Ok Marke! Sguana, 3 10 minute walk from the station,
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