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PAPER 1 PAPER 2

LA MISMATCHES FOR KIDMNEY TRANSPLANTS DELAYED GRAFT FUNCTION: EARLY IDENTIFICATION OF PATIENTS AT RISK

G

Takemoto, GMTh Schrouder, GG Persljn, Pl Terasaki, KR Clark. J L R FL‘I-‘E':,.-TI'D_ & Proud and B M R -I'.i_iw_v'lx'_:.'

JJ van

lmmunoheamatology & Blood Bank, Eurotransplant, Lelden and Tissue Typing Lab, WCLA T'H"I-f:i[_'l'[i"l' Lt f;r_-lbcl_'l Victoria Infirmary
Los Ange | Lo F C ERIE= _-r.,-.
Queen Victoria Aoad, Newcastle Upon Tyne. NE1 4LP

Ir ation s affected by the number of HLA Mary centres have reported that delayed graft function (DGF) reduces renal
grafts cantinue 10 function despite the presence of HLA allograft survival. However, DGF is defined retrospectively as the requirement
e ‘permissible” for the respective for dialysis in the first week following transplantation. The aim of this study was
to see whether a four hour creatinine clearance (CrCl,) performed 20-24 hours

post transplant would identify these patients,

99 first cadaveric renal transplant recipients ware studied. All patients received
cyclosporine therapy, Resdlts were analysed for two groups of patients
sing permissible (M = 310) ar non-permissible (N = 680 for patients with a CrCl, less than 15ml/min {group 1) and those with a CrCl,
The outeome of the transplamtation was compared to 518 grafts with greater than 15ml/min {group 2)

teh HLA-8.B.DA (M 500) wera classiflied according to the

There was no significant difference between group 1 and group 2 for age,
mean number of rejection episodes, cylotoxic antibodies, HLA B or Dr
mismatches. Renal allograft survival at three months for group 1 patients was
only 78% compared with 88% for group 2 patients (p<0.01; Chi square). There
eeullt [n higher graft survval rates were four patient deaths in group 1 compared with none in group 2 but this
Al canl (p<0.05). No was not signincant (p=0.06;, Chi square}. Of the 85 patients studied, 25
required dialysis in the first week post transplant. Graft survival at three months
in these patients was 68% comparad with 97% for the patients wha did not

require dialysis (p<0.001; Chi squars).

BT %, BE %, amd B2 % fog the O
n mismatched group respectively.
spectivaly.

The performance of a simple CrCi, at 24 hours paost transplant helps to identify
those patients at risk of early graft loss. Identification of these patients early in
the post transplant period allows alteration in their management to improve
renal allograft sunvival.




PAPER 3 FAPER 4

INCREASED REMAL ALLOGRAFT THROMBOSIS IM CAFD PATIENTS CONVERSION FROM CYCLOSPORINE (CyA) TO AZATHIOPRINE (Aza) AFTER
> IAVERIC KIDMEY TRAMEPLANTATION (KT IN THE LONG RUN A BETTER REMAL
FUMCTION, LESS HYPERTENSION AND EQUAL GRAFT SURNIVAL

B Murphy, CM Hill, D Middleton, CC Doherty, J Brown, ! aus AMI Hollppder, Jan LCM. van Saase, Antoinette MM, Koote, Wim T. van Do

WE Nelson, R Kernchan, P Keane, J Douglas, PT McNamee Hiyo H, van Bockel, Leendert A, van Es, Fokko J. van der Wouds

I mephrology, dept. of surgery, Univessity Hospital Leiden, Building 1, C3P,

Regional Nephroleogy Unit, Belfast City Hospital, ) st P |
sisburn Road, Belfast, BTS2 7AB, Morthern Ireland ; . Leiden, The Metherlands

retrospective analysis of 202 renal transplant ™
ires in the years 1989-19%2 we ldentified an
of grafts lo from primary renovascular

osis in patients receiving continuous ambulatory
peritoneal dialysis (CAPD) compared to haemodialysis
(HDY tients (9 CAPD v 0 HD, Chi-sguared 9,637
p<0.01). All graft loe s from thrombosis accurred
within 16 days of surgery. Fossible predisposing caunses
were identified in 3 patients. Donor age was greater in F TR |

patients losing their kidneys from thrombesis both groups (C

cadaveric kidr 2y

a5 either contin

1 on CyA blood ar T 50 [ lose 20 mg.fda
fday). Threc mon after BT iS4 ¥ BESIED 3 Continue
nverted from CyA 10 Awm {n=t

kg ‘day, depending on CyvA blood levels
creased to 25 or 40 m

the two groups in age,

ed to the overall CAPD group [mean (SD) vears, S T nd 6.5 % for CvA spits and 883 %, 7
i ) 3.1({15.8) ; p=0.01] whereas no significant Renal ion was consic i in the Az
11 wvolume, platelet count, e converted paticnts was
y status, cyclosporin use, peri-operative : Cl: B.1-27.5)
srsioh, primary diaghnosis, smoking or diabetes o 5
5 was found. Data from the EDTA registry for e

1t graft loss fr primary renovascular I i B
1 ~treated patients was reported in T7.1%
recipients compared with 1.8% in haemodialysis.

suggest that CAPD patients are at greater risk of

t loss from renovascular thrembosis than HD
and may require more in ive fluid andg

coagulant traatment in the peri-operative period.




PAPER 5

HETEROGENEOUS COURSE OF RENAL FUNCTION IN CYCLOSPORIM
TREATED HEART TRAMNSPLANT RECIFIENTS.

R Zietzse, MA vd Dorpel, AHMM Balk, E Bos, W Weimar.

Departments of Internal Medicine |, Cardiology and Thoracic Surgary.
University Hospital Rotterdam-Dijkzigt, The Netherlands.

A

The renal side-effects are the major limitation of the use of cyclosporine- A
{Csa) following heart transplantation (HTX). In an effart to identify those
patients espacially at risk for the nephrotoxic side effects of CsA, we studied
210 orthotopic heart transplant recipients who had a follow-up of at lsast one
month. All patients received primary prophylaxis with anti T-cell agents
followed by Cs5A at a starting dose of 8 mg/kg and lpw-dose steroids.
After HTX, median serum creatinine levels increased steadily ovar time., In 25
patients serum creatinine exceedad 300 ymol/L at any time during follow-up,
This renal impairment occurred soon after transplantation as serum creatinine
was increased as early as 3 manths after transplantation. Until now, 8 of
these 25 patients have reached end-stage renal failure after 1.8 to 7.2 vears.
When excluding these 25 patients with severe renal problems, serum
creatinine remained remarkably stable in the rest of the group (n=185] at a
level of approximately 1585 gmol/l. Thus, a limited number of patients
accounted for the progressive rise in creatinine, and the majority of patiants
appeared to tolerate prolonged treatment with CsA relatively well, No risk-
factors could be identified that differentiated the 25 patients with increased
susceptibility to the nephrotoxic action of CsA from those with relatively
5 rena first and
sacond weeks after HTX and creatinine one month after transplantation were
not significantly different. Also, there were no differences in bloodpressure,
cyclosporine dosage, or the use of calcium antry blockers in the 4 weeks after
transplantation

Wea conclude that in our center 12 % of the patients accounted for the
progressive decreaseinrenal function following heart transplantation, and that
this decrease appeared to occur within three months after transplantation.
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PAPER 7 PAPER X

RENAL TRANSPLANT BIOPSY: COMPARISON OF COMPLICATION AND DISCREPANCY BETWEEN mRNA EXPRESSION AND PRODUCTION OF Thi- AND
SUCCESS RATES Th2-LIKE CY¥TOKINES BY CULTURED GRAFT INFILTRATING CELLS AFTER
CLINICAL HEART TRANSPLANTATION
1] Hl'ff'k.l.l'lgllilrl'l. MIS Dennis®, G F.il'k'., PRF “l.'”.l'. ML Nicholson' MM vain Besouw, CA Daane, EHM Locnen, CC Baan, LMB V3 1. AHMM Balk®
B Mochiar’, FHJ Claas , NHPM Jutte, and W Wel

Departments of Swurgery & Pathology’,City Hospital Nottingham, University | Departments of Internal Medicine

Hospital Nottingham' and University of Leicester® Dijkzigt, Room B Or Molewaterplein 4(
Immunchaematology, Universicy

licd three different biopsy technigues 1o delermine the safest and most reliable I cells have the ability to secrete various cytokines, Activated T
for oblaining vate samples of renal cortex: (1) Blind vertical pass (BVP) with mainly prodisce IL2 and IFNy, while activated T helper type 2 (T
kidney palpation and biopsy with 18G trucut needle; (2) Ultrasound guided sutomated and IL10. We studied the induction of cytokines in graft infil
: i 2 B : v mvocardial Bisosies (EMB after heart i wEli
biopsy (USG) using 158G hiopt m; (3) Ultcasound guided automated SoieeAnae) DIOPREGERIB) iR Yearl Ak aftiivg,
: . From EMB, cell cultures
IMMEeC&ic CXal
ares were oblained from 280 consecutive separate biopsy procedures.
(60 Gy}, and subsedquently washed, EBV transi
— T T stimulation, suporns s and cell pellets were harvested in order to determine
No. of Feni Fenal Mao. | production and mBNA expression by respectively ELISA and se transcriptase P
COTes e cortex glomeruli mAMA transcripts for IL2, 1IL4, ILG amnd IL10 were det
present per core The Thi-like producis IL2 and IFMNy were also always Imduced L, the Tha-like
cytokines IL4 and IL6 were found in only 50% of these supernatants. r praducti
+ 0 seemed independent of the ti after transplantation e, i e first & manths
transplantation EMB cultures produced more IL2 {median 805
| IFMy (median 2338 versus 613 pg,/mi) than thereafter
| Us<IE ; These results suggest that the production of Thi-lke
[ — : = inflitrating cells might correlate with immunclagical resg
transplantation

LSG

BVT technigue produced less cores containing renal lissue (p 1), fewer

glame per core {p <0.01) compared with
groups. There were n ilicant ditferences in the success
i LI5+[E methods, There r complication rate when anly

cuorlex or cortex and medulla were present
cant differences in complication rates between the three

tes that ultrasound g methods are more successiul than the
e added use of imm e On using a ster

muccess rale m providing renal conical tissue [or diagnosis
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'PROPEIATE RECOCH
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Andrew Bushell, Peter Morms and

Muffield Department of Sur
Oxford OX3 9011

In view of their central role i
i notherapy, We have des
ereby mrce i |'-r1.--'
v imab

v sLrain are 'l._|l.
'|||\x i
neither antizen 1
Iving the de
rarameters |
¥, We lested I
m was de

tandard protocal rec

'\-||.'\-'\-l.ll.'ull"l.-\.I tive days |

iniste I with the second dose

admimstratac |.|||I:,_I.'I| was o
resilts obtmned revesled that

within 24 hours of m .||\|n'
and all

he developm

| |I'|r-. 1 Wood

1ve shown previ

sl mab (day

ersity of Oxford, Johr

cells are atira
wduction .\I toler
-antieen ; |||I a depleti
| 1c 4l

rovm a thire
y that tolerance indwced by
teeatment with antizen and anti-CD4 mab;
arder to explore the mechamsms
1], we have examined

5 'rom the alloa

this protoce
nduction after depletion of the CD4*
ring from the thymus encountering
(Taly [ |~|u y _‘ZLI|,_ periphery. In
{e: H-2K} are 11 L anh-CI4
Thand dono oantizen (CSTBL/ 10, H-2
|'- test our hvpothesis,
ed untal 1,7 ar | 5 after mab ther.
s only indueed wher

oy, Concomutant g

of tolerance, T cells must not
nenced, but muast
15 therefore
lation of

cells that escape
ab while mab

and ance

cnl ol

PAPER 10

GRAFT INFILTRATING cCTL AND pCTL DERIVED FROM REJECTORS HAVE HIGHER
AVIDITY FOR DONOR ANTIGENS AND LOWER CsA SEMNSITIVITY THAN THOSE FROM
NOM REJECTORS.
LME. Vaessen' CC B
FHJ Claas”®, and W

" NHPM Jutte', B Mo

Lept. Internal Medicine
Br Mala y
Universit

In & previous study we desc

from the cardiac graft of p

as their fun oulld ng

b Inhibited w ChB Ma

degign of that study did not enable
e oCTL &nd their nai

pCTL is the dao
rejectors. We
sirmu t.'-i-u

the
patiants wit
rejectars a si |
ilals J-.n faf) Jrr*t]
|:ll_'l|.L.|d.|. ons w
im I|'- revieales
vith high a
c pCTL were
expocted to differentiate into  Inhioa
CTL with dity in LDA,
Howeyar L e
COE mab had anly & mi
influence on the pCTL fre-
quancy e . These pCTl
might represent an intermedi
ate stage betw

pCTL
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ULTRASTRUCTURAL ANALYSIS OF CIRCULATING CYTOMEGALIC CELLS IN
PATIENTS WITH AN ACTIVE CYTOMEGALOVIRUS (CMV) INFECTION

IMM Grefie, WJ van Son”, N Blom™, M van der Giessen, and TH The.

£ s CLous ¢ 1 splantation. The presence of
sion cells in the per i of patients with an active CMV infection
3 trated (1. Infect. [ng. 199 : 7). By ical staining
were shown o express CMVY antigens be Ly - ot the viral
e, Le. i iate-early, early, and late antigens, icating a productive

ning ex[ 5 with an ligs st different ¢
erentiation antigens showed t ; ells most p bly are of endothelial
In > present study, circolating cy lic inclusion cells from threg renal
nt recipl with an active CMY infe were studied by transmission electron
shown that numarous zapsi sre present in the nuclens of these
ticles and d ¢ present in the cytoplasm. These

demonstrate a4 productive  CMV  infection, and indicate that these cells ocou

unate CMY throoghout the body. In addition, the finding of a cluster of cytome

wcteristic adhaerens type cell

ial origin, and suppests that the
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ORGAN DONORS: ARE WE EDMICATING THE RIGHT PEOPLE?
CONNOLLY ), DEARDON D, PARROTT MR

DEPARTMENT OF SURGERY, MANCHESTER ROYAL INFIRMARY, M13 9WL

Eenal (ransplantation is the most cost effective management of end slape renal fai It has
been estimiated that for renal fransplantation (o mest current requircments, the supply of
sdaver kidneys should be in excess of 40 per milhon population per year. Presently, UK
organ donation rates of approximately 30 per million population are inadequate and there is
little evidence of an illli]r;u ing trend,

his study consisted of a retrospective audit of the medical records of I’_:.'j:iul]::-\. selected from the
total deaths in 5 study hospitals in the North-West region of England during the calendar year
I he hosptals were regional/sub-regio ferral centres for nourosurg Or infcnsive
¢ facilities, The total number of deaths were generated from cach of the hospitals activity
abase 0 inclede patients aged 10-75 years. Potential donors were selected using
International Classification of Disease (1CD) codings excluding accepted medical contra-
indications

The total number of deaths in the five hospitals audited was 52000 Of those, 492 (9 5%)
potential donors, The hospital records wer pendently
i by at least two of the authors. This revealed that 163 (33, 1%) wouold have been
ically considered as donors if conditions had been ideal. The cause of death was
cerebrovascular i 1 10 pabients (67 5950 head in (17 8 i 421" bizin fumour in 12 pakic
ith seven others. 75 patients were ventilated 2 the time of death of which 36 (48%)
¢ donors. 12 nen-donating patients had ventilation 1 d following brain stem 1esis
donation was refused in & further 12 cases (25%), The number of refusals plus the number
of denors would indicate an engquiry rate of 64% in vemilated patiems.  The overwhelming
redason given for non-ventilation (62/88) was that the patient had a poor prognosis with the
ion bein de by o suliant in 43 cases. Ventilated p 15 were strnificantly
YOUNEer [ mean 19 50 14.56) than non-ventilated patients fmean 60,69 5D 12 38)
(pefb A1) There was no sigmifi Merence berween the length of hospitalisation of
ventilated patients {mean 371 SD 417 days and 6,57 3D 10,37 days respeciively)
We conclude that there remains a large and presently unused potential donor pool within oor
regio. 1t wonld appear that the main reason for under-utilisation of this valusble resource is a
failure on the part of medical stalf to identify potential donors and facilitate organ donation. IT
73% of the potential donors we have identified had come to donation we would excesd the
present darpet figure of 48 cadaveric kidneys per million population.
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FIVE YEARS' EXPERIENCE OF ELECTIVE VENTILATION:
THE IMPACT ON A RENAL REPLACEMENT FPROGRAMME

Hany Riad, Anthony Nicholls and Charles Collins

Renal Unit and Intensive Care Unit, Roval Devon and Exeter Hospital, Exefer,
Deveon, EXS5 2DW

We report here the feasibility, results, resource implications, and long-term impact
on dialysis of our elective ventilation (EV) protocol since its introduction in M:

1988,

29 potential candidates for EV were nolified to the transplant team, but in 5 cases
) ICTT facilities were wnavailable. The relatives refused to allow elective

175
Ly

{
1
!

entilation of 5 further cases, all of whom died rapidly., The 19 electively
ventilated donors died within 24 hours of transfer (o 1CU, organs being retrieved
from all. 36 (95%) of the 38 kidneys were transplanted with an 85% success rate
despite the average donor age of 57 years.

Organs have continued to be retrieved from conventionally ventilated donors so
that the total donor rate has reached a consistent level of 30 per million population
(pmp) even though none of our donor hospitals has a newrosurgical unit. We have
maintained a constant positive balance of trade with UKTSSA, receiving
|'.!-L‘.“JL‘1..'-.‘.'.".||:~' matched kidneys for our awn o7 [hé new patient acceptance
rate for dialysis is over 70 pmp, but the stead nsplant rate of nearly 40 pmp
has meant that the number of patients on all forms of ys1s has actually fallen
ovier the years 1990-1993,

Elective wventilaton will solve  the problem of shorage of kid 1eys
transplantation and in addition will have a small impact on other solid organs.
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KEIDNEY RETRIEVAL FEOM THE HON HEART BEATING DONOR (NHED) COMPARISON BETWEEN THE MICROLYMPHOCYTOTOXICITY TEST
& TR T - (= 3
S e LR AND PCR-SSP FOR HLA-DR AND HLA-DQ TYPING

J.D.T.Morgan, E.0O.Kehinde, H.G Otten, M.G.J. Tilanus', M Barnstyyn, H. G. van Heugten, G.C. de Gast

Department of Immunoheamatology and Molecular E%u‘,ln_;_-x-’_

Uniiversity Hospital Utrecht, The Netherlands

decline i 1 ar < CEqar In T.ru\in';l'\. studies il was demonstraled that
retriey 3 S serological methods, such as the crolyo phocy
acl 1n a substantial prercen ol indi Iz examine
serological HLA class 1l typing have been sought apphe
ble HLA class I tvping meth
which emplo merase chain reaction with sequence-specilic pnmers (P
We have evalupted results of HLADR typings sraled o s;\;':'lc-;'-.' and
HLA-DR tvpings by PCR-55F and
serology were in accordance in 7 dividuals examined. In the remamming group
individuals, serology and PCR-SSE ded different HLA-DR 15 in ¥ ind
whercas by serology from 4 indiv £ i
dividuals doubtful results were obtained. When the DE14. DR"Br", ! or DRI
were encountered serolog nerated 2 high percentage of HI E typings, 100%, '
6%, and o respective ither doubtful e di rom e of PCR
S5P. In addition, on the preroquis
stgnificantly more problems in HL B typing of disc C
4% ve 19%; P=<0.L chi squarc). We next compared results of HL
by serology and POR-G5F in two groups of individuals,
individuals of whom serological DR tvping was either doub
PCR-S5P, and the sccond proup consiste
was in accordance with resolts of PCR-5F
typings determn by serology and PO
the { group of 23 individuals
To examine which of the two techmiques yiclded corr
crepant ca LA-DE alleles of s¢ individuals are c
based typing. Mevertheless, the resulis generated sofar demonstratc a nu
merils for the PCR-S5F compared 13 PCF ] W yield
DE t nor did it cal farlures 2) using PCR-S5F,
1) PCR-55F result
and d guicker I 1 i can e ol ihat in the near [uture

HLA-DERE typing by £ 3 CR-55F in n clinical praclice
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COMMITTED CYTOTOXIC T GELLS (cCTL) HAVE LOW AVIDITY FOR DONOR REJECTION OF TRAMSPLANTED KIDNEYS 1S PREDICTEDR BY ANALY
CLASS | AND CLASS || ANTIGENS LATE AFTER HEART TRANSPLANTATION (HTX). OF LEU-4, TAC, WT14, AND ICAM-1 EXPRESSION ON RENAL BIOPSIES.
EHM Locnen, LMBE Vaessen, NM van Besouw, AHMM Balk, B Mochtar, NHPM Jutte M.F, Kooymans-Coutinho, F.J. van der Woude Hermans
FHJ Claas C Maimar, E. Schrama, L A. van Es, M.E. Daha. .

Drept

abtain Fing ar e rejection had high avidity for donor class |

obtained in the s sericad from patients wi t rizject ad o dity. I the pr

ency and avidity of cCTL for both HLA class [ and ||
ant with and withaut acute rejection (AR} in the

1G4-334 L‘i-ﬂ':'b: . .- thodie 1 it leucocytes (CD45)
ni the & patients who pravioush, !
edian, rangs 128-448 days). Using Lin
class | rea cGTL with PHA-
as targets, both thie presence a nce of CDA Moatby, The
org measured with B-LCL. which sha Iy class I
the presence and absence of CDd Mo its had at

I-cell CEpLor cl}
intercellular  adhesion
uantitatively

MNone of the studied ¢

rafi funciion or graft loss. logical analvsis =
class | ane |. The media J of L agalnst class | antigans ; !“EI..I.'!.U: I.If 4 .. : ; e membrane
was 172/10° cells (range 17-1120/10%, and In the AR- group 6 . correlated with a higher incidence of uent

e e it R SOTL 16 the parameters) Ihe rele

hetween

Ik'_i 2ct

and =[0I felive \;”!1‘_._'”‘.”:
5 [range 148 F107). In the presence of CD4 alse was a strong
: e the AR+ gr a5 ot range 1-5375/107%) and in as well as TAC
" cCTL {range 10-1

Qroup was 94% (ranga

QCCLUITEnCe

sisodes (p=0.0005 and

Conelusion: In
1 ange G-98%) with
Mone of the patients e rejecticn

: - finding
had high avidity cCTL for class | anymore, avidity far

n only ane af the PTC

vy is able to change the pattern of immunological activity 2 '_l" MK
follow
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ROLE OF THE KIDNEY IN CLEARANCE OF TNF AND TS SOLUBLE RECEPTORS. MYOBLAST TRANSPLANTATION:

DO MYORLASTS INDUCE TOLERANCE?

M H.A Bemelmans', and W.A. Buurman® AN Warrenms®*, JY ?h.'-ngrﬁ. G Lombardi*, 3 Sidhu*, DJ Watt®, C Sewry?
and Rl Lechler*

Currently at Dept. of Surgery, Academical Hospital Maastricht; *University of Limburg, tment imunclogy* and Meuromuscular Uniid, Royal Pestgraduate Medical
Dept. of Surgery, Faculty Il PO Box 616, 6200 MD Maastricht, The MNetherlands e smith Ho London W12 and Department of Anatomy harin
WE.

Tumor Mecrosis Factor (TNF) can be Injurlous to the organism when present in It i5 net clear il muscle celis can aclt as antigen presenting cells (APCs).
pxressive quantities. Circulating soluble THF receptors (STNFR) appear to represent a Although it has been supgesicd thal hwman myoblasis can stimulae T
natural mechanism that protects against circulating TNF. Recent data suggest that TNF cells in rcsponse (o igen (1), others have demonstated that cardiac
and sTNFR are removed from the circulation by the kldneys. Since kidney allograft myocyics cannot stimulale @ p ; g 2), which might be
rejection is accompanied by renal dysfunction, we investigated the effects of nephrec predicicd . from obscrvations that n rofessional APCs tend 1o
oy in & muring model on THF as well as sTNFR metabolism tolerance rather than T activati {3 How skeletal myoblas

Methods behave as APCs has clear i cir polential thorapeutic
Mice underwent bilateral nephrectomy (EN) or sham operation (SR}, TNF and rale in trangplamation for congenital myopathies, or as wvectors for
sTNFR levels in the serum were measured after 0.5, 1, 2, 4, 8 and 12 hours. intreduction of new genes, the products of whiel
I. 3 hours after BN or §H operation, endotoxin {an Inducer of THF and sTNFR) was b
given to investigate TNF and sTNFR metabolism; samples were taken at designated i
times. TE i
Results ; ; : : pecn conlirmed by the prescnce of numerous phenolypic
2 hours after BN, TNF was detectable (200 pa/mi} and Increased thereafter, while narmal myahl ¢ usced 2671, transfected to express
THF in SH mice was pot detectable. sTHNFR increased 30 min. after BN and reached DET. as aur madsl af m | i hiese Gl
platean levels after 4 - & hours, while sTNFR levels In SH mice revealed one minor rectnstiluie 4 x ahien rlutinin (PHA) response by
peak after 30 min An i ;
I.  Endotoxin injection induced a rapid Increase in circulating TNF and sTNFR levals i
In BN mice howaver, TNF and sTNFR levels remained significantly longer in the
circulation than in SH mice {<0.08).
Conclusion
The data presented show that TMF and sTHNFR are removed from the circulation by the |
kidneys. Thus renal dysfunction, present after kidney allograft rejection, affects TNF Spond 0 conventiony 1 1 the following day with
and sTMFRA clearance, leading to increased levels of TNF couplad to sTNFR in the d cells, implying it these muscle cells have
circulation. The role of the kidney in clearance of TNF and its soluble receptors in the T I
process of kidney allograft rejection will be discussed.

the immune sysiem as neoanligens.

myosarcoma=derived cell line, the origin

5, Howewver, they were unahle stimulate 6 out of
allospecific T ccll clones or stimulate a primary all

they could noi stumulate DREI-restricied haem:

clones  when pulsed wi e relevant haemagglutinin  pe
Following overmighl preincubation with TEGT1-DR1, these

Gocbels N, et gl J. Immuns 1992 149:661-667
Ansari A, ail. J r T fitm [1992:11

. Bal WV, e
Markmann

Sidhu 5
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PAOLONGATION OF MURIME CARDIAC ALLOGRAFTS AFTER TREATMENT
WITH ANTI=-COD4 ANTIBODY AMND IMTRATHYMIC ALLOANTIGEM

Octavio E. Pajaro, Peter J.

Muffield Dapar
John Radeliffe Hospital, Headi

FBocently,
dangr-s tolerance to
in l'.l'!\.J 1
raecipientse.
skin grafts i LS treated m

studies have reported the ind tion of
islet cells, hearts, livers and
rats aftar the intrathymic (i.t.) injection of

lymphacyte sarum [ALS)
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THE EFFECT OF PRETRANSPLANT BELOOD TRAMSFUSIONS ON THE IMMUNE
SYSTEM

Emma L. Lagaai, Barbara J, van der Mast, Marieke B. Ruigrok, Willern Weimar,
Fokko van der Woude, Agaath H.M.M. Balk, Frans H.J. Claas and Jon J. van Bood.

Depatment of Immunohematology and Blood Bank, University Hospital Leiden,
Risburgerweg 10, 2333 AA Leiden, The Netherlands.

The use of delberate pretransplant blood transfusions to improve graft survival rates
IS5 COMmmon [ vanous fransplant cemers. The mechanism of the beneficial effect of
transfusions is not understood. To gain insiaht into the immunological events caused
by blood transfusion, we performed various studies.

One retrospective study among kidney transplant patients (M=62) and two
prospective clinical studies among kidney (N=80) and hean transplant candidates
(N=80) were performed, We studied patient and graft survival, and leucocyte
antibody farmation, We pedormed cell mediated lymphaolysis tests, mixed kmphocyte
cultures, inhibition experimemnts by post tranfusion leucocytes, and montored
leucocyte subpopulations.

The data show that the sharing of HLA-DR antinens (especially the more precisely
defined HLA-DR subtypes) between blood donor and transfusion recipient greathy
influences the immunological consequences of blood transfusion. HLA-DR
mismatched bDiood transiusions kead to decreased patient survival (p=0.02),
increased graft rejection (p=0.003), increased sensitisation (p<0.001), increased cel
mediated cytotoxicity (p<0.001) and increased T cell profiferation (p=0.001). HLA-DR
matched blood transtusions result in improved patient and graft survival rates
humoral or celiular immunisation and a decrease in the CD4/CD8 ratio and the
number of CO4+ T helper calls. |n view of these senous clinical and immunological
consequences we suggest that an international registry should be created to compile
the results of HLA-DR typed blood transfusions.
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TOLERIZING AND IMMUNIZING EFFECTS OF BLOOD TRANSFUSION
Leo P.ode Waal, Esther van Twuyver, Jennifer L. Munson and Ineke .M., ten Berge.

riment of Transpluntation Immunolegy, Cenieal Laboratory of the Nethedands Red Cross Blood
uifusion Service, 5 11, 25, 1066 CX Amstecdam, The Metherlands.

Previously, we have shown that blood transfusion (BT) car fe a tolerizing effect on
the T eell repertoire, Patients recedving a BT feom a donor who shares one HLA
haplatype with the p r BT) develop CTL non-responsivencss
inst cells of th I' donor,
The pres study d rates that HLA-sharing BT also results in a selective
decrease in the usage cell receptor (TCR) VO families. In contrast, patients
i n CTL responders and do not show any
. In the latte v of patients the fine CTI
5 1 TL precursor (CTLp) frequencies were measured in split-
well analysis lock studies of CTL-target cell imaraction were performed with
H-CDE my pnal antibodies
The results demonstrate that non-HLA-sharing BT influences the T cell repertoire
according to the immunogenicity of the mismatched class T antigens and induces high
affinity CTL against dominant class [ mismatched antipens. Such HLA class 1
ipens should be reparded as non-acceptable mismatches in subsequent organ
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CDE+ T-CELLS INHIBIT DONOR-ANTI-HOST REACTIVITY AFTER PRE-TRANSPLANT
BLOOD TRANSFUSIONS,

Barbara J. van der Mast, Nynke Hornsira, Maricke B. Ruigrok, Frans H.J, Claas, Jon J. van Rood
and Emma L. Lagaaij.

Detpartment of I'|'|"I|-I'|"l:'ll'.'|:|:|lilll:!'_'.- and Blood Bank, |.||..'.l.:|h.|l:v Hospital Leiden, Rijnshurgerweg
10, 2333 AA Leiden, The Metherlands.

Adminisiration of HLA-DRE-maiched bhood wransfusions belore transplantation can have a
favourable ecffect on ‘-:'II'!. survival. The mechamsm of this elfect is xl-.I; not undesiood. We
questioned whether alter blood transfusion T-0ells develop that actively inhibit the immune response
We generated T-cell clones derived from post-transfusion PRL (peripheral blood lewcooyies) from
a recipient of an HLA-DR matched blood transfusion. These chones were tested for inhibition of
the Mived Lymphooyie Reaction. Two out of fve CDE+ clones inhibited the MLE. Mone of the
eight CO4+ clones had a suppressive effect. Unexpectedly the CD84 T-ell clones inhik |
response of blood donor agaist recipient. Panel studies revealed ihat the effect was specific and
redd to be HLA-DR restricted, This paticnl was ollowed in time. Reactivity of bleod donor
apinsl hosts pradwally decreased alter blood transfusion, Tl
confirmed in sixty other patient-donor combinations, The d he response was significanth

correlited with time (p-<(LO01}. These data indicate th r transfusion an active immunobogical
pecific chimaeric T cells of the

mechanism 15 involved in the protection of the reCipient agai

Blodd teanslusson dodaof
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REJECTION OF PIG HEARTS BY HUMAN BLOOD IN A WORKING HEART
MODEL IS MEDIATED BY THE CLASSICAL PATHWAY OF COMPLEMENT,

1 Dunning, PC Braidley, RN Pierson, DJG White, ] Wallwork.

De |."III.|l'I."I'Il -.II Sur , University of Cambridge Clinical School, Douglas House,

y offer an attractive solution to
the probles ! : ! esents a discordant xenograft
combination in which the transplanted organ is cutely rejected. An ex-vivo
working heart perfusion madel has been used to study the rejection of piz hearts by
human Bload

Hearts were rem mcli from young pigs (3 kes) and perfused with pig blood or
human blood. Blood was unmodified -||_I"- heat ted (507C for 20 mins
treated with cobra venom factor (n=10) or an ||Im-.. depleted (n=6). Serial |‘.-..'-||-‘|
samples were ar cd using far xC ol yie comp lement and ’mul"\dw' ASRAVE.
Tissue was examined with conventional histology and immund
stroke work performed by the heart was monitorad throughout the experniment

Fig hearts r"'~"'-'"l\'~"i with :mrw odified human blood performed less well and
stopped workin er than pig heans perfused with pig blocd (median survival 47
vi, 158 mins) complementation of blood by heat treatment produced improved
performance for | 5 perfused with pig and human blood (median ral =4 hrs)
Decomplementation of human blood by cobra venom factor ill'['l!'-.:-'k'l‘ stroke work
performance and increase cI period of survival (median survival =4 hrs). Hearts
perituse ||‘. hue 1'.|"||-l|-' EH| |".:|:_"'.<|' ihi ad b || x-l|!,_|,1|-|_| ormed gre
stroke work and s i 21 5¢ |nn|l.,m Iv.
unmodified hum i
camplement fixation between the groups

Ihe survival and performance of hearts peclused with human blood may be

mificantly improved by decomplementation. Hearts perfused with antibody
leted blood ' better. Although altermative pathway of complement
vaton s impa I L acute xenogratt rcjection for some species
combinations, it appears that in  the
ol COIp lesnent activalion 15 in ipon
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lgG: ANTIBODIES AGAINST AN HLA ANTIGEN ARE ASSOCIATED
ACTIVATED CTOTOXIC T CELLS AGAINST THIS ANTIGEN, lg ARE NOT

D.L. Roelen, M.D. Witvliet, I. Habraken*®, F.P.M._[. van Bree, B van Beele

van t5ant, 1.1, van Rood, LP, de Waal*, F.H.J.Claas

Dept. of Immunohaematology and Blood Bank University Hospital Leiden

*Dept of Transplantation Immunology, CLE Amsterdam, The Netherlands

Pre-existing alloantibodies against the mismatched HLA-A
and HLA-B antigens of the donor, when present in current sera,
are believed to be detrimental for kidney graft survival. When
these antibodies are only present in historical sera, thei

immunoglobulin class has reported 1o be important with respect to

the expected graft survival, IgG antibodies being assoclated with
poor graft prognosis and 1gM with a reasonable graft survival,

In the present study we have tested whether the
Imtnunoglobulin class of antl-HLA antibodies is reflected in the
activation state of cyvtotoxie T lymphocytes (CTLs) directed against
these HLA antigens as measured by their in vitro resistance or
sensitivity to Cyvclosporine A (CsA). The results indicate that the
presence of IgG anti-HLA antibodies is assoclated with the
presence of activated CTLs (CsA-resistant), whereas in case of oM
antibodies mainly naive CTLs (CsA-sensitive) are found. This
observation may explaln the different prognosis of historical

positive crossmatches due ta 126G versus leM alloantibodies.
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BY PATIENTS WITH OHIC IMMUNOGENICITY OF FRESH AND CRYOPRESERVED HUMAM CARDIAC VALVE

SPLANTATLION LLOGRAFTS
Bradley, M. Rose®, M. FME Hoekstra, CJ Knoop, CLJ van Tricht, £ Aghai, © 1 senaar, NHPM Jutte, E Bos
W Wairnar

Dapartmants of rnal Medicing | and Thorax Ce Lniversity Hospital-Dijkzigt, Room
Bd 299, Dr Molewaterplein 40, Rotterdam, The Neth nds

ruct wentricular outflow tracls, o 1 v 5, kenografts and huma
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THE SMALL BOWEL TRANSPLANT : DOES IT WORK? SUCCESSFUL TEANSPLANTATION OF MARGIMNALLY
ACCEPTAELE DONOR LIVERS

astroenterology Research Unit, b F Mirza, B K Gunson, A D Mayer

Anne M. Walters, M.G. Sarr, G
nesata, S A J A C Buckels, P McMaster

Mayo Clinic, Rochester, Minn

Cueen Elizabeth
Birmingham

Tha absorptive capabilities of transplanted small bowel are uncertain. Long Organ shortage freguently results in emergency

chain fatty acids are absorbed exclusively via lymphatics which take 14-20 liver transplantation or deaths on waiting lists.

days to reconnect and up o 4 weeks o be anatomically normal. A model of These pressures have I:n:'.lpel led us to widen

fejunoileal autetransplantation was designed to eliminate rejection, ischaemia definition of the suitable liver donor. Of

and reperfusion, while keeping portal venous drainage. & sSmmel solution of liver transplants carri cd .:n_.t between _v__n ch

cleic acid in isosmolar solution with bile salts was used to assess absorption in and September 1992, 29(14%) livers were

jgjunum and lleum. Thers were B dogs in each of 4 groups L—..-::-u:- 1- jejunal from donors felt to be of subopt iruaﬂ qua;;t'--'
ontrol, Group 2- jejunal autotransplant, Group 3- ileal control, Group 4- ilea the following reasons: alccholism(7), par: 1!.,-_1::

autotransplant ; each had an isolated 80cm loop perfused with the warmed overdose(2), grossly abnormal liver te = [

solution for 3 hours at 3ml/min on 3 ocassions at Week 2 and 9. Loop effluent sepsis(4), advanced cardiovascular

was analysed for volume, sodium, chloride and oleic acid and transit time was intragperative arrest(2), suspected

assessed at 1 and 2 hours with & bolus of marker, Qleic acid absorption in the and other(4). There were 9 local donors and

[ejunum was not impaired by autotransplantation early on at Week 2 (Table) or livers were previously declined by other cent

late at Week . 7 : on medical grounds.

After careful uﬁfi:lerat‘lnre, 15 were used
Volume (3&/15mins) .1.'.:5.., 7 (10.5) (p=0.2) I‘DLE'IT_Zth! re:.,”p ients, 8 i’_.-_:-]:- F;rgcr:t and 5 for
Sodium (%/15mins) 1.8 (6.8) A : (p=0.2} peat;m?ts w__th fulminant failu re. All 29 grafts
Chioride(=./15mins) -0.2 (8.4) : ; [;'J 0.6) ...h:uwn:a .:-'a‘.:lvu"'u:t*:nr'v' early function, but
Neic acid(%6A15mins) 4.5(9.4) i {15.5) (p=0.4) :
(l_-l-a;ci?;i-?-.:1[|v-|i-~.::.rmJ 437-'.{?1 i'l:l .' ’;_-ht;_‘; F'.':'Tl:D C D_n_.ll:lf.l ._F” ;s'Jt"v'l:lI\"'1 -;: ..!Z’ .'_?'-:1.!'.'.1|-_-: were
Basults s expressed as mean (standard deviation) \_-J__'r._'!_a.a]‘. Lre% N8 7a%s Trom good Qonors)
: ; were 8 deaths - 1 fulminant, 4 urgent

routine recipients. Preli sports from a
guestionnaire outlining detail f 1[—-_.7-5.;- donore
all European transplant centres showed ;

Group

day 1 AST(p=.004)

acid absorption in the lleum is also unaffected by autotransplantation at
both time points (data not shown)
Long chain fatty acids can be absorbed normally by the small bowel at the
earliest stages in the post-transplant period, allowing small bowel transplant
patients early resumption of enteral nutrition

median of 23%(0-60%) o e donors vautd
been refused.

The results sugges : A raassessment of
donor criterila may » appropriate, in order
maximise donor utilisati
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IN VIVO EFFECTS OF IrA AND IpG2a ANTI-CDS ISOTYPE SWITCH VARIANTS:
A PROSPECTIVE DOURLE-BLIND STUDY IN RENAL TRANSPLANT RECIPIENTS

Karine J. Parlevi |-§-I :| RIM ten ];l.-l"r"--' .‘:, S-L Y\'.'-l‘ll_.}?.. a5 S'JFLLL']IT.IJI. J 1ir"l"i.'|rrl':l1|i.‘,
PThA Schellekens™,

‘Renal Tran it Unit, and "Department of Clinical Immunology, Academic Medical
Center, University of Amsterdam, the Netherlanda.

¢ after the first administration of OKTS3, a murine anti-CD3
antibody of the IgG2a class, are attributed to the release of
evtokines as a result of transient activation of T cells. T cell stimulation
1 ;:-.- OKT3 is supposed to be dependent of interaction with Fc receptors on
human monocytes. As human monocytes do not possess Fe receptors for
murine Igh, it is likely that an anti-CD3 monoclonal antibody of the Igh
class (T3.A) causes less side-effects and cytokine release as compared to
its TeGG2a switch variant (T3.G2a). To test this hypothesis we treated 20
renal ransplant patients in a prospective double-blind study with either
T3.G2a or T3.A induction therapy: 0.5 mg anti-CD3 twice daily during
10 days, Compared to T3.G2a, T3.A caused significantly less side-effects
and hardly any cytokine rele Also, complement- and neutrophil
ivation products only increased after T3.G2a and not after T3.A.
Rejection incidence was comparable in both groups. Both T3.A and
T3.G%a resulted in a complete depletion of CD3+ cells, but after T3.A
CD3 depletion was of shorter duration. Finally, in contrast to T3.G2a,
T3.A did not affect coagulation and fibrinelysis.
In conclusion, T3.A class causes hardly any cytokine release and less
side-effects as compared to T3,G2a. Provided T3.A is immunosuppres

sive, it is superior to OKT3.
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TREATMENT OF PERSISTENT ACUTE REJECTION IN HEPATIC ALLOGRAFTS IN
AN ERA OF FKS0G

AS Sain, BK Gunsan, DF Mirza, JAC Buckels, E Elias, P McMaster, M Neuberger,
AD Mayer

Liver and Hepatobiliary Unit, Queen Elizabeth Hospital, Edgbaston, Birmingham B15
2TH

The incidence of acute rejection and its response to therapy was reviewed in 326
adult (primary) liver graft recipients on immunosuppression with Cyclosporin A,
Azathiopring and Prednisolone who survived to have a protocol biopsy at 7 days
past transplant, 252 [77%] patients showed evidance of acute rejection (graded
mild in 94, moderate in 87 and severg in 71} on histelogy. 226 with consistant
clinicallaboratory features were treated with high dose prednisalone{200 mg x 3
days). Resolution was seen in 147(65%)] patients.

The remaining patients {n=78) were classified as having persistent acute reject

Of these, 72 wera treated with further 1 or £ dosesin=1%] or a second 3 day
course of prednisolona ln=53). 6 wera converted to FKE0E (n=2) or received
OKT3 in=4). 58{81 %] of the patients who received more steraids for persistent
acute rejection responded while only 1 {ireated with QRT3 folloved by FEEDA) aut
of 6 raceiving OKT3 andfor FK506 responded. Of the 14 non-responders to further
steraids, 5 ware salvaged with OKT3 and/or FK. Overall rate of graft loss secondary
1o intractable rejection was 4% (14 out of 326}. The severity of rejection on day 7
biopsy was not related to later graft loss to irreversible rejection

QOur results show that acute rejection resistant to initial steroid treatment can be
managed with further steroid therapy in the majority of cases, Despite FEK/OKT3
being used sparingly, the graft loss rate was low., At present, we believe that if
acute rejection fails to respond to a single course of steroids, re-treatment with
stergids rather than early conversion to UK T3 or FKHUD remams the therapy of
choice.
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VASCULAR REJECTION ([VE) REJECTION AFTER KIDNEY TRANSPLANTATION
OCCURS EARLY AND 15 A MAJOR DETERMINANT OF BOTH SHORT-TERM AND
LONG-TERM SURWIVAL

J.L.C.M. van Saase, F.J. van der Woude, J. Thorogood {*), AA M. Hollander, LA. van Es,
J.&. Brugn.

Dept. of Nephralogy, University Hospital Leiden and {*)The Eurotransplant Foundation and
Univ. Dept. of Mad. Statis Fostbus 9600, 2300 RC Leiden, The Metherlands

Vascular rejection is thought to be the major cause of graft loss after the first year after
kidney transplantation. To investigale the time of onsat of vascular rejection we studied all
consecutive patients (n=432) receiving a post morlal kidr between 1583 and April 1981
in our centar. We report findings from biopsies taken during tha f three manths afier
transplantation, consequences for long term grafi i d risk factors for developing a
specifiic type of rejection. Minety-thraes pat s lost o graft due 1o rejaction during a 8-
year follow-up pericd. One year graft sun a5 f ; out rejection
&7.4%, for 111 patients with interstitial rejection {IR} 0% for matients with VR
Five-year graft survival for thasa groups was ! 1% and 35.8% wactively, The
relative risk of graft loss was 4,35 b G0 T5-1.92)

for |R compared to patients oLl [ 3 months, Risks were

calculated with the Cox proport | with YR and IR as time
dependent co-variables. Yearly graft less due 1o ch n patients
without early rejection, 2%/yr in patients with IR and in : 1 WR. Major risk
factors for developing vascular rejection were use of azathlop thoul eyelasponng,
number of HLA-DR mismatches, prolonged cold  ischemia 2 and  previous
transplantations. Risk factors for IR use cf azathioprir out  cyclosporine,
recipiant age and HLA-DR mismatchas that VR occu in a short timea
period fallawing renal transplant: twithin 3 manthel, and is & very strong predictar of
1 loss whila 1R has a minor &
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THE EFFICACY, SAFETY AND LONG-TERM RESULTS OF ANTI-

CD3 ANTIBODY THERAPY IN RENAL TRANSPLANTATION

Morag Gorrie, Graham Thomson, Marin Boyee, Hany Riad, Martin Beaman and
Anthony Micholls

Renal Unit, Haematology Dept and Tissue Typing Laboratory, Raoyal Devon and
Exeter Hospital, Exeter, Devon, EX5 2DW,

Little data exists on the longz-term outcome of patients treated with antibodies
agamst CD3 cells (ATG and OKT*3). We report here our expenence with 39

patients so treated from 1987 to 1993

Thirty-three patients received treatment for steroid-resistant rejection and the
remaining & were treated prophylactically because of either having lost a previous
graft with early steroid-resistant rejection, or having >85% cylotoxic antibodies.
Twenty-nine were given ATG and 10 OKT*3. Eight grafts were lost, largely due
to irreversible rejection. Five patients died, all bar one from overwhelming sepsis,
in a period when the dose of :jllli]’:-m:y was not adjusted according to CD3 counts.

The remaining 26 patients were successfully treated

In the past year we have monitored daily CD3 counts and reduced the dose of
antibody to the minimum necessary to lower the count to <50 x 10%/1. This has

ke/day, with

g
g

allowed an average dose reduction of ATG from 2.5 w0 1.5m

&=

consequent mereased safety and lower cost

Long-term renal function has been very sabisfactory: 14 patients have serum
creatinines << 150 pmoldl, 7 others are 1 the mange 150-250, while only 5 have
creatinines =250, Even more imporiant, the long term stability of renal function
has been remarkably good: at up to 6 years all but 4 patients have better graft
function than at 1 month after the end of antibody therapy, and no kidney that has
functioned at 3 months has yvet been lost.




