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PAPER 1

A PROSPECTIVE STUDY OF ANTI-THYMOCYTE GLOBULIN PLUS
HYDROCORTISONE (ATG) VERSLUS
CYCLOSPORIN A PLUS PREDNISOLONE (CYA) IN SENSITISED AND
REGRAFTED RENAL ALLOGRAFT RECIPIENTS

R Pearson, RW: Johnson, A Barkean, P Dyver, 5 Marting D (' Donaghue, P D Scott,
Kenal Transplant Unit, Manchester Roval Infirmary, UK. and
Tissue Typing Laboratory, 5i, Mary s Hospital, Manchesier, LK.

ommon 1n highly sensitised and regratted renal allografi
30 suwch recipients were randomiy
illocated an the time of ransplaniation o receive sequential immunotherapy, (ATG followed by
Cyclosporin A + low dose |'-:'-.~|In.=.-lnl1-.'. n=15), or CYA + low dose prednisolone alone (n=15),
recipient « characteristics or HLA maiching. More
ed function (n=7, 4 dialysis dependent) than on ATCG (n=2, not dialvsis
Iy immunological 3 patients have lost grafts, all from
ToUp I“'-}-'-.'.lr-.ll.'.i mlarction 4 months, chrome vascular rejection 11 months, transplant
5 wecks), All ather kidneys are
atinine (ATG 154pmaolfl, sem 8.5, NS 1 testh
weheroup (ATG 315, CYA 615, p=0.2 X2). Rejection after
rsed |'-'- seroids (20 or QOETI (1 In the ':'"l'kl
2 ';-;|L|:.u| .-"-.I'! . Complications, mcluding infection were only associated with ATG (%
tion, | candida, 3 = |1 Icaemia; 9 pyrexia, 2 rash; 2 amhralgia, 2 serum sickness)
cidence of early raft dysfunction in sensitised and regr. afted patienis: the price
was unacceptably high

Steromd resistant rejection 15 more ©

recipients, and leads to prafi loss i a significant proportion,

There were ra significant differences i if danag
'I'I'l."'l'\. mn CYA had dela
dependent). Ther
the ATG g
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WENS T Ear grafl losses
functioning at 3-25 months with no differences in
Early graft rejection was similar in
ATG was associated with infection,
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PAPER 2

DOES THROMBOXANE RECEPTOR BLOCKADE AMELIORATE
CYCLOSPORIN A (CyA) NEPHROTOXICITY?
dank, aus . opecs -
faanls -

h:lllun ".1|r|}h. P S Veitch and P R F Bell. Department of Surgery, Leicesier General Hospital,
Crwendolen Koad, LEICESTER. LES 4PW.
the major limitation to the usefulness of CyAon transplantation and
(TXA;) is @ potent va
i -*I clion of

nd humans

Chronic nephrotoxicity is
autoammune disease. Thromboxane A
imphicated in the chanism of CyA nephrotoxicity. Ben
Thromboxane Ba (TXBa) is significantly increased in anir
Animal studies have demonsirated partial reversal of nephrotoxicin
Synthetase Inhibitor with CyA.

SOCONSITICIC : ; Lk EEn
IEaDDLIEe
d with CvA,

by combimmng koK ane

d 2 vears post transplantation was
 GRAZIZIBY i a double

il recipients between 6 weeks an
a TxA; receplor antagonst,

A group of renal transpl
treated for 3 months with
controlled tnal.

Gilaxo blind

{ERPF}

sCrum

OIS ITICILSUTC iS1TIR

(SeCr) and

Glomerular Filtration Rate (GFR) and Effective Renal Plazsma Flow
a single isotope injection technique. Creatinine clearance (Clg, cregtinineg
urinary prostancid concentrations were also monitored

=i in rendgl function: an overall de

0233, Despite this unexpected decrease

I statistical =i

erit with (GR32191B produced no improvems
he study period (pe{b.

and SeCr

Treaim
GFR being demonstrated during
GFR, deterioration in ERPF, Cly, did not reac gnificance

ippear 1o ameliorate clingial ';_'. &

nd 1 Ah revey

We conclude that TX A+ receptor blockade does not
||c|l|||-|||'-~|yi1\ Combned Thrombaoxane Syithetase Inhibition
— 1

prowide & more physiclogical approach to this problem.
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THE EFFECT OF CYCLOSPORIN ON IMMUNOGLOBULIN-CLASS SWITCH
Mwu IN PATIENTS RECEIVING BLOOD TRANSFUSIONS f'juﬂm:tu'r'
B.K. Weber, M. C. Jones, G. Hillis, G.R.D. Catte, AM. Macl eod Department of Medicineg

%%m; : 1,\chl ih:r.iprtullu Liniversity of Aberdeen

|g'1- antibodies de ll.-. ed only I13. I low cytometry against donor lyvmphocyies in potential grafr
recipients correlate with an increased number of rejections and impared graft function. Dialysis
hose sera contains such antibodies risk developing cytolo ntibodies following
r transtusions, The effect of ¥y losporin A ||:'-. A on the alloan I'1|\|'. response W0 blood
transtusio n~. (BT} was investigated by flow cylomelry in 135 previ ously untransfused dialysis
leqits {group 1} received 5 third party BT at 2 weekly intervals with CyA (10mefkegiday). 8
ipd ) received BT alone. The developement of IgG and IeM antibodies was monitored by Flow
ylomelry i-I'I er ¢ach transfusion sl lymphocyles from & rormal donors (564 scrumicell
-.nlllh LTS .
All antibodies -.'rl:r:;-.l n group 1 were [gM. (Y7 of patients in group | but &8 in group. 2
developed 1gh antibodies (p<0.02). 1gh antibodies occured in /270 seramfcell combinations in
group 1 but in 297294 in group 2 (p<0.00], Table). Cyiotoxic antibodies occured in 2 semmjcel]
oambinations in group 2

B".' T tAT: Lroup 2

Groop 1 IgM e BT along
BT CyvA
L Sy

¥ -} F
numeer of serur | combinations

Wi conclude; A \'5. abrogates the switch from |.::‘\r toy Tels amt "‘l|1-|'. il risduction in & atieniz
recerving rindom BT.B) Giving CvA with BT may thus prevent the occurence of antibodies whick
illy harmiul oo subsequent graft and are early evidence of developing s ENSitisalion.
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NIFEDIPINE AND OOTHER FACTORS INFLUENCING IMMEDIATE
RENAL ALLOGRAFT FUNCTION

C.]. Ferguson FRCS, AN, Hillis MRCP*, PJ.A. Griffin FRCS,
J.D. Williams FRCP#* and J.R. Salaman MChir
Renal Transplant Unit and Institute of Nephrology®
Roval Infirmary, Cardilf, CF2 15Z, Wales.

We 'n‘-rl ormed a retrospective analysis (o examme factors affectung immediate fu
n to this end and mcidental adm 1
ing failure of immo function as the need for d
crealinr -! within four days of tr plantation.. The drug histories «
framsplanicd ‘over 32 months were examined. Afier cxclusions 138 patients were analysed
those taking Nifedipine (n-31) for hypenension or angina ai the time of transplantatiod
achieve immediate function compared with 40% tor |I|-. rest (X-p<l5). Sex. cause of ¢
GONOr. Warm |-;|_'i'-'1|"|||i{ Ii|||\_" 0 manuies. '|_|||| nistration 1o the donor of Mam
ediate function. A nisk

of '|\.I|'-|'|| 11 recipient ||-‘|.- |||-. no [ The jiate function rate was signific

waorse when the ipe was > 50 years, L2 -haemic time way > 24 hours and
) fven to the donor (X-p=0.051. Elevaied trowgh whole hlood € ¥
! radicimmunoassay) in the first week were associated with re
immediate function (M. W.LLp<0.05).

Io conclusion we sugoest that Nifedipine reduces the incidence «
the donor's ape, the I"""'-E:II' of izchaemia and the level of | 'x A contributes
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PAPER 5

I'HE CLINICAL COURSE OF SOLID ORGAN TRANSPLANTATION IN
Mol HIVi+) PATIENTS

MH Cooper BSc MB ChB, AG Tzakis MDD, TE Starzl MD (GR Giles MDD FRUS)
Department of Surgery, University of Pittshurgh,
3ol Fifth Avenue, Pittsburgh, PA United States of America.

OTaan 'r:=.|1-.|3|.||'|'..'|'i-.|- in HIV{+) patents 1= contentious, we have undertaken o survival study
3 patients transplanted berween 1981 and 1988 who were or became HIV(+), Fifteen
underwent liver transplantation and 5 each heart and renal Ifilll"}:lill'll;l:itlll_ Eleven |:<'|‘_i\'||!_:- (449
were HIV(+) prior to mansplantatiog {(prevalent group) although in only 3 (129] was this known
before operanon. O the remaiming 14 patients (56%) seven converted following transplant. Ten
paticnts were children (mean age 7.8 vears) and 15 were adulis (mean ;m
Nine patients {36%) developed 1"»I.IJH after a mean time (AF A yeurs following transplant, of
whom 6 ure now dead. The children did wellwith a mean AFT of 3.12 1 survival of
ars. By Life wble analysis there was a 58% 2 vear survival in the HIV(+) paticnts companed
2% 2 year survival in |-'-c_|| HIV(-] liver ..:||-.|‘.-|||'|' rat ients (MS). The HIV (+) i ansp lant
patients had a shorter AFT than 28 HIV (+) haemaophiliacs (p=(L(05} but similar to 42 transfusion
acquired HIVI+) palients. i}l the 13 curmrent survivors, 12 have normally functioning grafis and O
arc employed

Thus, gi:h-:»u_alh transplantation may shormen AFT in some HIV(+) patients, many benefit from the

procedure, HIV s therefore not an ghsol o1l Cal |ur| -:ll ansplan o
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£ DEATH., BRAIN DEATH, AND ORGAN DONATION IN A
MEUROSURGICAL UNIT

Douglas Gentleman and Janet Easton
(D J Douglas Brigos)
Departments of Neurosurgery and Neoro-anacsthesia
Institute of Neurological Sciences, Southern General Hospital, Glasgow

We present an unalysis of potential and acmal organ donors among 403 patients who d
Glasgow neurosurgical unit in the three vears 1986-88, and we assess the scope for incre
|1u“"|‘u\| of domeors from this source.

Brain death was diagnosed is atients, and detailed information will be pre
m-ﬁ-_\ ]k nission for Organ .|l:'lIIlI 100 -'..1- '\LIII:- b L0 T : || |||
e

ranted n 41 (7. of these asked). Donati t requested in 11 pa n five of them
hiere were ¢ ent reasons. Thiry- s became asyvstolic without brain death
testing, but only six of them mi donors. Ventilation wis discontinued
hefore death in 63 p e Never ve I'|.||.|I*.'~.]. considering any of thess 277 patients as
potential donors would have required major changes in their management and raised ethical and
practical dilemmas.

Newrosurgeons are already familar with the concept of brain death and the practicalities of organ
[ suitable braig-dead patients in this unit donated organs in [986-88, Any
mncrease in the number of donors from this source would |_\ lmred without possible undesirahle
changes in practice, Campaigns o encour orean donation in the intensive care units of genera

hospitals may have greater potential for increasing the number of organ donors. ; Z {JL.._,
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PAPER 7

EVIDENCE FOR PROCESSING OF WAG ANTIGENS BY THE RT1-D
CLASS [T MHC MOLECULES OF PVG RECIPIENTS DURING
KIDNEY GRAFT REJECTION

Doanl fasned 5»-1 . C.A. Priestley, 5.C, Spencer, G.J. Sawyer, J.W. Fabre.
Blond Mclndoe Centre, Queen Victoria Hospital,
East Grinstead, Sussex, RH19 317, England.

Fhe allograft response has been seen primarily as a direct reaction by recipient lyvmphocyies
agamst the cells of th t. & rale for processing of graft antigéns by recipient presenting cells
has been postulated, but much less extensively stodied. We have examined this question by
hlocking with monoclonal antibodies the class 1T MHC antigens of the recipient during rejection
responses, using recipient-specitic anti class 11 antibodies. For this purpose, we raised a new
'.u'-l'_~|1|urr!|'..\.' TS |;-"|.;- r|h.~.|_-. {BMAC-4). Binc studies to |'|.-_:'.'.;l-|_| RTI1-B and RT1-D
class IT MHC antigens demonstrated that BMAC-4 recognises rat RT1-D class 1T antigens. BMAC-
4 reacts with the DA (RT1% LEW (RT11) and PYG (RTI®) strains, but is entirely negative on the
WAG (RT1%) strain as assessed by '..'Z'.IIIlI:'|I'|1I-\.Il'l!l.-:_:_-._ o eylomelry and E;,'_l,lil,'il|||1'|'j,||{'|.,|:-\._\.'j:\'\'_

BMAC-4 is therefore recipicnt-specific in the WAG o PVG strain combination.

regtment of PYG recipients of WAG kidney grafts with BMAC-4 (anti-recipient RT1-[ class 1)
t rst and third post operative days inceeased the median survival

] days ealment with the MEC 0X6 antibody (monomorphic [aG), anti

RT]-B class | was without etfect. The & ol :|||ii|:.l||_1_-. used was sufficient to maintain free
serum levels for 24 hours in the treated animals. These data suggest that processing and
presemtation of WAG antigens by PVG RT1-D class 11 intigens makes an important contribution (o

Lhe rejecion msponse,

< = . o 7 0 ol o %Dﬂ
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PAPER 8

LOW DOSE FR306 ABROGATES THE MHC CLASS [ RESPONSE
TO BLOOD TRANSFUSION

s o A M Macleod, D J Propper, ] Woo, A W Thomson, G R D Catto,
Departments of Medicine & Therapeutics, and Pathology, | niversity of Aberdeen, Polwarth
Building, Foresterhill, Aberdeen ARS 271, Scotland

Blood transfusions {BT) may include cytotoic antibodies 0 HLA class | antigens so precluding

transplaniation from certain donors, We therefore assessed the ability of the novel

immunosuppressive drug FES06 w0 prevent sensitisation to rat MHC clazs 1 antizgens (RT1.A)
-

when given with blood ransfusions.

Fhree groups of & AOQ rats (RT1.AY), high responders 1o RT1A®, received two inid:

DA (RT AR whaole blood, on days 1 7. Im additi rroup | orecieved FESO6 (L3make'day
olive oil, and group 2 FES06 0, 3megke/day in saline suspension, both i.m. for 14 days follos

the first BT, On days 42 and 49 all rats received a further DA BT, Sera from all rats were obiained
b weekly intervals throughout the stidy

All rats in groups | and 3 developed antibodics w0 DA class | antigens, detectable in the indirec

8 i

haemagelutination (THA) and the 31 Cr release cvlaloxicity assavs at dilutions whicl sled
throughout the sdy, Activity in group | was, however, significantly less than that in group 3
(=005} In contrast, in group 2, slloantibody responses, detecied by either assay were compleiely
suppressed during the initial BT period. When rechallenged with DA hlood there was a transient
rise in low titre (<233 antibodies detected by THA but cytotoxic antibodies did not develop

We conclude (a) low dose FK506 prevents scnsitisation, yet at the same lime induces suppressor
activity to class 1 .I|1:ie_L‘I1H and {h) the l.|=!.I_E vehicle has a critical influence on effica

dosame
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PAPER 9 PAPER 10

WATER-SOLUABLE CLASSICAL CLASS I MHC MOLECULES DO NOT THE INDUCTION OF TRANSPLANTATION TOLERANCE USING DONOR
INFLUENCE THE GENERATION OR EFFECTOR FUNCTION OF CLASS 1 : ; ANTIGEN AND CDd MONOCLONAL ANTIBODY
' T8 W - ¥ 1 =1 rd ") Ll -
ALLOSPECIFIC OR SELF CLASS I RESTRICTED CYTOTOXIC T CELLS Rrea L aaﬁp;’[’g TC Pearson, J C Ladsen, P ] Morris and K J Wood;
_2_,,&; papen C. A. Priestlev. 5. R. Dalchau and J. W Fabre, Nulfi |_-||,[J_|_'h.'|:|'.|r tment of Sur ﬁ?rll., John Radcliffe Hospital, University of Oxford, Oxford.

Biond McIndoe Centre, (Queen Victoria Hospital,
East Grinstead, Sussex, RHI1Y 31V, England.

Ihe aim of this soedy was to develop o '.L'-'.-:u.'-'-l tor the mampulation of the mrmuse system that 15
effective in eliminating the rejection .,~|| se and specifie for the foreign histocompatibilits

! 5 antigens expressed on the allogratt. We describe echmgue whereby miace were made
Water soluble, classical (RT1-A) class I MHC molecules were bulk purified from aguecus extracts S ! : ik % ; - = e

of DA {RT12) strain liver using a con |‘-II'| ition of moneslonal antibody affinity, lentil lectin affinity
and gel permeation ch ese class | molecules were tested for their effect on both
the generation and the ector function of -\.|”-|\|-|.L|||\ PVG and LEW anti DA RTI1-A class 1
cylotoxic T cells and TNP specific, self RT1-A" resiricted cytoloxic I cells

'\:'li.'..llix:lll:-\. UmPESPONSIvE T Vase ularised cardiac allo wrrafts b pretreating the recipient with donor
hlood pnder the cover of a -'-||LI course of mAb against CD4

I'he anti-CDE mAb, YTS 191,01, was given intravenously at 2
second dose of anti-CID4 mAb was combined with a donor

1 ' Heterotopic cardiae transplantation was done on day 0. Grafls were fo
MLC cultures were incubated with soluble class T MHC molecules in concentrations up fo Sigml : -

{10-7M), eguivalent to the elass T antigenic activity of 107 spleen cells per ml {-250 tmes the

Several full MHC mismatched strain combinations were Lested over @
CONCeEn on of class [ on the stimuol: ells). However, no suppréssion of the generation of

doses (Sup-130ug/dose). In the CSTRL/AKH-2%) w0 C3H/He {(H 2Ky vination At the
|.|-.l-u.'_ tolerance was induced as defined by indefinite geafl suevival. Higher and lower do

! g . effective. Neithe '||.‘||“I"-'||III|'.|“‘| alone when given 28 days prior to transpla
Fallow ng the gencration of eytotic T cells by normal MLC, the addition of soluble ¢lass 1 MHC ¥ Tol i 5 : P

| e : i ¢ were as effective n g Mg : ction, Tolera was further tested in recipient
molecules m conce i U 1o S ml (-300000 time the concentration of class [ on the tarpet %

cells) during the effector stage of the assay did not inhibit the allospecific or seif class | resincted

allospecific or self class | restricied cyiotoxic T cells was seen.

functional hean grs |Irx hy skin

eviotoxic T cells effectior funciion, - " . I . o = A o B
2 This new protocol can achieve transplantation telerance in the adult murine cardiac allograt
I k B

" e : e St miandel.
We conclude that water|plassical class T MHC molecules have little potential for influencing the =

cyviotoxic T cell response, eilter by Tonctonal inactivaioen of the responding T cells or by J}E’T iq\;u LL| 4‘51'
J

competitive inhihition of essential receptor-ligand nteractions such as those between CDE and

class 1o the T cell receptar and ¢lass 1 ol L ¥El . 5
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PAPER 11

SERUM C-REACTIVE PROTEIN IN RENAL TRANSPLANT RECIPIENTS
AS AN AID TO DISCRIMINATION BETWEEN EARLY REJECTION AND
Kol uﬂvﬁ {Eﬂ_‘- CYCLOSPORIN (CYA) TOXICITY.

K.R. Harris**, N_|. Digard®, S.M. Ligertwood®, FK. Stevenson® and H.A, Lee*,

Wessex Kegional Henal and Transplant Unit Portsmouth (*), and Wessex Regional
Immunology Dept, Southampton' *F,

nical course of patients receiving renal transplants 15 often complex and difficelt to manage

lem is in discriminating clearly berweer early repection episode and toxicity due o

I cyiokine measuremenis have been used 1o assist with this, Cytokines however also

include refease of C-reactive protein (CRP) and we have delevoped a highly sensitive, econamical
ELISA (sensitivity < 1 ng/ml) for this serum prodein S8p fm oot ?\fu:l
—_— i

CRF was measured in sem frome 104 nommuel controls, 95 haemodialysis and 35 CAPD patients,

- and in 52 paticnts during hospita migsicans i the ficst 90 days post ransplant

i

fmil 1.e. within the norm il Tanges C H" levels al%n

_-.'|-. of CRP were in the range 27 - =210 ye'ml., whereas in 11

ul respons

Scrum CRP was also useful ig detecting amd momitoring infection in patients with stable renal
function. This hagt ly sensilive assay pro ctul, coconom additional test for detection of
rejection and infection and for l.|'||l.'l'.'I!|IEII.|'II bebarcen rejection and CYA toxicity in renal

transplant recipients.
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PAPER 12

ENCAPSULATION OF PORCINE ISLETS IM
ALGINATEPOLY -L-LYSINE/ALGINATE MICROSPHERES

K. Downing. K A. Heald, and C.A. Hail
Charles Hodgson Islet Laboratory, Dept, Surgery,
Cueen Elizabeth Hospital, Birmingham B15 2TH.

The complications of bong tem inmunosuppressive therapy preclude pancress allo-ransplantation
a5 an acceptable treatment for um wcated Type 1 d abetes. However, er cupsulation of rodent
reatic izlets within hiog |!|I|.'l:||||'- le membranes will prevent their rejection following

"E--|I..Ill\r"|ll.llia.l'.l':l='.

A simple method for the isolation and encapsulation of islets from the porcine pancreas has §
¥ ]I. pancreas was removed from anaesthetised ng p and disrupl

|||r|,'||,|l'| A |,||-‘|_-:'|r|l [ NTALIES hent o 1 ar il BT vaddual isle1rs were
within membranes comprised of ca |I-.|u||I alginate/poly-L-lysinefcalcium alginate

Glucose evoked msulin secretion of individueal islets was assessed mn-vileo
non-encapsulated iskets and fourteen out of fourteen

rlucose: The median percentage increase in insulin

{range (-1251%:) and by encapsulated islets 154% (ra

i

Encapsulated islets were injected into three J.|I ibetic rats. Circulating levels (2.6-9.9ul

'||,'-||_|'||, ||'|-\|||||'| were detected in serum 21 ||'.'\ 'll\ i-iransp |II1 Qg;;,c.-h ae .hr-l-'l-'-j r:""&'i"

This study demonstrates that isolated islets withstand er I|:-~||L|.|- n owithin alginate mecrospl

and retan their ability to secrete ingulin in response (o gl |-..|x-.'xli|'|'||.-':!':l.lll.
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CAN IMMUNGOTOXINS DEPLETE GRAFT INTERSTITIAL DENDRITIC
CELLS PRIOR TO TRANSPLANTATION ANIDD THEREBY IMPROYE
ALLOGRAFT SUBRVIVAL?

K N Wiley!, P F Boyle?, L Henryd, A Clark® and M Fox!

nies, Roval Hallamshire Hospital, Shetfield
Renal Transplant Umit. Roval Hallamskire Hospital.
Depariment of Pathology, versity of Sheffield
Department of Medical Microbiclogy, University of Sheffeeld.

The removal of interstitial dendritic cells (DC) from an allograft prior to transplantation into a
recipient has been shown to improve graft survival in a number of éxperimental studies, bui
current regimes wsed e achieve this cannot be emploved clinically, We therefore investigated in a
e |\:. | :\-_:ll:-l|‘:|':'|||i-. |||'|IU'.i-.|:: of isolated Erafts

25 [ MHC and lencocyte commaon antigen
rri e 5 I AT nobodies and ricin A ¢hain. In vitmo
) < were capable of mhibiting alloantigen
presentation and in the absence of responder cell treatment this was most effective when the
stmulator and responder strains shared a haplotype (1}, Subsequently isolated F1 hybrid (AGUS x
WAL kidneys were hvpothermically perfused with an anti ¢lass [1 IT Prior to transplantation into
AGUS recipients. This resulted in pr prafl survival (9111330, 100> 100 days) wher

compared with perfusate alone perfused allografis (8,9,2.10, 10,10 days) (P<0.05%, Wilcoxan's

with anti DC immunotoxing (IT1 ITs direc

: itk
experiments showed that only

signed rank test and no nephrotoxicity was ohserved even though the proximal mwbular cell

Ihe clinical implications of this work will be discussed

1989 76, 132-137,

PAPER 14

MMUNOHISTOCHEMICAL CHARACTERISATION OF THE
MONONUCLEAR CELL (MNC) INFILTRATE DURING REJECTION OF
ORTHOTOPIC LIVER TRANSPLANT (OLT)

(s Senaldi, B Portmann®, G Mieli-Yergani*®, D) Yergani
Deaprtments of Inmunology and ** Child Health and *Liver Unit,
Ring's College School of Medicine and Dentistry, London, UK

We have characterised the MNC infiltrate in 15 liver | ies from & children (7 female, mes
b.5 years, ra 12} during acute or chronie rejec ifter DLT, Acute reje
ions and chronic mejection (CR) on 8, on 3 of which it was ac
rAance of van 1 bibe duct syndrome. One child underwent three hiopsis first
s post-0LT, for elinical suspicion of AR, Crydstar sections were stained in a two-step
immuneperoxidase technique with a panel of monoclonal antibodies (OKT3, WAL, STOCS]
OKTE, OKT4, OKTE, THB-5, HNE-1, BT3.1, OKMI, L243, OKTY, anti-TAC) to MNC
| PEMVENUIALD FONCS &0
exclusively T-cells displaving the o/fTi, most being cyiotoxic/suppressor and expressing ihe
activation markers HLA-DR and transfermin recepior, but not the receptor for interleukin 2 (1L-2).
MMCs with these charactenistics were found in all liver specimens from the child who underwent 3
biopsies, extent of infiltration being only mild in the first, severe in th ond. and dramatically
decreased in the third atier |I::'|I dose steroids, In TR the infilirae I
CONSPICUCUS 1 AR, but in contrast to AR T-lymphocytes expressing
detected. Activated cytotoxic/suppressor T-lymphocyies predominat

rejection of OLT and may be directly involved in liver damage.
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MARKED DIFFERENCES BETWEEN ORTHOTOPIC AND HETEROTOPIC ANTERPTITHELIAL CRLL ANTIHODY ASSOCIATED
AUXILIARY LIVER ALLOGRAFTS IN THE INDUCTION OF CLASS 1T MHC WITH GRAFT LOSS

T R e J AT A " o Al T
ANTIGENS ON HEPATOCYTES. ‘tmﬁ -Eciua. EE 5 A.W. Harmer, 5.F. Rigden, C.G, Kolfman, k1. Welsh
pe leard®, Greta J. Sawyer, Didier Houssin®* and John W, Fabre. ”t‘j]u:"Ilhm-mmrrILlIil.l_El.':I:IL'll".'h and Paediatric Renal Unit,
de Recherche Chirurgicale, Hopital Cochin, 27 Rue du Fanbourg Saint- Giuy’s Hospital, London SE1 9RT
es, Ta675 Paris Cedex 14, France, The Blond Mclndoe Centre, Queen Victoria
Huospital, East Grinstead, Sussex, RH19 307, England. Sixteen children received 17 renal transplants over a period of 7 months were screens
presence of non-HLA antibodies. Pre and post ransplant serum samples were incubated
I'he reason for the apparent immunoloeical privilege of liver grafls in companson with other organ culmred epithelial cells and antibody binding to the cells was inves
grafis is not known.In a previous studv of donor induction in erthotopically transplanted liver Esght patients were found 0 have Tgh or IgM and IgG oantibodies dires
allografts, we found that the hepatocyie (but nod billiary epithelium) was markedly resisiant o A characteristic histological |~-lllull wis observed on biopsy sections in
class I MHC induction. We postulated that a resistance to class 1 induction i hepatocytes might the children shown (o have the anbbody lost & gralis, including | HL !
coniribute 1o the immunclogical privilege of liver grafis antibody was present prior to transplaniation in these patents, The re
i!|||:-"|I:.|'| \.'\.I:II'I':I":i'I.'II BEVETE I-\.'_'., i_'|_i.|' winCh |l_"\-\.|:-CI;'I,|.\_'.\_| Lo [reatment w -\.|'|'._|_'l::_|'|'-\.:-\, 1156l

In the [¥A to PV strain combination, it 15 inferesting 1o note that heterotopic auxibiary liver n_\-.'lilrwllnx' hamide. Mone of the & children whe e functioning grafts and did not experience
'|II|'-'| it are acurely rejecied, i contrast i the SpOonlaneaus indefinite survival of -|r|||-_|||'-|||-_' livir severe repection were found oo have ant :_'|'i|||-_'!|_|| antibodies
allograti= in this 1 cormnbination. We therefore studied 2 heterotopic DA w0 DA liver isogrdis
and 3 hete ol DA o PYG Liver alloarafts ag |:.:::-.-. 1.3 5, 7 and 10 after Eranng for donor Antibody directed apainst l\.'|'|i|!'.l.'|..I! calls correlates with severe reechon P £
class | and class 11 MHC induction using immunohistolegical wechnigues with donor-specilic associated with graf loss in this group of patients. Further, identification of this antibod,
polymaorphic mouse monoclonal antihodies. In contrast to our previous results with orthotopic severe rejection episode, Tollowed by plasma exchange/cyclophosphamide may !
- i
Ndce u_:f_:?] Ly ? -'Hﬁ-':ﬁm?;,-‘tz—c" ;
4
i e -
X : Hr - Ill.'il‘l-n'.u 1 0 dite—
wafts : 0 -
e g e e s e o e - - i G
najor difler: nee between ornthotopic and heter opic .!II"-.I|...I y liver .I. is that, in the former } " i__‘ o I.-J ; ﬂﬂ—&ﬂ"v’{-’ f
bt nio ¢ latter, iy ure oceurs pan passu with mrejection, Liver failure is known o cause = J"!f?-‘-ﬁ" = L
—— : : 2 : _— = T o=k q"f.._.w.c w:m nr
|II|IIII.I| IsUPpress1on O5E10NE al 1l does 50 DY Inmipibnng proauction ssential o s | e
~ : ) (41 = {LMCLL'—}' i _ e

industion wse datn need 0 be considered when heterotopic liver allografis
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IDENTIFICATION OF ANTIGEN PRESENTING CELLS ON
MOEMAL AND TEANSPLANTED HUMAN HEART - IMPORTANCE OF
: ENDOTHELIAL CELLS

of UG i
R (T ey 15 Marlene Rose, Christopher Page and Magdi Yacouh
Co*‘*mm& Immunrrlnu Department, Harefield Hospital, Harefield Middlesex,

An essential requirement for antigen presentation is I"-.|'II'I"‘|\ii!! of class 11 and possibly ICAM-1
mokecules on the cell surface. Here we have quantitated the nature of the class [T positive cells in
normal and ransplanted heart wsing immunocytoch _h|1||~.lrk . In normal heart approximately 85%
f DR expression (42.1 +/- 10.6 cells/unit area) can be '..L._||..|||x_'\_1 fion l}_-. Ex4 :1|_|_\i|'.'.y endothelial
ce le. all of which constituitively express ICAM-1. Relatively few cells bear the Leucocyie
Common Antigen (7.74+/- 3.1} and most of these are RFDT positive macrophages or T cells 'I"'t--w
15 o paucity of RFD] posinve dendritic cells (0.4 +/_ 0.6), In transplanted Beart the ince
class Il expression (99.0 +/- 31.8) i confined to infiltrating cells and interstitial stroctures, []!.I}
42% of the DR is now accounted for by EM4 positive endothelial cells. The remaining DR i
|m sent on RFDYY, and T cells, Dual immunofluorescence demonsteates that nearly all the BF1 cells
ain Lthe recipient. In conclusion, in normal heart presentation of allogeneic class 11 is by
J[ '.‘L'l | tive cnde lrI'|.'|:.|| cells, After tram tation, the influx of recipient cells of the

macrophage/dendritic series are probably able to process allogeneic class 1L

G Ec““] o awwiostt Bme o Al dener S@80 Y aspumd.

PAPER 18
I5 UW. THE IDEAL SOLUTION FOR RENAL PRESERVATION?T

J P A Lodge, Sarah L Perry, Clare Skinner, G R Giles.
Department of Surgery, 51 James’s University Hospital, Leeds.

[illi\'l'."-.\llﬁ of Wisconzin (UW) solution has been |||-.|':-|'-'.\_'.| a% A umiversal solution for orean
storage. Although the liver and pancreas preservation results appear to be impressive, the
|'|l.||'||iw.||-.'l.:. resulis on UW stored 'k'-l_l.m_'_-. g dio yel _'|,|.-Ii':- 1= ¢cost, and |If' perosmolar citrate (HOC )
remaing the most commonly used solution for renal preservation in the UK. U'W appears 1o
adequately preserve canine kKidnevs for 72 hours but our results with phosphate bafTered sucrose
{PBS140), a much cheaper solution, are comparable (1,23, The pig kidney, & beter model than the
dog, 15 more susceptible 10 preservation mjury. In this prospective tnal 15 consecutive pigs
underwent renal avtotransplantation and contralateral nephrectomy following 24 hour preservation
in LW, PES 140 or HOC, Renal function was studied by measurement of perioperative blood flow:
post-operativé urne outpul; serum and urine elecirolytes and osmolaity; inulin, P.AH. and
Lithium clearances for 2 weeks, The preliminary results of this detailed study indicate thar
PBS140 offers improved renal preservation when compared to both UW and HOC. (Resulis
means + SEM ).

GROUFP LI PES 14} HIM:
Mumber fransplanted to date 5 : i
Death in renal failure 2 2
Peak Creatinine (umal/1) 1225%74 d 1+ 66 1023+117
Peak Potassium (mmol/T) T.BH09 4,90, 1 6.540.5
GFR at 2 weeks (mlfmin) 0G940 1O 4422 .4 (L6

(1) Ploeg BRI #1 al. Successful 72-hour cold storage of dog kidneys with UW solution
Transplantation 1988; 46: 141 -] "i'l..

(2} Lam FT et al. Improved 72-hour renal preservagign with phosphate-buffered sucrose
Transplantation 198%; 47: 76 f"é [l L,\_.
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