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TEEASURER'S REPORT,

There was a positive halance of EAd, K.

ARCHIVIST'S REPORT.

Professor Molly MeGeown presented @ full report of her progress with CTgar

the Society archives. |:'.|I:-.|:|,'-_".|||:-__r the archives would be funded by the Welcome
Trust Contermnporary Medical Archives. There was sill 2 need 10 locate relevant
records from 1972 and 1975-1979; all Members were asked to search their own
files and forward records (o Professar MeGeown. There would be a sutnmary of
the Archivist’s work pablished in the July 1995 Newslefer

Society mestings qualified for CME points. Enguiries
would be made to the Royal Colleges of Surgeons and Pathologists

) Mr RWG Tohnzon reminded Members that the Autumn 1977 meeting would be
the 25th anniversary of the Society. The President noted that the meeting should
be g celebration
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TOTAL LYMPHOID IRRADIATION AS RESCUE THERAPY
FOLLOWING CARDIAC TRANSPLANTATION

M Dalrymple-Hay BSc FRCS', D McClosky PhiY, D Tait MD FRCP, A Murday
MA MS FRCS®, BP Madden MD MSc FRCPI !

Dept Cardinlogical Sciences' amd Cardiac Surpery” 51 fi:'u'-lg._"- I al London
lissuwe Typing Lab The London Hospital® Dept Radiotherapy Royal Marsden?

Backgrownd: A proportion of cardiac transplant recipients develop allografi
dysfunction without significant cellular infiltrate in endomyocardial biopses am
with normal COMMNAryY aricr il ::||}:i|: ] Ihe imechanisims fe x|'-:|'|'.||| & lor
this presentation are unclear, but humaoral T Adthough
I ocours less frequeently than cellular rejection, this form ; afl ||_x'-|| TS R LH]
does not usually respond o standard forms of rejection therapy and 1s therefore
asanciated with a poor prognosis . : has been reported  with
plusmaphoresis, mmuncadsorbtion and cyclophosphamide therapy but the role of
total lymphoid ation (TLI} in the managemen On 5 LG

‘|I1." !I.I'Ifl'\: -i-.l'.I-:'l\.' :"il:il\.'ll 5 '.'\-'III'\I III, '|':'|l\. II'I;,'-\.: SEVETE RN .:_ L} :\._\.Il,"ll_lll\.'lll Fod Boy ||'_-rI
arthoiopic cardiage transplamanon were spccessiul v e el we ‘Ll. Each patient
Ili Wl il\. ' I.I,II = I\-ul':lll_' mn | -'gl.:|1[|'|:h|-.1|| L
Waprine Ora prednisolone,  cyclophosphamide

methyiprednisolone therapy. oy

angsography were normal in cach patient,
AL [T ..|'I.'I| k) |.il Il:..\ OWET [EN [FEANMENIs I ill\.'.lil"\ul ! imikilarise doge o1

Resulis: Each [rAEEnI had a ~_-,'j;|||" ANk EMPrOVEment in « limical response and 1
ventricular performance fellowing TLI which was well iolerated in each case. The
patients 1 n well at egght, nine and twelve months wwively tollowing
compiEtion of rreatment

Concliesions: TL1 should be considered as adjunct :_|||_|<|||!. I conventkonal
TN =gsion for cardiac (rans 1 5w de ¥ O
araft function in the absence of cellular rejection of coromary astery disease




DUODENAL COMPLICATIONS AFTER WHOLE ORGAN PANCREAS (PA)
TRANSPLANTATION (TX) FREQUENT BUT PROGNOSTICALLY FAVORARLE

M5 Hakim®*, M Pricto, E Benadeni, J Pirenne, DL Dunn, DER Swhedand, BWG
Giruessner

University of Minnesota, Department of Surgery, Mimneapolis, Minnesota, USA
*Transplant Unit, St Mary's Hospital, Londaon, E

There iz a broad spectrum of duodenal complications ; frained PA TX usis
dundenal segment technicue; little 15 knows fuedznnd complications on
term prognosis of 1 al MATERIALS AND METHODS: We
ed mcidence and ou of dundenal cor s after 37 cdder-draimed (staplad
ystnstomy in 95%) whole ongan pancreatico-duod E {785 thru 1
defined as early if they occurred wathin the first postoperat
se. Mlean Follow-up was 3 5 months (o
There were 42 duodenal feaks {11.3% ) 12
days) and 30 late with a mean of 6.9 months , 134 The site of the
at the dundeno-cystostomy site (rue bladder = b m 15 cases, at
proximal duodenal stumgpon B, and at the s : stump in 4. In the other |5
cases it was mmpossib
Iy and the studies (Cysbopr
akage was oversewn; but 6 o). 4 patients had a recurrent leak
2 moaths 7 the first leak 12 (28%) patienis wath small
conservatively with an indwelling cath » 2 months wath
k. 2. Gross fetafuria (d
occurted w26 pabients {7%), [0 carly wath a mean of 14 dovs {ranpee, 7-21 days) |
with & mean of 11.5 meonths (range, 1.5-00 months) (5% patients had an emterc
2 (8%) had a grafl pancreatectomy. 3. Two patients (0 5%) had recurrent
Madder stones requiring repa and removal of stones encrusted at the sie

of visible s
required cys 1| removal of sttching ¢ le me [ in on
There wera no onversions. 5. OW Y deodenal wleeration was identified in &
conversion.  CONCLUSIONS:  Duodenal

wath a high rate of PA grafl loss (8%2);

tl.'t.'|'||'l|||..|I|| AME COMUTa
meortality from duodennd complications in our series was 0% Early sursical infervention,

including entene comversion is safe and can decrease morbidity and montality in this patient
population

KIDHEY TRANSPLANTATION IN PATIENTS OLDER THAN 60
OF AGE = I5 IT WORTH IT?

Abouna GM, Kumar MSA, Curfman K and Phillips K

Division of Transplantation Surgery
Hahnemann University, Philadelphia, PA, U

il B Wk
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survival
EER, and
patiarn

and another

YEARS




CHANGING STABLE HEART TRANSPLANT RECIPIENTS FROM
SANDIMMUNE TO MEDRAL

M Dalnymple-Hay, M Meara, L Reynolds. D) Wright, A Johnston, I} Holt, B
Madden, A Murday

Department of Cardiothomew Surgery and  the -"ullil|:|.‘|h';|| Linit. S5t G
Hospital. Blackshaw Rd. London. SW 17T OOT. UK.

Purpase

Use of the currently availaible ol formulation of cwclosporin A (CyA)
Sandimmmune, 15 chametensed I'-:\. varable .I|'-.\I'|!'|'-|H'|I'- The mew oral meroem | s
formmibstion. Meoral, has been showm to provide more rapid sbsorption and greater
bigavailability in remal transplant patients. We repont a pharmacokmetic study 1o
cormgare the two formlations in & cobon of 20 stable hear trateplant recigrieils
Methods

The 20 subjects had und me onhotopic heart tramsy i 11 to B8 mpaiths
prior 1o the study, Our target trough CyA levels af this stoge after transplantation
are between B0 and 120ng'ml. Each pe had a CyA blood concentration profile
armied out afier their mommg dose of Sandimmune. The follewing day they were
converted to Mooral, at the same dose, One week lner a Rrther CyA |||||ﬁ|-=' wils
performed, Patients were then lefl on Meoral and were followed up for & months
during which time their Neoral dose was ndjusted on the basis of repeated trough
(LA

Resulis

Meoral incressed mean (21 ) CvA Cmax from 581+ 196me'ml 1o
Y10(+268 mpml (p<0.0001, paired 2-tailed t-test), AUC From 2939( 300 mg/ml T
to 368B6{=575 mg/mLhr (p=0.0001, paired X-tailed t-test), and decrensed men
Towax from 13263 mins 1o 9NZ28mms (p-0L03, paired 2-talled i-test)
Although initial trough CyA levels were unchanged, after & months the mean CyA
dose had been reduced, on the basis of repeated trough bevel measurements, by
1 1% After & meavihs there was 6o |.'||:|||:-'-.' in |'-|.au-||1:| creatinine levels. mor may
mcrense n side effects of CyA

Conelusion

I stable heart transplant patients, chang from Sandinmune to Neoral provedes
are specd of absorption and bio bilitv, In the long-term there was a

reduction in CyA dose a5 no evidence of mereased side-effects

ring CD3+ T cell bevels during ATG wreatment for renal transplant rejection
nay allow reduction in ATG dose withowt reducing i1 efficacy (Clark K R 21 a
Clin. Trunsplunt. 1993; 6: 267-74). Dose redection brings benefits in reducing risk
amd cost Ten consecutive patienes who e ed (Merieuxy
(or less) dependi I Il count by FACS analysiz of
Fal o |:.||||| IGCY RS ATG was omitted on davs when the CD3 counl was
= M cells'cumm (Group 1), The catcome of these paliens was compared with fen
control recipients treated with ATG 2.5-5 mg/kg/day (as recommended by Merieux)
contimipusly for 10-14 days without T3 m Group H). The two g
similar with regard o age, if & resistant rejection and

rejection prophylaxis
Result Group 11

Mledan follow-up (months)
Meun number of doses of ATG
Median dose ol ATG (mg
Functioning grafts

Septica

Dreach

Furilser rejects

¥ a reduction in ATG dose by CD3 monitoring does
> rate of reversal of rejection compared with « 1 ¥

|ERR b Il\."-‘- COMIMmOeT ! 111 8- VW 'I

et (hur not significant)

further smdy




SETTING STANDARDS FOR DONOR FAMILY CARE

Cunningham, Dk,

wm City Hospital NHS Trust, Hucknall Road, Notingham NGS 1PB

¢ care is varied in the UK, wding largely on attitedes in the Intensive
Care Unit (ICL) and those ol regional procurcment i |:'\.|'l|:||:l co-ordinators {TCL All

the ICUs in our area were d & service with the TC visiting the ICU ot the time of

donation, mecting with the family, before or aler the approach had heen made, and then
angements Tor the donation. Afterwards cach family recelved a lelier
atbem; further information was only available if the fumily requessed

tudy was devised o cxamine the needs of donor fumilics at o ¢ of death
- and in the long term, o cnable sciing of standiards, This

e parl and 47 (7R complewed and returned  their
imilics, 57°% did meet the ransplant co-ordinator at the tme
fell that this would have bean bencelicial Only three familes

s gritical of the approach. More information post donation was requested by nine
lamilies, bul the ge 12 conienl and nming of the kewer was appreciated by mos, 369
of famibies would have apprecianed we vasit ulter the recrieval and §1% felt thot a

support. group would have been usefal. 6% received leters I|| hanks
|'l. cvipicnts and  those who &id nod etted this. OF those who i atr
services, ooly 2 familses felt it wasn't wseful 51% would have |

ceipicnts but agreed that this was not appropriate in the T hacils

In conclision, we continue to offer o meel cach [armily at the time of | wn snd have
improved our follow up, Chr naw receive Illlﬁ' betiers 'ML'1 n the first six
manths, 8 home visit within the fis wonth is offered and o

send a thank you leter to the ar fumily. We are currently e

of setting up a local suppor g L mwall contimee o run hiannu _]'I:_||'|'L_-._|'|'. |||_.-
Services where doner families and recipients can mect. We would hope that all TC =
whok deal with donor fumilics would adopt these standards

KIDNEY DOMNATION FROM PATIENTS OWER FIFTY FIVE
AN UNTAPFED SOURCE OF ORGANS

O Lewss, C Bingham, M Gorma, M Clacy, M Beaman, AJ MNicholis, H Riad

Renal Unit, Royal Devon and Exeter Hospital, Barrack Road, Exeter

The use of older patients as orgam donors is an under-utilised sou
kidneys for transplantation. Only a fifth of &l kidney tranzplants in the UK
trom donors over 55, despité the higher incigence of brain stem death
age group. This is an audit of ten years expenance of kidney transplant
fraom donars aged 55 years or more, harvested in @ single unit, an
transplanted either locally or in one of 21 other centres LK
Demographic details of donor arnd recipient grafl and recipient s
mmediate and 12 month functon were reguested by postal questionnaine

57 donors age G355-82) v 5, medan (range
which 59 | | were used locally. Data has bean collect
the recipients. median age 48.5 (21-73), B4% male

53% of grafts achieved immediate fur

grafs with delayed function ware working at one .
functioning at one year with median creatinine of 216 (122 1 mmold
the e ol the audil 7% were g0l 3 with IRe L 1o o 1 oof the ol
2%% median 1.2 years, ranga & s ko 7.2 years. 45% I'm trans;
function at time of death. Time to graft f=|.|_. ndependent of recipient d
was median 68 aays {1 day-101 years), No patlermn emerged of ca
graft fallure or recipiant death

The sub group of kocal patients showed better but non significant immed
function [58%) and one year graft sunaval (T8%) One yesr serum creat
217 _'-211-5':'94 i1 redipients with sunmang grafts was the same as t

as a whole.

Thasa data suggest that eldery cadaveric donors may hawe s
graft survival cumparezl io 8 younger domor group, but that § |
acceptable in the face of a generalised ﬂ"ll""ln_J'.— of argans for *Ic, aticn




OMPLICATIONS OF CROVESICAL  ANASTOMOSIS IN
KIDNEY TRANMSPLANT PATI S: THE MINNESOTA EXPERIENCE
NS Hakim*, E Bencdetti, ] Pirenne, D Sutherfand, B Groessper. A Matas, J
Majarian
University af Minneseta, Department of Surgery, Minneapolis, Minnesota, USA
*Transplant Unit, 5t Mary"s Hospital, London, UK

We reviewed urologic complications of 1133 consecutive primary or secondary

renal transplants performed with bladder anastomoses af the University of

Minnesota Hospital between 1985 and (993 The | no-Leadbetter (PL)
technique of ureteroneocys 1 weas used i 410 patients multisti
extravesical techaique modified from the methods of Witzel, Sampson and Lich in
the extravesical single (58] technique ATR
complications accurred in B pati (6.8%)  OF the com tions, &8 (5.7
edrly (<4 monthsy and 13 (1. 1%} late; 32 {7 8%) were after PL, 17 (5.8%)
32 (6, T%) atter 55, A total of 13 patients had an amasfomoic foak
PL, 4 (1. 4%} after MS and 2 43 ter 85; 49 patients had a
wreterovesical b toarr, 16 (4 0% after PL, {4 .0%) r ME and 21
{4.2%) after 55, 5 patients had a wreferopelvic obsiructis o) after PL, 2
(T ) after , and 1 {0.2%) after 55 patier
after PL, 1 (0.34% and & {1.3%) after 55. OfF
wrelogis o zations, ] 50V Es Spon asly, 30 (3T
witly tem ary percula I

the 14.{17.3%) with hematuria were treate

reoperation. Only 2 (2.3 o3t ther grafl. For both wer and |ving

donor recipients, there was no difference between techniques for early and late
complications of leakage, striciure and hemateria,  Each technique has cerfain

advantages and each should be in every surgeon’s repesioire

TEANSPLANTATION OF FEDIATRIC KIDNEYS INTG ADULT
RECIPIENTS = A TWELVE YEARR EXPERIENCE

Abouna GM, Kumar MSA, Samlam M and McSorley M

Hahnemann University, Philadelphia, PA, USA and
Fuwailt University, Euwait

Because of the extreme organ shortage we have
ematically transplanted kidneys from children less
than 10 years of age into adults. This paper cutlines
our experience in 62 auch kidneys which have been
followad up for up to 12 years. Fifty—-three of the &2
kldneys came from donore 1-5 years of age (GSroup 1)
and 9 from donors aged 5-10 years (Group 2). The o
ischemia time before transplantation was 17-61
hours. Graft prese atlon was with UW solution
Eurccolline solution in 9, and hypothermic perfusi
2. he reciplents were aged 20-62 years, and welghed
42-120 kg, Ki ayE wWere removed from multl-organ
cadaver donors and were transplanted using
micr rglcal technigues when indicated. Primary r
function was s in 5% in Group 1, but none in G
2. Delayed function was 371 and 22% in Group 1
2, raspactively. Overall patient survival wa a3%,
BE6%, and #0% at 1, 2, 5, and 10 years. Graft survival
was B3%, T6%, 50%, and 45% at the same pericds. There
wagz no significant difference in patient or graft
survival among Group 1 and Group 2. During the study
period, 1% graftse were lost: B due to acute rejection,
to primary non—function, 2 each for patient death,
chronic rejecticn, and recurrance of dissase. Ona
graft was lost due to Cyclosporine toxicity and ancther
due to renal artery thrombosis. Vascular necrosis of
the ureter was seen im 3 patients, but all were
salvaged by re-eperation. Menitering of theszs grafts
with ultrascund and clearance studies showed rapid
anatomic and funcokic hypartrophy aver a periocd of
3=6 monthe, with a mean serum creatinine falling from
4.8 at 10 dn}lﬁ to 2.2 at 90 days. It i concluded that
emall pediatric kidneys can provide excellent function
in adult recipients and because of organ shortage they
should always be used as single not as enblock grafts.

;in




THE EFIDEMIOLOGY OF LYMPHOCYTOTOXIC AUTOANTIBODIES
PATIENTS WITH REMAL FAILURE AWAITING TREANSPLANTATION

Czapla K'., Martin 5., 0'Donoghue DJ

Fancheskter

'HE RCHL.E OF INTERLEL 2 INT CELL POLAFISATION 1IN MURINE
-WVERSUS-HOST DISEASE

E. Williamson, P. Garside, JA. Brsdley & A, Mcl, Mowal

D paertments of [mmunolopy and Surgery, University ol qgonw, Gilasgpow Gl
G, S )

The immunopethology of prill-versus-host-disease (GvHD) can readily be stuched
by inoculisting Fl hybrd mice with parcntal T lymphocyles i here we have
lilised (CS57BLG x DEAZ) F1 (BDED) mice as hosts, in wi

the GvHD depends on the ental cells used. Thus, DBAS2

BDEl mice results 10 a chronic, 1 |||:||.||l--Ii|'|".|.-|:lll‘:.' discase chs

increased 11-4 production and autommmunily, while injection of

indueces an acule Tarm of CGyvHD with enhanced levels of TF
lymplasd hyperplasia, folls !'.t-..l by immunos resion dnd de

» in BDET mice
i f urentil cells may re |'\.||\.I| [ | activation of
T helper (7 I : 2 [1-12 plays an impx role 1n the &
poilari st | h cell responses in --I|-:' sysiems, we have investigated Lhe
L-121nd I-.':||||.|||f'l|'. ¥ he GvHE in BT muce
Depletion ol 11 reduced the early increases in NK ccll activily
lymphescyte profilentic ] By seen ute GvHLD, bt had no effec
on the chronie disciese. ‘Trestm t antibody down-1
gvels of Thl associated oy nLInl.x prudi by acute GvHD splee
prevented the profound immuncsappression secn later in the discase, Furthe
asdministration of rm 1L-12 1o mice which normally devel the chroni
resulted in an acute GyvHD-like syndrome, in which early weigh
were obscrved ogether with activation of an amad
Cur fin J ngs Sk |v| 1 the view |h it early production of 1112
and this cyiokine may be o usclu




CIFIC AND M SPECIFIC EVENTS FOLLOWIE IYMIC INIECTION
ALLOANTIOEN USING TCR

: AMNALYSIS OF THE MULTT-OF
TRAMSGEMIC MICH

ORGANS AND LIVERS
NC FLUCE. MO IOMES, AL MELLOR®. ] MORRLS. K3 WOOD

ME FOR THORACIC

LUKTS5A on behalf of the Users Multi Crgan B Audit Crroup
{Ix LM
MYWT DAA

UK Transplant Suppo
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SPLIT LIVER TRANSPLANTATION = LOMGISTICAL DIFFICULTIES, SURGICAL
PROCEDURES AND RESLILTS

ZA DF, ACHILLEOS O, MCMASTER P, BUCKELS JAC, MAYER AD

NIT, QUEEN ELIZABETH HOSPITAL, BIRMINGHAM

The shaor tric Il results in longer »

|||‘i':l\."‘-| A MET I"q_'l'l'!.\_. [y
reducing deaths « 2 lists, Me i Up o July 5,15 paticnts {12 paediatrie, 3

adult) underwent 15 SLTx trom 8

I il balie

ke Left grafit comprisec ) I Iin right grafl
segments IV-YTIT in 3 case
recipient procedures to be camried out in paral ] quientnelly
The i old i time (C1TY for the first L was 697 (437-921 ) mins, and
the secon 15 D025 (902-1326 : nal arierial necs clion
{dosor § 1y inberposition or 1cdwii | wies mecessary in &5 g
donor iliac vein interpostion was required for only 115 portal venous anast
lefl sepmental graft was '|||r!';:|.:._'|l [SLE
implanted with the donoe IVC. Biliary struction was by means of a lefi
epaticojejunastomy (7)., choledochojejunostomy {47, and ch
chiledochostonmy |
Resulis: The median d AST was D08 (344-2343) iw/L. The overill patient survival

s a1 @ median | welipe o T8 (1-533 ) months. There were four deaths, two

pooer imiti: i fi 1. Oine patient undersent regrafting at 7 months tor
fwo patients developed hiliar

In conclusion, these results encou age increased wse of SLTx, The sharing of split livers

between centres may decrease CIT periods with consequent improved carly grafl

COMPARISON OF SHORT £ LONG TEEM OUTCOME OF KIDNEY (K)
TRANSPLANTS(Txs) WITH SINGLE V5. MULTIPLE RENAL ARTERIES (MRAs)

NS Hakim*®, E Benedetti, W Payne, D Sutherland, P Gores, 1 Najanan, R Groessner

Urniversity of Minnesota, Department of Surgery, Minneapolis, Minnesota, USA
*Transplant Unit, St Mary's Hospatal, London, UK

We \_'l,':.'l;'._|r|;|,|_ relrospectively, the incidence, risk factors and outcome of K Txs with

prenis  were 121985 and &'1993
anastomosed 1o th AC arlery
I y laver am
iy _|'I|,| |} first reT X5
o the presence MREAs anc
v A, single dor i %1% (n=K15)
i i (REC) wessel, either end-to-er =132), or end-to-side |
Group B, MRAs (either on an aortic | i after bench recomstne on a single
artery} with o =ar 5 {1 Z) 1o the REC ves Eir\-lu|| - MPRAs wilh
':||||IE|'||: ANASLOATOSES 1O e (=51} RESIIL No Sig 1ficant
difference between the 3 groups was found for Pt survval {p

as ‘u'\:'.'I; ds |EIL' IMCHECTIC G '.'I.

i ad aralt survival
nvperiensiin

between
s (thrombosis
The presenc
1 W \.'r.
cations (Giroup A = 43¢

VAR Lk 1Ins a ol entirg seTes

Vg {n=10) thrombosis, Bleeding (n § arction with pa

All 1

no Prs died a Consoqucn it these co
SoriEs) i X 35 ) 1hire agiz gecurred in i
cases. The most common viscular complic all groarps was renal

(2% CONCLUSIONS: | K Txs with MRAs can be performed with
similar to those oblained wiilizing grafts with single aneries MRAs with

multiple i a5 (o the Recs vessels did not influence the vascular




IMMEDIATE NEUTROPHIL INFILTRATION POST RENAL TRANSPLANTATION
-RELATION WITH ADHESION MOLECULE INDUCTION, COLD ISCHAEMIA
TIME AND EARLY GRAFT FUNCTION

DDH Koo, KI Welsh, JA Roake, DWR Gray, P Mormis, 5V Fuggle

Muffield Department of Surgery, University of Oxford, John Radcliffe Hospital,
Oafiord. OX3 900

During the period of ischagmic storape of the donar kidney, a number of oxic
substances accum : within the graft, so thar upon reperfusion the endothelium
becomes suscepiible to damage. In vitro models have shown that reperfusion injury
involves newtrophil infilration via selectin-mediated adhesion 1o endothelium.

An immarnohistochem fi ed on wedge hiopsies obtained

wo time poinis: (1) after perfusion and

t i immediately before wound closure. For

e cadaver group, pre- tom0sis hiopsies were obiained from 12

mis and pose-an 4 bropsies were avail from 4 of these

transplants, Cryostat tissoe s 15 were stained with mAb inst  P-Selectin, E-

Selectin and leuct : miirkers an irdirect immunoperoxidase technigque.
Sections were evaluated and I-(juantitative gr

High levels of endothelial E-Selectin expression were ohserved in 65% of the
pre-transplant biopsies from rer donoes, w as B absent from the
LED kidneys {LINE2). P-Selectin expression was obs d in only 19% of the pre
anastainosts biopsies. Again, no LRD gn i ed expression of P-Selectin,

Pre- and post-anastomosis biopsi [ L e ired to determine
changes which may occur followd erfusion. T ges in the

level of interstitial CD3* or CD14HCD6RY leucocytes, nor in the mranse prionally
dependent expression of E-Sclectin. Upon reperfusion, o high incidence of newutrophil
infiltration into the glomeruli was ohserved this was significantly associated with
P-Selectin induction on the microvascular endothelium (P=0.008). None of these
Les were noted in any of the LRD patieats. The incidence of neutrophil influx into
omeruli was progressively linked 1o the length of cold ischaemin time, CCCUETIRg

i with CIT = ours (P=003). This infllux was found 1o be reloted

widence of neutrophil infiltration in
d with those with a lower level af

ngly saggest that 4 long cold ischaemia time s associaied with

¢ in the level of neutrophil infilirar after reperfusion, This early influx

¥ influences graft function at 3 months, suggesting that the effects of

TeperTusiomn tnjury o e than bmmediate, We propose that by :I.'I.i.lll,'il'-"__' the keneth of

cold ischaemia we may reduce reperfusion {njury and therefore improve long term grafl
fumction



'\.'-'f:{sxa_-f |_|:1_anl'-::_'lxl TED BY SETTING UP A NON-HEART BEATING KIDNEY CLINICAL AND PHYSIOLOGICAL RESPONSES TO TOTAL
A WT PROY ) PARATHYROIDECTOMY AFTER RENAL TRANSPLANTATION

TI Wheatley, TM Doughman, P5 Veitch, ML Nicholson

Transplant Unit, Leicester General Hospital, Leicesier, UK,

i "\JII"“"_ e et i el e ) sepite improvements in medical munagement of secondury hyperparathyroadism,
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CAUSES OF GRAFT LOSS IN REMAL TRANSPLANT RECIPIENTS - TEN YEARS EXPERIENCE

stha BM, "Gray A, "Shephard O, Dasy C. Grifiths D Grifin P, Jurewicz &, Lerd R Sataman JR

Renal Transplant Unit, Cardiff Boyal infirmer y and “Livikes aof Slamorgan, Cardiff
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EQSINOPHILIA IN REMNAL ALLOGRAFT REJECTION

ISD Roberts’, M Picton, AWG Johnson and GO Shart

‘Departrment of Pathology and Renal Transplant Unit, Manchester Royal
Infirmary, Oxford Road, Manchester M13 Sl

Recent repors have suggested that significant easinophilia within
blood and transpiant kidney is predictive of rejection with a poar p
Maost have been basad on transplant kidney FMNA and there has |
correlation with histological grades of rejection. This study was de
defermine whether graft ecsnophilia Iz of prognostic signr
independant of grade of rejection, and if perpheral blood eosinophil counts
are useful in manitaring respanse to anti-rejection therapy

A SNOMED search revealed that of 413 renal transplant biopsies
performed in aur unit between 01/07/83 and 01/03/95, 185 showed acula
rejection, 34 [219%) with a vascular component (Banff grade 2) and 7
biopsies from & patients were codad as containing a heavy infiltraie of
eosinophils. In 5 of the 6 patients with gra sinaphilia biopsies ren
vascular rejection. All patients with acute wascular rejecton
subsaquenthy reviewed and follow up wes : ble an 19. The presence
of ensinophilia was found to be an adverse prognastic factor in this
9 of 10 patients with either blood or graft eosinophilia sufferad savera |
meversible rejection episodes as compared to 4 of 8 patients without
ensinophilia (p=0.05), Blood sosinaphil counts fell rapidly with pulse :
therapy in al but wo patients, who had a persistert eosinophilia and
doveloped active chronic vasculer rejection within 6 months of
transplantation

We conclude that a heawy graft infiltrate of eosinophils is associated

ular rejaction and is & poor prognostic factor. Persistent blood
inophilia may indicate progressive vascular rejechon




EVALUATION OF AN ELISA ASSAY FOR THE DETECTION OF HLA
CLASS I SPECIFIC ANTIBODIES,

Worthington JE, Thomas AA, Martin 5 and Dyver PA.

Tissue Typing Laboratory, 51, Mary's Hospital, Hathersage Road, Manchester
MI3 OJI, UK

We have evaluated the QUIKSCREEN ELISA kit, (GTl, Wisconsin} which uses
HLA class T antigens, purified from a pool of donor platelets. immobilized on microtitre
plates, H.I'Illillj_: of HLA specific alloantihodies s detected by the addition of alkaline
phosphatase conjugated anti-human lgG, lgM and IgA followed by p-nitrophenyl
phosphate disodium as a subsirate

TPh sera from renal and thoracic organ wansplant patients were tested by bath
QUIKSCREEN and a standard complement dependent lvmphocyioioxic ; iy (CDC)
635 (B4.4%) sera gave concordant results of which 106 (13,7%) were concordant
positives and 54% (T0.7% ) were concordant negatives

In the discordant group 88 sera were negative by QUIKSCREEN and positive by
CDC of which 83 were shown o be due o non- HLA or autoreactive antibodies, The
remaining 3 sera contained 3 commonly assigned specificities (HLA-A1, A3, BE). 33

sgra were positive by ELISA but CDC negative and these are under further invest
by flow cytomesry for non-complement fixing @

13 HLA class | specific phenotyping sera (9 alloantisera, 4 mouse monoclonal
antibodies) were similarly tesied. The 9 alloantisera used for phenotyping {(specific for
HLA-AL AL + A34, A3D, B7. B13 {2 sera} B2 and B22) were positive and as
predicted the 4 monoclonal antibodies were megative

In conclusion, we found the kit o Be a rapid ‘user friendly” method for SEreEning
large numbers of sera for ihe presence of HLA class | specific alloantibodies, although
low representation of certain HLA antigens in the platelet pool may result in occasiona
false negative resulis. Use of the kit would enable the identification of sera which
require further extensive screening, concentrating limited time and resources on a muoch
smaller cohort of samples,

TUMOR NECROSIS FACTOR-o IN HUMAN CARDIAC
TRAMSPLANTATION,

M. Arzawi, SCD Grunt, PS Hasleton, and IV Hutchinson,

Immunology Group, School Biological Sciences, Manchester University,
Manchester M13 9PT, & Depis Cardiology and Histopathology,
Wythenshawe Hospital, Manchester M23

The presence of THF alpha mRNA and protein was det
hybridisation using digoxygenin (DIG) labelled complement;
and immunohistology in 34 endomyocardial biopsy (EME) speci
from thireen patients at varous times after 'r>nl.|'-].1'1lll . Cytospin
tions of Chinese Hamsier Uhvary in 1 oeells wransfected with the
Elumun TMF-alpha gene, were used as rmn.Liv: controls for both mEMNA and
protein preduct expression. Blood samples were taken after each biops
seram leviels of the THWF alpha protein analysed using specific enzym
immunasorbent assa
TNF alpha mRNA transcripis were present in 22/34 EMB examined, of which
cight also contained protein all cases protein expression in the graft was
within the first six maonths of Transg ation, hut did not relate o the prade
of rejection in that or subseguent biopsies. 1o most cases serum levels « o TNI
alpha were undetectable {= 30 pgiml). OF the 9 positive samples, 7 werne
obipined within the first 3 months, This early presence of THE-alpha in the
erum may reflect therapy wath anti-thymocyte plobulin. The lack of
|_-.'|r|'|,'..j,|, between TNEF a i |.|IL graf and re |;|.||||"| SUgEesls it this
3 nipt critical in wocess, and lI'.J.l serum THF alpha
i aion Tl.u
‘.ll.|-.|'.- |'|.u important implications in |h.. e of oyt ¢ serum analysis tor the
study loking profiles within the tssuee and '|I irmately in the e diction of
cardiae allografi rejection,




T-LYMPHOCYTE IFILTHATING RENAL ALLOGRAFTS EXPRESS A LIMITED
USAGEOF T i.'l[l R'E‘( EFTOR V( GENES

1 Tawakol Afshari!, TV Hutchinsan! and BA Kap?

Immmnokogy Rescarch ':.'I.'II.'I.L School of Biological Sciences, University of Manchester
Manchesier' and Depe of Pathalogy, Minewells Hospital, Dopdos?

Rackground&Aim: Allogmfl rejectzon invalves the recogrtion of foredgn lustocompatibility
antipens exprested by dhe grall vis ceplor (TCR) This recogndlion clicits a mncﬂ of
r meckanisms thal ne - on of the forcipn graf. The (e izl
us TCR VI genes kas been well established in several major histooo ||"1.-'|I|I ility
complex (MHC) - restricted immane responses, However, Vi usape among allogenelc responses
reming wnclear
We have pre ¥ Lhe predomiranl vsage of cerain TCR Vi penes by allogencic T
cell clemes and lines derived in vitne from mixed lymphocyie cultares between DA (RT1%) il
md LEW {RT]") stimubator LM cells, In |I||'. repar, we examined the clonality of the
| gedie reperioire iny d in the rejection of renal allograns dispante for magor and
mimar hestocommpatibality as fligens i LEW 4n-DA
Methods: Orthosopsc renal mmsplaniation was performed using DA rais as reciplents for LEW
kidneys us BT migues. T cell lings were cstablisked from grafi-infilimting
ated on iy 5 postgrafting, Total RNA was exira Framm
wd and the reverse impscriprion-polymerase choin reaction (RT=FCR)
performed iing a nnversal YV and a CJ oli pansckeatide primers, The PCR product was cloned
into pCH-script vector and the TCR [ cham was characierised by direct sequencing of the
plasmiad DA using the dideoxy chain iemsnation method
Rexalts: Among esloblished T cell lines, enly four V) famikics 3.1, 5.1, 8.3, and 16 were
exprissid. A dired sequencing anabysis of 14 ¢ONA cloned TIC =l eveabed that
oof T cells expressed a member of the V[ 3.1 gene fam cant nurmber
cells expressed TCR wsing Vi £3. [n conrast to o predominant usage of Vi, six
re msed and a high degree of M-reglon sequenc ersity was identified by
el
Ihiscussion: T|'f resulis of the present siudy demonsimite that W3 3.1 is ihe domemani Vi
segmenl in this grafl model we do not know whether the Vil 3.1 positive T cells play a role in
i process. in addition o he expression of VB 3.1, we plso detected slgniaficasi
in the level of Vi 8.3, which we previously repored in the casblished kiglney
vie T oell lines. Takimg all the msulis |-;||__l|_-|_|||_-|, ihene i cl v pesricied Vi asags in
renal afloegrafi-infilitioeg lymphocytes, This may provs e Far prevention of renal
allografl rejection by speclic impusssuppresson with anti-Vf andibodies

PROLOMNGED SURVIVAL OF PIG CARDIAC XENOGRAFTS IN PRIMATES

White [IG*, Braidley P, Dunning 1%, Cozzi E*, Chavez G, Lancaster R**,
Elsome K**, Carrington C*, Langford G*, Wallwork 17,

* Department of Surgery, University of Cambri **imutran Lid, Cumbradge
+Papworth Hospital, Papworth Everand. Cambs

Controlling complement activ prowviche w e of avoiding hvperacute
ne nograft ri_||:\_||.'||'| Uine '\.l,l._|lu, y 1-.'\-| |r|.|||.|I||-| CTOEE

ff .n-‘\l-- sarts from he _;-- 15 effspring of founders expressing supra
human levels of DAF bo n their tissues and endothe cells have heen
an=planied heterdopic 1 T izd Cy Ili|'l~.lu. .L.h-.\s' ). None
wse hearts v hyperacutely rejected. Surviv alied monkeys
wis for a median of 5.1 5. Hastology at the tiy j sh 1a vari '-"'I'-
pieture of cellular and humor . Ciontrols (N |
af 1.6 davs. Histolog classic humoral IL|..L||- n. Heanz fro |II |‘."-.|
I|'.|-|-‘:-_'|'r||a..' Mgs ‘been ||..,|||-\.|,I|.._|f||\|,| into immunosuppressed Cyn
monkeys (M = 1) uppression was Neoral (o trough e x_-lx-'l HH}
Cwelophosphamide on alternate duys : X e cell
ned below 2 x 109 ml) and ster L 1 3 & o £, o by day 2
Mean survival is currently =35 days with 2 hearts still ating. Mormel pig hearts
Irangpafted ini iI'|'|I'|'|IJI'|I.!.\'.I|'I|'II'-\.".\'mIJ mionkiys were hyperscutely repected

Conclusion : H from pigs transgenic Tor human DAF are mot hy

rejected by Cynomolgus monkeys, Long term servival can be
clini v applicable immunosappression
¥ apf

This reseanch was funded by linuiran 1 1, Camhri




THOMSEN-FRIEDEMREICH AND PX ANTIGENS IN PIG-TO-HUMAN
KENO-TRANSPLANTATION

L Goldberg' J Lee, T Caims, N Hakim, D Taube

Transplant Unit, St. Mary's Hospital, London

Galili antigens (Gala1-3Galpi.._. ) are of major importance in pig-ta-human
xeno-ransplantation.  Absorption and inhibition studies using these
antigens suggest however that other antigen/antibody systems w|'nu:',- be
important, Human gG and fghl bind not anly to Galili glyeolipids from pig
aofa but also fo Gakel-4Galf1-4Gic (P¥ and to Galp1-3GalNAc
(Thomsen-Friedenreich, 'T'). Whilst humans are known to have 105G snd
IgM anti-T, natural anti-P* antibodies have not previously been described
We have tested 12 human sera (3 from each of the 4 ABO bload groups)
in & PX-BSA ELISA Al sera had IgG and lgM anti-P¥%, fitre = 1 in 64, In
addifion, antibodias adsor from human serum onmte P¥ and T
immunoadsorbants (ChemBioMed) have been eluted and found by ELISA
to bind to pig =sortic end um in primary culture. Using moncclonal
antibodies or the above elusles, we > 1o date demonstrated (ha
rx.r-.‘-scr‘.::f.: of T antigen in pig pancrealic is within the medulla of pig
kidnay, and P antigen on pancreatic ves Both specificities therefors
bafong to the human natural antibody reperoire. T and Pk antigens should
not  be overlooked in  designing  strategies for  pig-to-human
xenotransplantation

DEVELOPMENT OF SPECIFIC IMMUNO-ADSORBENTS FOR THE
REMOVAL OF XENOREACTIVE HUMAN ANTIBCDIES

T Cairns, J Lee, L Goldberg, *P Simpson, *A Hacking, D Taube

Ranal and Transplant Unil, 51 Mary's Hospital, London, and *Dextra
Laboratories, Reading

Galili antigens (which tarminate in e disaccharide Galal-3Gal) are
established as major xenc-antigens on pig endothelium. We and ofhers
have shown that toxic concentrations of saluble Galili antigens can bloch
binding af human nalural anfibodies to pig endothelium. For future clinica
use extra-carporeal antigen-specific immunoadsarption may be a more
affective and less loxic method, We have developed a Galei-3Gal di
saccharide-sepharose column and tested its ability to remove Galili-
reactive antibodies. An ELISA was used in which the solid phase antigsn
was either the terminal di- (Gale1-3Gal), tri- (Galal-3Galp1-4GIcNAC) o
full penta-saccharide (Galol-3Galp1-dGIcMAch1-3Galfit-4Glc). which is
found in pig vascular endothelium. Results are shown in the table, and
expressed as the number of sera binding 1o the antigen past-immuno-
adsarpicn/number binding pre-adsorption

Antigen

Ig Class: di-saccharide | tri-saccharide | penta-saccharide
IgM 01 | 21 411

lgG 0i4 | 4 L

Di-saccharide was therefore insufficient to consistently remove anti-

pentasaccharida. In addition we have shown that di-saccharide sepharose

s alsa insufficient o ra g all natural antibody binding 16 pig aomic

endothelial cells in ELISA. and we have tharefore developad fri-saccharide

and peniasaccharide columns. Preliminary data show them capable of

removing all anli-penta-sacchanda antibody from 5 sera tested to dale.
Altheugh the biological role of thess antibodies is yet 1o be define
study shows that we have developed specific immuno-adsorbents capable

of removing all known ant-Galili antibodies




Com plement Inhibition Using Soluble € .omplement Heceptor 1 (sCR1)
in the Allograft Immune Response
LR Praii, *AJ. Laver, AW. Hamer, *M.J. Hibbs, *R A G Smith
amcl 5 H. Backs.

London, SE1 9B T and *SmithKline Beecham Harlonw, Essex. UK.
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1o inhibit C at the level of the C3 @ ponvertases. Lewis 1o
tréated wath 25mue'kg sCR1, or zaline
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uble stained for activaton (Cf [r-28) and subset
I'he eration af the alloantibody response was

) ; riype CD5 T cells using flow cytometry
Treated rars n.|i-i'|.|'\':'!,‘. {1 nhih v of plasm > activity {CHzp), and a
marked reduction in tissue C3 and C5b-9 sit N cant treated anintals
sCR1 produced a an in the area of rating feukocytes within t ifts at 5
TAvdd + 10T (05, 1de +64v o8
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1.5% I'r"|| ninary dLlJ -| v hll'||.| ng of allcantibosdy 1o donor type CDS cells was
detectable in both groups from Dav 1, and increased in the untreated group from Day 4

to a preater degree than in the sCR 1 treated animals

The results suggest that C inhibition with sCR1, in an unsensitized model of

allograt rejection, was able 1o press the vascular and cell o ted components of

The data support not only a role for O in antibe and possibly cell
mediated cytotoxicity in the graft, but st a role in the primary immune

regponse leading to both T cell and B cell activi

TOLERANCE INDUCED BY DONOR BONE MARROW AND SYNGENEIC BONE

MARROW EXPRESSING A SINGLE DONOR CLASS | MHC MOLECULE
W. WONG, PJ. MORRIS AND K.). WOOD

NUFFIELD DEPARTMENT OF SURGERY, UNIVERSITY OF OXFORD,
I0OHN RADCLIFFE HOSPITAL, OXFORD OX3 900U

inistratio
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tolerance. In this stud : ¢ investi 2l d the .||1I|.I_- af BMCs e
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ANTI-ENDOTHELIAL CELL SURFACE ANTIBODIES IN SERA
FROM CARDIAC AND RENAL TRANSFLANT RECIPIENTS.

B.L. Ferry ; K. | Welsh; M Dunn; D Law : J Proclor: H.M
Chapel: M Yacoub and M.L Rose. TRAVEI
oy, Tl Iyping. The Churchil
& Heart Sclence Centee. Harefield Hos

The Roval College of Physicians is located in the South East comer of Regent’s Park,

fies ol recurrent cord v artery disease (CAD)
ler cardiac transplantation and chronie rejection following renal
ansplantation remain il defined, it has been hypothesised for
ith organs that an carly initiating event causes injury o graft

close to Marlebone Road in Lon

lised arteriosclerosis. There are
similaritics in the pathology of both conditions. [ this I ! i "irc
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e used FACS analysis to look for evidence of i e I ; I i
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anti-EC antilx 5 g 1 M oantl-EC antiboddi

post transpl Lio. There was ltle oy or the Presence ol

1§ or 1g nii-EC antibodies in car 1 1nis pre

II'.|:.|:-\.|'I|:| Of 5 renal oo 5 whose Iransplants

failed due 1o chronde rejection GO O anliboidies

alicon. (M 4 rena

IIi)‘\l

15 minutes wilk from the College

trapsplant recipients whios: e conld nol

25% had

b il ted to any known b o,
ibodics posi

anti-EC antibodies and 75%
Iransplantion. There
1 1horme

ra [rom 2
itients whose grafts hodd o

i one acuie rejection. The anti- EC
antibodies detected do not appear to be antl-HLA or anti-blood
gronp antibodies, All sera were negative for common g
autoantibodies although 4.5% of cardiae sera were ANCA p

The potential significance ¢ st anti-EC antibodies 1o the
development ¢

chronic rejection afier renal ransplantation and to
CAD lollowing

ardiac transplantation will be discussed.




