British
Transplantation
Society

Royal College of Physicians & Surgeons
of Glasgow

2nd & 3rd April 1985




PAPER 1

PATTERNS OF LYMPHOCYTE INFILTRATION IN HUMAN RENAL
ALLOGRAFT BIOPSIES

3 L. McWhinnie, HM. Taylor, E.M. Bolton, RF.M. Wood and P.J. Morris

eld Department of Surgery, University of Oxiord, John Radcliffe Hospital,
Oxford
1-\. \-\.
Benal all aft bippsies (n=250} were obtained at the time of franspla o {Day 0
controls) a days 7, 21, 90 and 365 from 83 patients randomly .'.§| wated to
receive ImmunosUppressio th either cyclosporin I( y] or azathioprine and .l:-.J-
dose prede ). Lryostat ' A stained b iy
dies 1 entify Td4, TE+ and
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In -‘J'_-'.u: arafts T-cell and T8+ cell :nl:llw.l'-,n was significantly increased on days 7,
21, 90 and 365 com pat :--Lf to :J ay 0 {p 'l'".'Jl'J: Mann Whitney U Test). In rejecting
grafts at days 7 ' the t | T-cell infiltrate significantly eeded that seen in
stable function (p< 01 nd was ‘||F|'.|> the result of increased T&+ cells | |1<l.'.l._
The T4/T8 ratio of the infiltrating cells showed no significant change in relation to
rejection. The infiltrate in AP treated patients invariably exceeded that in patients
receiving Cy. Significant u’-' fular inf lon_occurs u.:l'::r1 |h-:* st week after
“.l,..-\.:II_-I'I._II,.\,.u.I.un" - U] o qT ¢ T - e
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PAPER 2

SERUM FC#R BLOCKING FACTORS CORRELATE WITH RENAI
ALLOGRAFT SURVIVAL

Margaret A. Forwell, Jane E. Cocker, Moira (. FPeel, J.D. Briggs, B.J.R. Junor,
R.N.M. MacSween, G.P. Sandilands.

Renal Unit and Department ol Pathalog 1\, W

Western Infirmary, Glasgow
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PAPER 3

PROLONGED PRESERVATION OF HUMAN CADAVERIC KIDNE
WHAT ARE THE LIMITING FACTORS?

G.M. Abouna, M.5 A, Bumar, A.G. White, M. Samhan, 5. Dadah, P. John and
0,5.G. Silva

Department of Organ Transpla ‘|'. Facuity of Medicine, Kuwait University and

Mubarak Al-Labeer Hosp sital, Huwait |Iq.. l"il wial N
el

55 cadaveric graft

 amparier and Europe and transplanted a 176 hours of

Wie AS the etfects on graft outcome, of the following
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kidneys (G 1} i eTnia lime was '_”" 49 howrs (mean 44) and in 34
2] it w as '6 hours (mean 58.6). In Group 1, 18 kidnevs (Group 1A) were
and 3 (Group 1] W machine preservation. In
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PAPER 5 PAPER 6

THE EFFECT OF HYPERGLYCAEMIA ON ISOLATED RODENT ISLETS IS THERE A DIFFERENCE IN REJECTION BETWEEN SINGLE AND
TRANSPLANTED TO THE KIDNEY CAPSLILE SITE COMBINED RKIDNEY AND PANCREAS GRAFTS? - AN
EXPERIMENTAL STUDY
DR, Gray, P. MeShane and P.J. Morns.

T - I -, oL o £ A Herold TN Slats S Easle Ssmd K -5
The Nuffield Department of Surgery, University of Oxford, John Radcliffe Hospital, i n_i_‘: M.5. Molan, A. Herold, LLIN. Slater, 5. Beck and M. Fox.
Headinaton, Oxford 4 3
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PAPER 7

THE EFFECT OF CYCLOSPORIN A ON THE INDUCTION OF DONOR
CLASS 1 AND CLASS [I MHC ANTIGENS IN CARDIAC AND RENAL
ALLOGRAFTS IN THE RAT

Andrew D. Milton, Sarah C. Spencer, John W, Fabre.
Blond Mclndoe Centre, Queen Victoria Hospital, East Grinstead, Sussex RH193D2

It has previoushy heen demonstrated that there is a 10-fold increase in the expression
of Class | MHC antigens and de novo induction of Class [l MHC antigens in rejecting
cardiac '|inr.11r'."l-~ in the rat. This induction of MHC a ns is probably dug to
soluble mediators, such as interferon ¥, released by in ting lymphocytes. We
have stucied th 'g._. nce of gy win & on MHC r||| ‘tionin grafts because this
I eplantation and appears frequently 1o be
: I derate -a|u|-:u filtration without overt rejection n organ
allografts. The .'|'.L:'.i:=:| we used was DA st hearts or kidneys grafted into PN G
strain recipients treated with 10mag'ka xl l yelosporin A given orally in olive oil.
Grafted organs were removed tudy at r_L.g-f. 7,10 and 14 post-grafting
Immunohistolo: udies used t} oxidase technigue and allospecific mouse
monackonal antibodies reactive with A& bul nod PG MHC antigens. Luantitabive
absorption analyses were performed in graft homogenates.

Cuclosporin A trea weart allografts have amoderate cellular infiltrate, peakingon
day 7 post-grafting. There is a 3-4 fold increase in v HC Class | antigen expression at
day 7. but no nduction of MHC Class Il antigens at any stage. 1 pattern is
remarkably similar to heart isografts studied over the same pes Tala}

>d renal allog y fifteen fold increase in Class | expression by day 5

after transplantaiy =1l _a._i|||_-'~-._-_.i:||': spreads rom only the proxin al tubules
"frl‘-"*i e il -'| |_|'|._l tubules and the vascular endothelium of large vessels.
gen expression but the
Again the cyclosporin

there 15 a modest incCrease imn l;- |r1
ains the same as in -

5 hehave veny si 1.I<. ¥ I-; renal isografts.

is possible, ther efore, that the induction of C e.=_;'; I MHC antigens in the graft
WA T be 3 useful parameter to measure for the differential diagnosis of

1 !'IU:]J".J!.I-I ,l?l. POy, ._I{‘:l__g:" :I’_"||.L.:r!|" ||I|||.||'.'.L“_' i||d LI\_||'\-'\_' |i.'|'4.'-..||-\._".

PAPER 8

TOTAL LYMPHOID IRRADIATION (TLI) AND CYCLOSPORIN A (CYA)

USED IN THE PREVENTION OF REJECTION IN ARAT HETEROTOPIC
CARDIAC ALLOGRAFT MODEL

M.J. Digard, K_H. Harris, V. Svoboda®, M. Slapak

o

Transplant Unit and *Radiotherapy Department, 51, Mary's
H..:—.. sital, P ortsmouth

TLI has been used safely in Hodgkins ¢

on occasions, in transplantation. The ¢

immunosuppressive agents may be of advant
s of CY'A fo be effectn Tl

ese two dr s is af Present ungknown

this study 41 Wistar rats in 4 groups WETE Used as recipients for PV G heterotopic
rat heart transplantation. 10 ated reciy = rejected their al
davs (group £ s B, nd [, i ts received,
'nL_ ke daily orally op ) - g fractionatex
1000 rads) 1-1::1\'.?[“.. ads pre operatively + C
jation was L1 livered from a 250 kilo volt source, lead s
rouser mantel manner. Light sedation using

-;'E"j'l!_'l._{_:},.i,'lll tor each iraction Lsed.

TREATMENT REJECTION TIMES - DAYS MEAN

Control - Untreated

Nk i =
CYA I da

il A Oa

*5 x 200 rads ||. 20,21,16,16,15,1

5 x 200 rads TLI 104, >100,28,33 30,3266,
CYA 1 ma/ka 100,52,>100,52 49 60 64

Smaller numbers I had little effect

" 2 e TN N P W T o st o Fhe rewt sk i
valles > 1 o5 re OO Lk as 2L alent to the nex mgnest Valkl

group.

1 allograft model.




PAPER 9

THE USE OF CYCLOSPORIN IN SMALL BOWEL TRANSPLANTATION
IN THE RAT

P.A. Lear, J L. Madara, R.L. Kirkman, N.L. Tilney

Department of Surgical Research, Harvard Medical Schoaol, Boston, U.S.A

Heterotopic, vascularized small bowel transplants (SBT) were [h_'rlllrrvw*i n inbried
strains of rals lo investigate the effects of Cyclosporine (CyA) on the immunoboagy,
structure, and function of intestinal transplants. Lewis x Brown Norway F, (LBN)
bowel was rejected by untreated Lewls rats (LEW) in 7-10 days imean+SD=8.3+1.3,
n=6). CyvA (15mao'ka/day) I|'|-= rapy lor 7 days prevente LJ rejection indefinitely (100
days, n=5). Morphological examination of rejecting LBN mucosa revealed
shortening of both Cryplis and villi, attenuation of the microvillus brush l:Ir.J.IJL' and
markedly decreased surface area, findings which were largely prevented by l'..l,,'.-'-"L
The mucosal transport function of rejecting allografted (LBN into LEW) SBT,
isografted (LEW into LEW) SBT, and host intestine were measured electro
physiologically in Ussing chambers, Rejection was associated with impaired
peithelial active ion transport as indicated by decreased potential difference and with
diminished epithelial barrier function as reflected by decreased trans-epithelial
resistance (o passive ion r"cm CyA therapy maintained potential difference to 80% of
control; but the resistance to only 40% of control. LEW into LBN SBT caused fata
graft-versus host disease I_f_1"u'H [ in9-17 davs (mean+SD=13.243.2, n=h). {-IW“" fear ._-
days failed to prevent GYHD routinely, but prolonged administration delaved
GVHD until Cu-’-". was discontinued. In conclusion, CyA will A} prevent SBT

jection after a short course, 2) preserve a near normal morphology, 3) maintain
active ion transport by the mucosa and partially preserve epithelial barriers to
rassive ion flow, and 4) delay fatal GVHD induced by the large quantity of lymphaoid
tissue present in the small bowel and its accompanying mesentery.

PAPER 10
INDICES OF REJECTION IN SMALL INTESTINAL ALLOGRAFTS

A. Dennmison, B. Watkins, J. Collin, F. Millard and P.J. Morris.
Nuffield Departments of Surgery and Pathology, Oxford.

Cyclosporin (CyA) prolongs canine intestinal allograft survival but few funclional
studies have been done. We evaluated histology “and function in small mtestinal
grafts alter transplantation.

A 100cm ileal m'-_;r'r:ﬂ" was autel24) or allografted(33) as a Thiry Vella fistula. 18
animals receiving cyclosporin-A(CyA), 20ml/} kg day P.0O. Daily mucosal biopsies
WEre L'II‘(L"I'I the I'I""("-“'I'Il:' Wias pe .[.. 2] 10 .:'|<'l| Pressures Tl:'!l:'(:ll'!"i'i':"l. ."1
technical failures were excluded. 18 dogs with autogralts survived indefinitely while
14 nom immunosuppressed animals survived 8-15 GE::'-..'S Ill 2622 6 meants.e.m.). In
animals receiving CyA survival improved to 19-142 \...!ly 1 70.09£13.34 meants.e.m.
p=1.0002). In non immunc suppressed ar imals the earliest "I:le."l{'.ll'l. al evi dm.cp 0 f
rejection occurred at 6.24.9 days. From day 6 to day o> :
absorption of water (5.4+1.09 meands.e.m. to L7726 ml/5min, p -1_I L]'
(35.18+1.37 to 17.1544.81%, p ULICIli:‘Idnr free fatty acids (30.45+2 2 98 1|_:- 5, 5t

=0.0013) and an increased output of sodium I.LI 914 Imeants.e.m. 1o | 35002
mmol/Smin, p=0.0016) and glucose (0.81+0.12 to 1.29+0.07 mmol/5min, p=0.0062)
From day 7 to day B intestinal motor activity ’i:mleach as shown b y
number of ||'|1|-.'.iLII"1I1h.'|I Pressure pea HH‘:-"u b mwaten (79zH.6Fmeants.em. to
18.33£11.76, p=0.0012), act ( I 1.5:0.67, p=0.00
duration of activity fronts | -*‘:‘.-Is':al-*n':i. pee].OO0L)

e g b By - PR

We conclude that CyA |:|T-:~|nn-;"-, allograft survival. ]‘“p;;il ed intestinal absorption is
synchronous with the earliest histological evidence of rejection and 24 hours prior to
impaired intestinal motor activity.

o L FT g ]




FAPER 11

THE MEASUREMENT OF CYCLOSPORIN A (CvA) IN WHOLE BLOOD
BY H.P.L.C. IN THE DIFFERENTIATION BETWEEN CyA
NEPHROTOXICITY AND REJECTION IN RENAL ALLOGRAFT
RECIPIENTS

AN. Hillis, D. Stevens, P. Thompson, MN.B. Eoberts, C.M. Evans, K.A. Solls and

Departiment of Chemical Pathology, Regional Kenal Transplant Unit, Roval
Liverpool spital, Prescot £ o, Liverpool 7 8XE.

sessment of CyA levels in plasma by radicimmuncassasy is affected by the

ture at which the blood « e separated, by metabolites of CyA, and by

steroi rcumvent these difficu Ies we have measured Cyd in whole blood
samples using an H.P.L.C Between batch variation was (5.5-12.5%) across
a wide concentratio /““ mg/ml) and gave a me an recovery from whiole
blood of 104.9% (range 86-128% L'). was g a' ho and samples taken
mediately before, tw four hio dose. Graft rejection and
."". "rf"h;'ru*'i ity f

---i~u_.; clinical, bicchemical

EJ:'I,' "'"|'l.:'|||"|l"l."-\.¢h al o a1 measure Ol nterst I'Idl TEND PresSures,

significance, see (table

LASMA CREATININE pymiol/

<200 201-300 301-400 2400

WA e ; 404452 10489 510568
+SEM ng/ml

Mumber of

oDsensal 075

when plasma eded 300 humol l, trough CyA
levels were higher (462 q ; ts w |T||| ephro-toxicity than 11 patients

<[] ':-..'_r' l'..-. b two ll.f [’ ur I'I-.- 5 Were

THE] -"ll' itoxIc ||- 1 CONCIUson

A 1y - r s vt Y wesls] 15 L A -5
Cud by | el ile blood iz reproducible, valid, and it
:

appears to be able to differentiate *'{""ﬂrn Cufy |'|~'.'Tﬁ!'"r.'.=':.n='=r.' tv and repection in
th moderate 0 severe :E’r'lrll IZi'I;.'L:I..l'I'.E':"-.'..

PAPER 12

WHOLE BLOOD CYCLOSPORIMN LEVELS - CORRELATION WITH
CLINICAL EVENTS

B.E. Gunson, W.A. Jurewicz, S.R. -LII.."|I~'=‘*_-'-"', Ei. McDowell*

1 | * Queen Elizabeth Hospital
Birmingham

}.':!“:"|‘|‘."i:'.-:|l’:l::lh'rl!.;ri—:fj_l‘.:li-:llbf..lI";.::\-;.':IZJ‘Ei.?-i'II'!I'!.‘J"'Lil'l"'"l'l':'v'.il;'ll'll"I.’L'I|:l|l;'|‘.'..-ir. xJ to re .ui:m
ble drug levels. & flexible dose

A retrospective an:

indices was I"‘-.!.L'il. i

first 4

(Sandoz) at leas |

range using this n |1'-l| 10d is approximate

period,

Patients were arouped according to their median Cyd levels over the 4 week period

|
T WAEEH |

NOSE l..h-||f.JE"'1l:|i.=C|I-..'|'.I|1,_:lhi-_!:.'r.-'v'(':-.'.J.'E'.||::!|'L'L‘|i.‘1||:.'4.':|':' a/mln=7), medium levels
a median between 400800 ng/ml (n=13) and low levels with a median less than 400
na'ml {n=10)

The results were compared with the incidences of rejection, mfection and te

strong correlation between drug lev rIH an | & rejection was found. Be
episodes were recorded on the basis of c eatment with high-d
episodes were confirmed h we/ten patients who tended to rus !
levels suffered rejection - 8 et ing maore than one pulse therapy. [Two lost
their grafts due to irreversible rojoct 1e mediurn and high level groups a total
of 7 out of 20 |':.L|-.'|'|I-' suffered (rom rejection, althouagh 3 or these had low levels prior
to rejection. Cyclosporin le he week preceeding all rejection e
[median = 296 ng/ml) were compared wi hlevels in patients who were not treated for
rejection imedian = 700 ng/ml) and were found to be significantly different. (p 0.001)

SHEY

It

Mo correlation was found between CyA levels and the incidence of infection in the
period of study althoush we have some evidence to suggest that longer-termm I'.;u'-'*
levels may be associated with an i|'|r'1'|fn-c;>*1 T:H'-: of infection, and also with symptoms
of drug toxicity. Monitoring of cyclosporin levels in the early post-operative period
may be a clinically useful tool n defining effective immunosuppressive regimens.




PAPER 13

RISK FACTORS ASSOCIATED WITH AVASCULAR BONE NECROSIS
(ABN) FOLLOWING RENAL TRANSPLANTATION

Aitchison, J.D. Bnggs, J.K. Davidson, BAJ.R. Junor.

and Department of Radiology, Western Infirmary, Glasgow and

y i 1 " i gy
Department of Statistics, L INiversity ol Lalasginn.

the development of ABN in 161 consecutive rena
for by comparing the 38 patients who develops
tional hazards
idence of ABN
qaINE FHINCAnTIY more Wek I
= : el (0],
prednisolone de
tively at 3 . HLA-BE& was significantly
ible),

th the development of ABN in both males and temales lpﬂﬂ_l_'l,_-'l;

Lg
)

wiarion with HLA-B12 was significant only for 1 & {p=(.0

Probability of developing ABN at 3 vears post-t

!'{ixi:'l Qose O l.'EI:':':l.'

prednisclone rednisolone

Male P Male Female

HLA-BS +ve 20% 4% 12% 42%

HLA-BE -ve oA

oid induced ABN

PAPER 14

CLINICAL APPLICATION OF RAPID DEAFF TEST FOR EARLY
DIAGNOSIS OF CMV INFECTION IN RENAL TRANSPLANT PATIENTS

S.F. Lui. K. Farrington, &. Whitwarth, P. Griffiths, J.F. Moorhead, O.N, Fernando
P. Sweny.
Department of Nephrology and Transplantation, Koval Free Hospital, London
Cytomegalovirus infection is a common and serious complication of rena
n. This report surveys 40 renal transplant recipients for active ChY
least 3 months post transplz ion. In most cases weekhly samples
I_:_'in:'n::u:i__:,._.|:',_..'_.:.'|!_| LTINE | Were ained for CMVY culture. CMV excretion is ected
i.-fu' early antigen Huorescent o (DEAFF test).! In con panson o conventional
ulture methods which depend on cytopathic effects apparent at about 2-3 weeks
g test relies on the detection of wirus-coded protens in infected cells by

monoclonal anfibodies and resulls are available alter 24 hours of culiure

Sixteern patients (42%) showed evidence of active CMV infection. In 14
patier CMV was excreted in the urine, n the salva, and d had CMV viraemia

In 2 patients with pneurnonitis bronchial lavage was positive for CMWV

O the 16 patients, 2 had pneumonitis (one fatal), 5 had a blood culture proven
Se] emma and one other presented as a PUQ). Thus 8 of the patients (50%) with

active CMV infection had episodes of serious infection, as npared to only :
patients (9%} in the CMV negative group (=< 005, x* 9.686)

I conclusion, CMWY infection is common in renal transplant recipients and is closely
associated with serious infections. The DEAFF test provides a rapid diagnosis and
allows early imstitution of specific therapy such as anti.CMV immunaglob hict
are now available

Griffiths F et al. Rapid diagnosis of CMY infection in immunosuppressed pati
by detection of early antigen fluorescent foci Lancet i 1984, 1242.1245.




PAPER 15

INTERFERON (IFN) AND INTERLEUKIN-2 (IL-2

) PRODUCTION IN

CONVENTIONALLY-SUPPRESSED AND CYCLOSPORINE (Cy-S)-

TREATED RENAI
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PAPER 16

COMFPARISON OF MONOCLONAL ANTIBODIES IN IMMUNOLOGIC
MONITORING OF RENAL TRANSPLANT PATIENTS
F.C. Henny, P.J. Oljans*, H.J. Tanke*, L.C, Paul and L.A. van Fs.

Department of Nephrology and *Department of Histochemistry and Cytochemisiry
Llniversity Hospital Lei I'he MNetherlands

ial '"|'l::l""i|-5'l'!"l'l-' i3l :"i_'l"!.l"l-.._'l'fl |.|-_.\.--|d Ir c P i 5 Ls
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Bic-suppressor pi
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tectable with the present method




PAPER 17 e a3 b PAPER 18
= CUINICAL HEARTA THE ROLE OF MAJOR AND MINOR TRANSPLANTATION ANTIGENS
el 8.3 o Jog IN THE BLOOD TRANSFUSION EFFECT
J. Wallwork, T AH. English, R ce.

A

Fapworth H i ap h Even “ambridge i I.V. Hutchinzon and P
rapaorin Qspila “doTTn Cyerara, origadge., - i

Muffield Dept. of Surgery, Uni
e Noven - 1987 uary 1985 87 patients have been referred loo
rerafion ol L-IUNg TrE I M al F".-!['x-.'rrl:':. Siy b hree had prin ary
i i Mary early referrals did not meet our enmental
vl medic il . Twenty-seven patients have - sfusion effect in

2ssment. (leen patients nave been accepted as hroad al
1 ang] e o Y oatgil Irans| :-i_-||||,_|||-,--'
sgamlad, | alur € G L) S e i

1 and February Y8

1985 three pabients have been II-|I|:-.|'|.|I.Z
< fibrosing akhveohis; INJET COImp

2en the main restr
ear chest x-ray are essential. We I0US EXPOsUre
oduced a new method of prese n af the donor fue ( d rather t} have PVG minor antigens
|, that has given excellen postoperative function, This may ression to minor antigens requires that the blood ty
procurement. T1?) rats given PVG RT1*
lier example,

nsfusion «

sg5ion therapy has been Cyc orin A with low dose stercids and a o a "lack of
five-day perioperative course of Equine AT d well with stimulus re are 1 constraints on activa
good lung function at eleven, seven and two m

Heart- alloan
lunag

ure to either
ole with i allog Cx Ce € 25 MH

al \."[If:"-' 1




PAPER 19

SUPPRESSION OF ALLOGRAFT REJECTION IN THE RAT BY NORMAL
BUT NOT HEAT INACTIVATED OR IRRADIATED DONOR SPLEEN
CELLS

. Cranston, K. Wood, P.J. Morris.

MNuffield Department of Surgery, Oxford

Donor specific suppression of arall rejection by antigen pretreatment, s well
recognised in experir tire ntation and 1s -”x"‘.’E’!'l':-."'.:v' relevant to the
bservation that blood transt ificantly improve surviv wiman kidney

o

-|'|'||1w-~r n of allografl rejection by pretreatment with viable spleen

been reported [ 1,2,}, however the mechamsm rematns uncertain

] o Dark agouti (RT19} strain combination, indefinite renal

1 survival time, MST »100) l:'.:'_.'hl'J.'.-!.*- induced by pretreating

recipients intravenoushy with 108 - 108 viab |-._-'*-[ een lymphoc seven days before

. I nent with 104 o = Ce |'~ was meltective |;"\fi'.':l| 111 .i-'l'\,-r.ﬂ:

However 107 wiable, but heat inactivat ; for 10 minutes) or i1'T._I::I,.|'I.'r_| [ lLlLlLl
rads) lymphocyies ulted in unmodified allograft rejection in all animals (MST 1

and 11 days respectively versus 10 days for thire i ed controls)

surface expression of major histoc rapat ibility antigens was quantitated for
1al, heat inactivated and irradi yhe preparations by cytofluorograph
~atchard analysis, and found to lu_- identical for all three preparations.

Studies to monitor trafficing of these lymphocytes (*'chromiwm labelling) in recipient
anirnals suggest that the length of time donor cells rernain in the recipient circulation,
may play a role in the induction of specific immunosuppression by spleen
ymphooyies.

Guttmann BD, Lindquist RE, Kawabe K, Ockner SA. Renal transplantation in
the inbred rat. Transplantaton 1972; 13:15-17

lber 5J, Miller JEAR, Morris PJ. Graft-versus-host reactivity and re llograft
survival in rats given allogeneic spleen cells or spleen allografts, Transplantation

1976; 22:160-166
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THE ROLE OF Ia" BONE MARROW DERIVED CELLS IN THE
INDUCTION OF INTESTINAL GRAFT-VERSUS-HOST REACTION IN
MICE

A.Mecl Mowat and D.MV, Parrott.

Department of Bacteriology & Immunology, Western Infirmary, Glasgow.

=:-ha_= small mtestine is one of the major target organs in acute gralt-versus
disease -.{_:L-HLJI after n.'..l'-.'l'-_!\.‘l'l'q.'" bone marrow transplantation, but the patl
[TREEC SIMS are not :-p'l':!l LJiICl: '.v...ll."J :-.'.Eidll'r.-'!'l. 'I'Ii.: nature ‘Z.l:. |.||i-! AUOOETIEN
structures arg ol I-\T'II:Z-'.\-'.’I

We have shown previously t nal |'.|".a~" of graft-ver
[GvHR) in urirradiated mice 15 character | by increased numibe
lymphocytes (IEL) and increased crupt cell p ction rat
alte ations accur in the absence of cytotoxic T lymphocytes and are
Lyt 17 T cells recognising Class [l MHC alloantigens, and we h:
whether tiss r bone marrow (BM) cells p i

Charactenstic mucosal al NS GCCUrTE:

the :x'.:.ll'l-i"l. l.-l.-'lé-l:.ll.i.l. hos
after induction o IM.R with 3
alterations were fc wndmn P -+1 n.'lu"n aTIC mice af || rinjection of parental cells. :
the miestiime h:lﬂ-i-' (4] {‘.H.:{ d(.ll-.!-: noL f!L";'_\L.'I'.J on e presence of 'Iil""ﬁl"l'l"_:li_'
intestinal epi "'r='||1.1."'| JLII can be induced by allogeneic BM cells which we show

]:1I

[
|
l

5 and in the n 'm—rlr..e of F

We conclude that the ||||“1::”‘|[J||a' e of GvHR in unirradiated mice is due to del:
type hypersensitivity induced by Class [| MHC antigens on recirculating BM derived
cells.
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INHIBITION OF SKIN GRAFTS REJECTION IN RATS BY A PROTEIN CORTICAL PROSTAGLANDIN SYNTHESIS IN RAT RENAI
{IRG) EXTRACTED FROM THE SERUM OF A PREGNANT WOMEN OR ALLOGRAFT REJECTION
FEMALE ANIMALS

C.P. Gibbons!, K.N. Wiley’, N.J. Lindsey!, M. Fox!, S. Beck?, D.N

,Ms P ateaureynaud rat Gircud M. Greaves?, B, Brownd and A.T. Rafterys

:'_:Iic'li\_'l' I_
*ans, Clnstitut d ol Animale, 33405 Talence, Urology/ Trar artatic roratory!, Depart ent o y!, Departm
ypital Cochin 7567 : 2% 14, France nal Transplant Unit*, Rowval Hall;
n 15 accompanied by increased pl
ar perfusion® within the . Such «
the alterations in renal prostaglandin sunthe 2lo prosta
q g 5la ; )

g wornen inhibits the and nboxane By(TxB,) were measured
-ortical slices t: 1 from rat renal allog
f af the ssrum cortical slices ta from rat rer [y

= M

Diapral witl

i 2 Al f 1he | R o s e R T (DA to DA) 1 to 7 days after transplantation into nephrectomised
i by a hawy globulin. [t has an i ¥ i [ the stological chang of cellular rejec appeared al 3 days waith
Therelare ai ot Killed haemorrhage and SATH s, The resu

g iits are shownin
! .'IE:I-':_'I'I! In 5 it I men ol not

1ant waormer yrtions, A

y detect

B
itter e

= inflamma

ST Lréalming
45 '-".lll'. -

i)
maintain & 16 Lee

i MuantSEM
ifter a second injection. We call this protemn [F of

gralts). I has the advantage

r chemicalimmunosuppressors because
protein and i1 de nat suppress antibody formation

It 15 concluded that an ncrease v cortics

of acute 1| allograft rejection in the rat
periusion o

Smith N, Cha

autologous

itz SL. Relationship of blood flow in the kidney to the homo
Am J Surg 1964, | 245-249.
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INCREASED PROSTAGLANDIN E PRODUCTION FOLLOWING
BLOOD TRANSFUSION

Jackson, D. Tsakiris, E. Tonner, J.1). Briggs

Renal Unit, Western Infirmary, Glasgow,

improved graft
h by which bl
i0 protection re : } deline
Mrmrkar equl rol some  prostaglanding 5 also recenved Increas
attenhon, n 1L nrostaglandmn E (FGE} has been |'g*;'-|‘.rr'.'-:| o5

variety

. s non-transfused control

levels in 24 hour cell culture -_'.;ﬁz'rn;i:r-u Were

:'I'l"1 fourd 1O NCrease n :.:I:_.u._u__

. I L lCOFre |._|I on coeliicer _':-'-__ |!f-.'.-: |.'.I_I. The
concentration was 13,3546 3759 pa/ml following the te d transfusion,
ympared to 53081216 p in patients prior to transhusion {p ) and 3 2
in controls (pe0.01) '.."-::' ways in which PGE may be involved in

mmunosuppression remain to be defined.

FAPER 24

INTRA-RENAL PRESSURE (IRP) MEASUREMENT 1S USEFUL IN
DETERMINING THE CAUSE OF DETERIORATING EARLY GRAFT
FUNCTION

A Lear, R.A. Sells, C. Pain, JM. Bone

onal Renal Transplant Unit, Roval Liverpool Hospital, Pr
Liverpool 7 8XP.

[ he differentiation between Cyclos, ephrotoxicity and rejection in rens
transplant re ""‘ii‘l'li‘-' Temams a I [reatment is based
multifactorial analysis of |Jl‘|'l"|-:':-I| signs, .I-L‘/Jhi'l" cal data, measurement of

levels, and transplant biopsy. In our centre, CyA assay results and biopsy data may
not be available immediately when the therapeutic decision needs to be made

We have adopted the technique of Salaman et al, to measure intra-renal pressure
(IRP) and have evaluated its usefuln in clinical decision making. Since Januan
1954 we have performed 90 IRPs in 48 renal transplant recipients_ In 12 patients wit
stable renal function in the early post-transplant period the mean pressu
mm.Hag. (range 25-45], Oin all further accasions the IRP was measured i
with a rising serum creafnne Evaluation of ||'l~' correctness of the FErospecine
decision following IRF measurement was made by retrospec analysis of the
biochemical, chinical, and histopathological data. In 15 rejecting grafts the mean
pressure was 46 mm.Hg. (range 36-90); this included patients on Imuran and
prednisolone, in whom we were assessing progress during A TN post transplant. In
36 patients suffering from CwA nephrotoxicity, IRP was low and averaged
nim.Ha{range 20-45,p<05). The IRP was not helpful in differentiating chronic
rejection from other hology in patients presenting with a late rise in serum
creatinine. However in one patient with transplant renal artery stenasis, the IRP was
unrecordable. No <l..'|'.![|.l.|:l:.|..'r|.> attributable to IRP measurement occurred

Owerall the correct clinical decision was made in over 90% of patients. We consider
IRF measurement makes a valuable contribution in the differential diagnosis of early
renal transplant failure.

Ref. Salaman JR et al. Fine needle intra r*n'—i "na*.'.ngran“ AL test for re w tion
Cy treated recipients of kidney Lancet volume 2 pg 709-711 1
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AN ASSESSMENT OF INTRARENAL HYDROSTATIC PRESSURE
MEASUREMENTS IN THE DIAGNOSIS OF ACUTE RENAL
ALL OGRAFT REJECTION

27th - 20th November, 1985

nd CONGRESS OF THE EUROPEAN SOCIETY OF ORGAN
3 T A ‘;_"_. J ITATI \‘_ ik [ aerm
C.P. Gibbons!, C.B. Summerton!, P.G. McNally?, R. Kay?, C.E. Brown!, and e e R R A
A.T. Rafteryt.

Renal Transplant Unit!, Royal Hallamshire Hospital, Sheffield, Department of

Probability and Statistics?, University of Sheffield. XI INTERNATIONAL CONGRESS OF THE TRANSPLANTATION SOCIETY

Helsinki, Finland

Jrd - Bth August, 19

Postoperative intrarenal pressure measurements may be an aid to the diagnosis of
acute tenal transplant rejection, especially in patients treated w closporin Al Halls of Residence
Serial measurements of intrarenal pressure were made in 38 recipients using a fine

needle technigue. 32 intraoperative and 207 postoperative mesurements were made

and 39 chinical rejection ep (23 confirmed by biopsy) monitored. Intraoperative
pressures in grafts w mmediate function (37 444, 0mmHg, Mean+SEM) were not _ QUEEN
significantly different from those with delaved function (30.9+4 BmmHg) whereas 7O : MARGARET HALL
pOStop esures were greater | pe0.01) in kidneys with acute tubular necrosis i
1 in functioning grafts (20440 9mmHg). Pressures recorded

during clinical rejection episodes (44.322 3mmHa) exceeded (pal.001) those during
quiescent periods (23.621.0mmHg). During rejection episodes, higher pressures
{p<0.01} were recorded from tender or palpably enlarged graits (52.3+3.0mmHag)
than in the absence of these signs (36.3£3. 1mmHag) and patients whose transplant
biopsies showed cellular rejection tended fto have greater pressures
{50.1+4. ImmHg) than those with concormitant vasculopathy (36.4£3.9mmHg) but
the latter did not reach statistical significance. In 7 cases of cyclosporin toxicity the
intrarenal pressure was 17.854. 2mmHa. Using a diagnostic cut off point of 40mmHag,
the investigation failed to recognise 26% ol acute rejection episodes and wrongly
categorised 21% of non rejectors in the presence of acute tubular necrosis, It was
therefore of limited predictive value.

i

Salaman J.R.. Griffin P.J.A. Fine needle intrarenal ma weiry: a new test for
rejection in cyclosporin-treated recipients of kidney transplants. Lancet 1983, 2,
T09-711

Wagner E., Pichlmayr R, Waonigeit K., Klempnauer .. Bungendahl H., Lauchart
W. Differentiation between rejection and cyclosporin A nephrotoxicity by
monitoring interstitial pressure in human renal allografts. Transplantation
Proceedings 1983, 15, 489492
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