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PAPER 1

A REPORT ON THE UK CYCLOSPORIN QUALITY ASSESSMENT
SCHEME 1986

A, _I;\'.'u]nt-.!n. 1. T. Marsden®, and T). W. Holt*.

Dept, of Clinical Pharmacology, St Bartholomew’s Hospital and * Poisons

Unit, im_-. s Hospital, London.

[n 1984 the UK Cyclosporin Quality Assessment Scheme was set up to pro-
vide laboratories measuring the drug with an cxternal measure of their per
formance, The scheme now includes 81 laboratories in 16 countries, each
centre receiving thres samples per month.

From the results of these measurements in 1986 conclusions can be drawn on
the relative performance of the analytical techniques in current use.  During
this year the high performance-liquid chromatographic (HPLC) measurements
were prone to d high proportion of falsely positive results, 16/42, when com-

1 to radioimmunoassay (RIAY, 18/138, The median level of the falsely

Eitive results were not significantly different. 63ug/1 HPLC {range 20-353)
TOeg/l HIA (21-125), However, since the target concentration range for
cvclosporin measured by HPLC is between two and three times lower than
that for RIA, this difference may have clinical significance,

For the measurement of cyclosporin in pooled blood samples from partients,
HPLC had a significantly higher median coeff of variation, 27-5%.
than the corresponding RIA  measarement, 3 Other comparative
results of HPLC and RIA blood and plasma measurements will be described.
Finally, the performance of a new iodine labelled RIA kit will be compared
with the Sandoz Products RIA

PAPER 2

EXERCISE INDUCED HYPERTENSION IN NORMOTENSIVE

R

ENAL TRANSPLANT RECIPIENTS ON
CYCLOSPORIN A

I. P. Scott, D. Nunez, [. F. C. Hay, T, W. Higenbottam, 1. Evans. R, Calne

Diepts. of Respiratory Physiology, Renal Medicine and Sureery, Addenbrooke’s
Hospital, Cambridge

We have studied

the efféct on sitting hicyele exercise on the sveremic hlood

pressure (SAP) of normotensive renal transpl: nts.  Previous studics

(Scott et al, Clin,

S0, Suppl., 195 i } suppested patients on Cvclo-

SpOrim L [-“115 may have a different x'-.'hl,,_'r-'.i._ PLESSUre response to eXercise,

when ,.l.u|'||||:._..| [
(AxP) sugzesting
vasculature

» patents on conventional Azathioprine and steroid theraps
a previously unreported cffcct of CsA upon the systemic

18 renal transplant recipients, with comparable renal function

rean age 306

range: 15-53) and 8 on AzP, mean apge 30

|‘:"“|"H‘t~' graduated cycle exercise with work increasing by 25 watts/4 mins.

Mean SAP was

xpired fases we

alated, ECG

measured automatically (Dynamap) and breatl b

re measurcd, from which oxygen consumption (v
recorded irt tate (HR) results were ;||_,|:_-,',-:.,,'| o

work period by unpaired student-t t

Waork MeanSAPimmHg
oA

walts
i}

These results sup
al transplant recipients receiving CsA. The lower 4 and

iz altered in ren

AzP

port the view that the systemic pressure response 1o exercise

HR responses to exercise in the CsA group emphasise the difference in svstemic

vascular respnnses
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T
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between the two sroups
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PAPER 3 PAPER 4

LOW DOSE CYCLOSPORIN MONOTHERAPY IN RENAL DOES METHYLPREDNISOLONE INCREASE PLASMA
bt AL T R
TREANSPLANTATION CYCLOSPORIN LEVELS?

P.J. A Griffin, W. B. Ross, J. 1D, Williams and ]. R. Salaman. . 5. Ubhi, Linda Woodhouse, P. J. Guillou, GG. R. Giles.

Department of ‘I'ransplantation Surgery, Royal Infirmary, Cardiff, UK. Department of Surgery, St. James's University Hospital, Leeds,
There is conflicting evidence as to whether Cyclosporin (Cy} on its own gives [t has been suggested that RIA plasma Cyclosporin (CyA) |
adequate immunosuppression in renal transplantation.  Early studies of Cy by high dose methyvlprednisolone (MP)
monotherapy employed doses of 15-17 mg/kg/day which we now know to be termine whether this increase reflected a rise in CvA or its metab
EXCESSIVE. ‘\:phmtnuu ¥ was common and may have adversely affected the plasma CyA levels were monitored by high performance liquid ¢
results, We report two controlled clinical trials in which Cyclosporin on its (HPLC) and livimmunoassay [RIA) during 17 rejection
own at a lower dose has been compared to combination therapies following renal allograft recipients treated with MP 0-5 G TV daily for 3
cadaveric renal transplantation.  In the first trial natients were randomised =0 ; x ] e . .
to receive either i:}']—;': mg/kg or triple therapy .:{I‘-.._‘. 8 mg ke, Azathioprine The plasma ]_'.'I*].l. and RIA CyA levels during =||||L.I 31 ‘..u'-':n:-; :_lll,;_':' therapy
-5 mg/kg and Prednisolone 0-3 mg/kg) and in the second trial randomis '.:.-rr. not. significantly different tf N priof to Tl:vl'.s'_"_:x -I ..1|_-|;' 1)*. :._l..--.w.;_-x'.-..-'.ll.
was between Cy 10 mg/kg or Cy 10 mg/ke plus Azathioprine 1-5 mg ke, } I'-‘Iw.litll‘.”, w.c.-uLI-_\-.:l displayed :|”I.-:| T n“l.{ Ant :||'|\ ease in HEFL.C |1:|..-I_1_.| L-L
ow up has been from 3-27 months and the actuarial first cadaver graft from 71, 122 and 226 ng/mg to 396, 256 and 1147 ng/ml. respectiv
survival iz shown : : .'nl'..':-»;'n'1|||'1-' RIA p lasma CyA levels increased from 96, 363 and
b 865, 785 and 2175 ng/ml.

MELS Are INCreased

was 1o de-

,ﬁ%m:m

Cy alome Combination therapy : have shown that there is an increase in plasma CyvA and in CyA me
(43) TR,

|

wai |1-.I| tes following high dose MP therapy in only 3 out of 17 rejection -.'|"i\'l.'..‘: 5
: = (17-6%) of which only one required a reduction in CyvA dosage fo - clinical

nephrotoxicity.  This offers some explanation of ¢ i

No differences in graft survival were observe %hen the two trials w . S ko i Eiehs )
L gra EYE Ohseryid, S ke o trials were and nephrotoxicity which have been previously described.

combined it was seen that serious infective cor r'||1|n.111x:an-. were significantly

more :‘.'I.L| uent when Cy was used in comination (11 vs 1, p <0-001).  Ofthe

4% parients allocated to Cy monotherapy 34 have still not received any pro- i Pre- M Zibrs. Post

phylactic steroids, From these two trials we have concluded thar Cy on SRR 1t doge

its own gives excellent immunosuppression and s associated with less in- : L 10165~ 160K 130=-218 ™

fection that when used in conjunction with other agents ! H00240-366) s e iy
' "1l-.|qu:.f'|l,_ FARE
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FAPFER

MONITORING OF CYCLOSPORIN A IN LIVER TRANSPLANT
PATIENTS BY DAILY TROUGH LEVELS AND PHARMACOKI-
NETIC STUDIES

A, B, Jain, B. K. Gunson, B. McDowell, N. Roberts, A. Hillis, Elias E.
[. A. C. Buckels, P. McMaster.

Queen  Elizabeth Hospital, Birmingham and Roval Liverpool Hospital,
Liverponl

Berween MNovember 1984 and August 1986 45 liver transplants were performed
in 40 patients. 32 patients who survived for more than 3 months were ana-
lysed, Daily rrough whole blood CyA levels were measured by RIA. 14
r"l'.l.li'l"."li‘.\.'i."l-\‘:.I".l.'[i.l. studies were carried out following a single oral dose of {-‘-\._‘l.
Absorption was found to be extemely poor when compared to 8 diabetic
urHEmic patients.
er Cramsplare Diaghetic uraemi

Peak level -' £ - 180 1616 }j— 352

Time to peak level -3 +/— 3-3 hrs 19 4+ —1:45 hra

A rea-under-cuirve (15 -4 4 [— 584 141 ~ 32910

Four patients had persistent grossly abnormal liver function with bilirubin
I

A~ 400 wmol/1 their trouch |-."-.."-. remained low despite increased otal ij--\
g/ke), yer small iv doses achieved theraputic levels. Clampin

v T-tuhe increased ¢ laily trough levels by = 100%) except in ?;‘.mrntx
who had 1 [ roduction <100 ml/day (2 wi rossly abnormal liver functis
Biliary leaks (3 patients) and haemolysis (2 ients) produced a shaep rise
in levels.
Ten patients also had lev els measured hy HPLC. RIA/HPLC ratios varied
rom 1-8-9 being J'*" initially and increasing when liver function was poor
CyA levels in bile varied from 30 ng'ml o 72000 ng/ml when measuri ng |
hoth R1A and HPI [ Highest levels were associated with iv CyA, good liver
function, phenytein and haemolysis,

In conclusion CyA ab ~ii'l'111i‘n and elimination seems to be dependent on
liver function and the amount of bile production,

URIPEN N I W Ay AR sl

PAPER &

TRIPLE THERAPY IN PATIENTS WITH ATN KIDNEYS
FOLLOWING TRANSPLANTATION
A. Bakran and R. W', G. Johnson

University Department of Surgery, Manchester Royal Infirmary, Oxford Road,
Manchester, M13 W,

Immunosuppression using azathioprine, predniselone and low *-\.'L‘.__'I_'i'_'_l dose of
Cyclosporin A (CyA), in patients with renal transplants in l\ offers the
possibility of increased graft survival compared to Jum_ I § 0N Com-
ventional therapy whilst also reducing the risk of nephr i_ associated
with CyA therapy alone; although there may be a higl i.'1.'i;.-::'|;|_' of serious
infection. We g the validity of this concept by reporting our expe

using all three I|'Il"'I'IL|I'I.I..I‘\|.I!. p|-.-~1'-n protocols.  Conventional therapy con-
sisted of azathioprine 2-2-5 mg/ke “1-.I prednisolone 20-25 myg daily. The
triple therapy group al 1"I'nm ':.3.". at 4 mg/ky starti and increased to
full therapeutic levels as ATN resolved. The third oo up of patients toolk

17 mp'kg CyA daily

Triple SE Conventional
ALy
2050 + 0199 h

- f|||.-. F10M5
Graft Loss
3—.Ii|1'..n.
—differe
We conclude that triple therapy does not lead to an increased in
serious infection and may produce better graft survival in patents with rena
allografts suffering from A'TN,

Cﬁ,go.ﬂﬁml- '7""5“7
TN ol ult e 2"k
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PAPER 7

TRANSPLANTING THE HIGHLY SENSITIZED RECIPIENT
P. T. Klouda, T. C. Ray, J. Kirkpatrick, B, A. Bradley.

The 5085 scheme for trans
antibody reaction frequency
S0 tar 361 patients have been

with h sensitization are sex a

F. Transplant Service, Southmend Hospital, Bristol BS10 sND.

+d patients {HSP's] with
nitiated in February

ntered into the scheme. The risks asso
nd previous graft history, Non transplan

females and transplanted males constitute the largest two groups of HS5Ps.

by 31st December, 1986 transplants have been performed in 115 of the HSP's.

I'he 1 year graft survival was 56%,. A high rate of ea riy graft loss or prim

war observed.

y
O the 54 non-functioning grafis 26 [48%)

within the first 10 days post transplant,

¢ The degree of HLA-A and B matching had

R mismatching
ANC aft
survival in H5P's

afcz,,, -g «
30 g WS i)

no citect on the graft survival, However 1

- positive correlation between graft function

and ¥R matching was observed (see Figure)
I'he striking feature of the 0 DR mismatched

- group was the low rate of primary graft non-

function: 16%, compared to 24% and 27% in
1 and 2 mismatched HSP's respectively.

Other parameters influencing the graft sur-
vival in H5P's were the combination of the
sex of the patient and the number of previous
grafts. Female Ist grafts and male resrafis
had the highest graft survival (739 and 677

. respectively at 3 months).  First pgrafis in

males and regrafts in females had a grafi

survival of 60%, and 59% respectively at
3 months,

PAPER &8

PRIMARY RENAL ALLOGRAFT SURVIVAL AND THE EFFECT
OF SENSITISATION FOLLOWING DELIBERATE THIRD PARTY
BLOOD TRANSFUSIONS

S, Martin*, P. A. Dyer®, J. Manost. R. Gokal:, N, P Mallickt, and B. W. .
Johnsosnt .

*Tissue Typing Laboratory, Saint Mary's Hospital and
tTRenal Transplant Unit, Manchester Roval Infi mary, Manchester, UK,

sitice the end of 1982 we have followed a programme of planned transfusions
tor non-transfused and nuliparous patients prior to primary cadaveric renal
transplantation. The protocol is for three units of blood o be given, gach
at_monthly intervals.  Serum samples #Te screencTor panel reactive lvm-
phocytotoxic antibodies (PRA) at the outser and two weeks following each
transfusion. Altogether, 147 patients have entered the umme: 29
1200 became sensitised Dot in seven cases did the antibodies resct
k‘xlﬁm:';: than 10%, of the panel (ra 15-535%,). Eighty seven patients have
splanted of whom 77" still have functioning grafts.  This oo T
f r 134 recipients of primary cadaveric renal =

period but were not part of this p

Eighteen of the 87 recipients who had had planned transfusions [(20-/%)
produced PRA post-transfusion and four of those reacted with more than
109 of the panel, All patients received crossmatch negative grafts using the
' est positive and current sera.  The graft survival dees not differ between
the groups that did and did not have PRA pre-transplant (77:8% and 7689
vespectively).  For 64 of the patients that were unsensitised pre-transplant,
there are post-transplant PRA data,  Sixreen did and 48 did not produce
PRA post-transplant: their graft survival is62%, and 877/ respectively {Fisher's
p=0-037), We conclude that recipients who receive planned transfusions
have good graft survival. The sensitisation rate following transfusion is low
and the production of PRA does not prevent patients from receiving a transplant
nor does it adversely affect subsequent graft survival, However, the pro-
duction of PRA post-transplant is related to the poorer srafe putcome

/483-86  prac | prsnany cod ?;”Efi ]
¢} oma

Ucept ™"




PAPER 9

sPECIFICITY OF THE POSITIVE B CELL CROSSMATCH
C. I. Taylor, J. R. Chapman, A. Ting, P. J. Morris.
-____—-

Muffield Dept. Surgery, University of Oxford. John Radcliffe Hospital,
Headingron, Oscford.

positive B cell crossmatch [+ BXm) is ignored by many centres but is
ht in s0me -.I.U.I[I ELATICER 1D [ru.hL[ a poor outcome for renal 'rm'n;-
{ at the variable results relate to different antibod

specificities.  We have therefore used monoclonal antibodies directed at mono
orphic determinants of HLA Class T (PA2,6), HLA-DR (NDS522), and HLA-
D (Lew 100, to inhibit the cytoxicity of alloantisera and thus define the muole-
r spectficity of antibodies causing + BXms. Reduction of TeM by dithio-
threitol was used to determine the immunoglobulin class,

The BXms of 33 renal transplant recipients were analysed. 3 were due o
anti-HLA-DQ, 2 being IgM both of which failed, and 1 being TgG which is
functioning poorly ar three weeks, No +BXms were due to HLA-DR anti
bodies, but this situation was -.1L|u‘n_|. ely avoided in donor selection. 2 Tphg
and 3 J"(1 anti-HLA ( ||\\ J dies were positive with donor B but not
T cells, 2 of the IgG grafis ha i Only 3 of the 16 grafts with +BXms
due to §,:‘- non-HI. ". fautoreactive) antibodies have failed. 4 of the Ig(G
antibodies had no definable specificity and 5 ];r."'.'i tests were ?E\'.."I.If'li.l.'-.i]l_‘\. -
satsfactory, 1 vear graft sucvival was 37°% in 8 due o Ip( and 80% in 25
due to IgM antibodies. In conclusion +-BXms due to TeM non-HL "-. AT
bodies did not predict poor graft outcome.  The roles of +—BXms due to Ig(s
non-HLA, HILA Class I, and HLA-DQ antibodies remain uncertain, but
these techniques offer better definition of the exact cause of a positive B cell
crossmatch

PAPER 10

FATE OF RENAL TRANSPLANTS IMMUNOSUPPRESSED
WITH AZATHIOPRINE AND LOW DOSE PREDNISOLONE
10-18 YEARS AFTER GRAFTING

M. G. McGeown, J. F. Douglas, B. A, Donaldson, C. M, Hill, 1. A, Kennedy,
W. G. Loughridge, D, Middleton.

Department of Nephrology and Urology, Belfast City Hospital, Belfast.

The first 100 transplants in Beltast were carried outr 10-18 ve ggn,  MNinciy
seven received cadaver prafts, 3 living donor grafis, There were 91 first, 7
second and 2 third grafis.  All except 6 patients received pre-transplant blood
transfusion and all were immunosuppressed with I')'IZE'III'IE“ZI'.L' and low dose
predmisolone only. Patient survival for first cadaver grafis at 10 years was 58
out of 88 [(65-9%), total patient survival was 60 out of 91 (65-99,), Actual
graft survival an ]II vears for first cadaver transplants was 48 out of B8 {54593
whale 40 LJ.l|I\. had failed within the 10 year i, Of these 40 failed 15,
17 were due to death of the patient with a functioning graft, 8 of the deaths
occurring at least 5 years after the transplant.  Of the 17 deaths 12 were due
to vascular causes and 2 to carcinoma. HLA -A, -B matching had no
nificant effect in graft or patient survival at 10 years.  These results show th
the combination of azathioprine and low dose prednisolone permits long term
survival of grafis.




PAPER 11

SHOULD WE BE USING KIDNEYS FROM OLDER DONORS >
M. C. Foster, P. W. Wenham and R. W. Blamey.

Deparrment of Surgery, City Hospital, Nowingham

The shortage of cadaveric organ donors has resulted in the wse of Lidnevs

from older donors than is pe r|JIL“: ideal. We have analysed the results of

130 consccutive renal allografts performed in recipients aged 13 and over since
Tanuary 1983, grouping them according to 1'-“ L]; s age. 18 (149 of kidneys
were from donors aged 50-59 vears and 10 {8%,) from donors .|-r|:\' 60 and over
(range 61-76, mean 66 vears), There were no differences in FECIPMENT ApFc,
numbers of sensitized patients, HLA matching, ischasmic times and initial
immunosuppression hetween the groups.

Donor age i0-19 - 29
Mumber of patients 27 11
o with immediate function 59 &]
b stable funetion 72 B
P 3-48 months
e at six

-‘-H;:r:ilfnu‘ﬂ- fewer kidneys from donors over fifty functioned immediately

compared 10 those from donors under fifey (p < 0-001), and significantly fewer
.'-I.r |L|1|_l|u.-| (p = 0-02). However, there was no significant difference

in serum creatinine after six months in those patients who hod successful

transplants and received neys from older, compared o younger donors

In view of the chronic shorta ,_,-||].,||-L we feel that it is reasonable to use

kidneys from older donors on low priority patients who otherwise would not

have the chance of a transplant.

PAPER 12

PROLONGATION OF HRAT FETAL PANCREAS ALLOGRAFT
SURVIVAL BY CYCLOSPORIN—AN IMMUNOHISTOLOGICAL
STUDY OF ANTIGEN EXPRESSION

M. W. Brown, [. A. Bradley

T

University Department of Surgery, Western Infirmary, Glasgow

In srreprozotocin-induced diabetes in rats, blood gluicose may toke seve
weeks to normalise following transplantation of immature pancreata and
assessment of ejection | I on pglucose levels may be misleading.  Serial
immunohistoloy €3 ion of the transplanted pancreas may provide
an alternative ms of assessment.

Lnumially, the normal distribution of Class T and Class IT antigens on fetal,
neonatal and ad ‘at pancreas was determined using an i CE A e
!"L'I'l'l.‘\.i.d:l.‘\L' method,  Fol owing fetal pancreas :-___:|_5.|1|-|1-_;|r'r|'1 o the renal
subcapsular site in DA isoprafts and DA ——=PVG allop I1- with and
without oral Cy porine), rats were sacrificed at intervals 1_.\“: 2 days to 21
days and graft morphology, anticen expression and degree of infltration
assessed,

By day 4, Class T antigens were expressed on duct epithelium and islets i

isografts and unmodified allog grafts and on acinar cells in unmodified all

Class IT antigens (in rrafts only detected on interstitial cells) were ex

on duct epithelium by day 4 in unmodified allografis. Destruction of these
i!”I'I.L'I'i.Ir.['i progressed rap ||_1|_}, |__.-;__J|_5 r_'_:-|11_7_\:|._r|_ ';._.. day 10.

In cyclosporine-treated allografis, antigen w’.p""kainn closely resembled the

of the untreated fios rrafts and survival of ||_|-;~:|1I|,.,1| wrically intact, insulir )
ducing pancreatic tissue was prolonged to at lesst day 21 despite heavy in-
filtration by mononuclear cells.




PAPER 13

PATTERNS OF CLASS II ANTIGEN EXPRESSION IN
HUMAN KIDMEY
5. Brown, P. 5. Veitch, P. R. F. Bell, T. Horsbureh,

Department of Surgery, Leicester General Hospital, Leicester LES 4PW.

We have studied the antigen expression, in particalar HLA Class T and I1.

on cryostat sections from 24 pre-transplant renal biopsies, 4 renal carcinoma
biopsies and 18 post l|'.|r1-i|'||.i3'|:'_ renal biopsics from Cyclosporine A treated
patients, using monoclonal antibodies and an indirect immun o-alkaline phos-
phatase technique, The staining shown by the pre-transplant biopsics is
given in the following table:

Monoclonal Mo, positive biopsies | Mo, biopsies

ntibody Clomeruli Tubules  Inter-tubula Large wessel
—HLA Srructures Endathelinm
class I 4724 2013 034 1317

eluss 11 DR 21/2: erie

class TT M)
t+— Endothelium

*—Yimentin

A similar staining pattern was seen in the biopsies from the normal pole of
kidnevs from rensl carcinoma patients, In 8 biopsics from 5 patents who
experienced a rejection episode. occurring at periods from 3 days to 1-3 years
st transplant, the neral pattern of monoclonal antibody stalning was
similar to that found .I‘ the pre .|r||1..|-.|=|'|' biopsies although [|-|\_- class IT ex-
pression on renal ubules appeared more prorminent. However, in 11 hinpsies
trom 5 patients, with causes of renal dysfunction other than rejection (AT,
nephrotoxicity) the staining pattern was again similar; the class 11 expr ssion
on renal tubules undiminished. These results sugwest that class 1T anti Ten
s normally expressed on tubules within the ]mln v and that the Jevel of DR
expression cannot be taken as a clear indicator of rejection,

PAPER 14

IDENTIFICATION AND CHARACTERISATION OF TWO
DISTINCT WATER SOLUBLE CLASS 1 MHC MOLECULES IN
RAT LIVER AND SERUM

Sarah C, Spencer and John W, Fabre

Blond MclIndoe Centre, Queen Victoria Hospital, East Grinstead, Sussex,
RH1% 312

At the last meeting of the Socicty, we reparted the identification, bulk puri-
fication and |'Il_|.'il‘:li:lill'_‘.' studies on J-:'nn::|'--:|:-;_‘-\'i|'|;_ LMITIUROsSL 1 ||.'\-|'\-|I: n ,-.' i
small, water soluble form of the classical class 1 rransplar

(BTLA) of the DA rat strain.  In this study we have exte |.n|;

water soluble class T molecules by combining use of RT1.A specific mono-
clonal antibedies with another monoclonal ibody which we * found
be broadly reactive with both BT ] A and non BT 1A class I: 5. Normal
DA serum and aqueous extracts of DA liver were  passe d down RT1.A spec
monoclonal antibody affinity columns to remove RT1A class | _1_u|.~|
and then passed down the more broadly |-.*;u'ri'.1: monoclonal antibody affinity
column. Using this approach, we have identified a second water soluble clas
I molecule 1n rat liver and serum, This non RT1.A water soluble class 1
molecule has a heavy chain of molecular weight 41,000 daltons (linked to B2
microglobuling. J[ 15 slightly larger than the water soluble RT1.A class T
molecule des I‘I\_\.‘-IL‘\J'\- (40,000 daltons].  Bulk tfication and N
termninal amino acid sequencing of the non RT1LA anc RT1.A class I
molecules revealed two substitutions in the first 25 amino acids, a Tyr—
His at position 9, and a Ala——> Ser at position 24, These sequencing data
establish unegquivoca Ix' that OLT SOy d water soluble molecule is the product
of a non RTLA class I | > gene. The non RT1.A water soluble class 1
molecule was 1-r-.|:u| 11 |-II'5‘.'-‘ '-['-li.'ll'.".]lL'.“' approximately 20pgml) in the s serum
of the DA rat strain, and probably represents the rat | wlogue of the Q21
class [ molecule of the mouse. Thus the DA rar strain expresses 2 distinct
water soluble class T molecules in its liver and serum, an RT1.A class T mole-
cule and a Q10-like non RT1.A class T molecule, the larter being present in
much higher concentrations in the serum




PAPER 15

SPECIFIC SUPPRESSION OF MIXED LYMPHOCYTE
REACTIONS BY ALLOACTIVATED CELL LINES

Bart A, E. Vandekerckhove, Elvira J. Timmermans-de Jong, Anncmarie
Termijtelen and Frans H. J. Claas. (], T. van Rood)

Department of Immunchaematology & Blood Bank, University Hospital, PO,
Box 9600, 2300 RC Leiden, the Netherlands.

Mixed lymphocyte reactions [MLR) activated lymphoblasts can suppress both
proliferation and cell mediated lysis (CML) when added o a subsequent
wlLE.  Antigen specificity and the mechanism of MLR induced suppression
was investigated with special emphasis on the exclusion of suppression, MILE
I peripheral blood mononuclear cells (PEMNC) were culured for 10

1¥S d restimulated with the original stimulator cells and interleukin 2 (11.2)
tor an additional 7 days.  The lines that displaved specific suppressor activiry
upoi addition to an MLR, were further studied,

“"-IH"I'-“UI lines generated across a HLA ¢lass I and LB-01 {a DR B-II1
difference, suppressed MLR only when the stimulator cell
. same class 1 antigen as the original sumulator, 1
took place across a class T D'DR ﬂl]n.nu... either a ;
pPression o class T + D/DR specific suppression was obse . W '.1|_-n
stimulated across a DP difference on |'\-. | J_}]_ SpecHic sap |1||,-.-.|., 1 Was not

Furthermore, when analysed on the same panel, suppression correlated lin-
early with CML activity.  While suppression at the stimulator level (A ant
B MLR, A autologous to the suppressor line} could be specific for class T and
class I1, suppression at the responder level (B ant-A) was only class 1
specific,
These results are all compatible with the hypothesis that suppression is due to
lympholysis. “The fact that these lines were unable to inhibit the phyto-
haemaglutinin response of cells carrying the suppressor epitope, is not Necess
arily in contradiction with this hypothesis
Based on the similaritics of this expet imental model o the findings alter blood
transtusion, we suggest that allospecific CTL micht be responsible for the
graft enhancement seen after transfusions.

PAPER 16

THE EFFECT OF PRIOR PLASMA EXCHANGE & CYCLOSPORIN
A (CYA) ON ALLOGRAFT REJECTION IN A PRESENSITISED
HOST

N. J. Digard, E. R. Harris, K. V. Athersmith, J. Smith, M. Slapak,

Wessex Regional Transplant Unit, St, Mary’s Hospital, Portsmouth, PO3 6AD

Recipient PVG (RT1c) rats were presensitised to the donor strain DA (RT1
avl) by implantation of heart fragments into the rectus muscle. Subse
quently, cardiac heter stopic allografts were abdominally placed using a stan-
dard technique. Rejection was .1'~-"'|':|I 1ed by abdominal palpation and con-
firmed histologically. l.1-_ .|qu v'lu. of int *mi\-.' |1|-.- transplant plasma
exchange (IPE) [ | together
with immu |ih‘\'1|_'| ]n--:~.-.,1.k [h::.n‘u {‘1 T ':.._‘.kII"}'.'I!.'-:-F'_..[L'.II:IL'_ and Predni-
solone (CYP)), pre- or post-transplant was investigated.

CIRoUp LEpECcTION TI1ME (Days
ied with functioning graft rioxN Time

nsensitised
Insensitised
Insensitised

sitised

Sensitised

=54

These results clearly demonstrate that even in a previcusly sensitised animal
ant intensive plasma exchange, when c'.1'|""-in;‘:_1 with post-transplant
hly effective. A median survival time of over 84 days was actneved

in animals treated in this manner and furthermore, 507, of the grafts are still

‘.'Lll‘l,.n-.\nmj_: at longer than 200 davs,
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ANTI-IDIOTYPIC ANTIBODY ACTIVITY IN POTENTIAL
TRANSPLANT RECIPIENTS

A, Innes, I, Al-Muzairai, D. A, Power, K. N. Stewart and (¢, R, I, Caro.

Department of Medicine & Therapeutics, University of Aberdeen, Aberdeen,
Scotland,

One of the mechanisms responsible for the ** transfusion effect ™ may be the
development of anti-idiotypic antibodies.  Pre-transplant blood trar )
however, may stimulate lyvmphocytotoxic antibodies thus increasing

hood of a positive crossmatch test.  As renal transplantations are undertaken
as long as the current serum is crossmatch negative, ant-idiotypic activity
has been sought in non-cytotoxic sera from dialvsis parients who once pos
sessed ovtotoxic antibodies to target lymphocytes.

Four or more non-cyvtotoxic sera {AR2) from 6 transfused patients were tested

in the short anti-idiotypic antibody assay against normal lymphocyies known
to be killed by sera (AB1) from the same patient. Inhibition of = 507 was
considered positive pro '!I.'.\.. cell kill in the control wills wa i . |.|._||-||!__
seven serum/cell combinations were studied; anti-idiotypic ity was de
tected in 59 (68%) and only 1027 (37900 of positive sera were active against
HLA tissue typing sera used as AB1 (p=-0-01)

These results indicate that non-cytotoxic sera from his sensitised patients
still possess anti-idiotypic antibody acrivity.

PAPER 18

TRANSBRONCHIAL BIOPSY IN THE DIAGNOSIS OF PUL-
MONARY COMPLICATIONS OF COMBINED HEART-LUNG
TRANSPLANTATION
A, B L. Penketh, 5. Stewart. '-J . _.?.,_':_'-;.'-.L _I "q."';-;|||'-_1.nrk‘ T

Departments of Respiratory Physiology, Patholopy & Surpery, Papworth
Hospital, Cambrideze.

The lung is the targer organ for many opportunistic infections and is also the
major site of rejection in recipients of combined heart-lung transplaneation
The clinical features of these complications are often non-specific and difficult
to distinguish, but the treatment radically different. We have used trans-
bronchial biopsy performed via the fibreopric bronchoscope to provide histo
|L"_L'Li\.".I| material for ._:|i1i.:|'1-|'\'js' in 1 ant patients presenting with new res-
piratory symptoms,

Biopsies were performed on 32 occasions in 14 patients.  Inadeguate marterial
vas obtained in 3 cases (99%,) and 1 patient had a pneumothorax (3%,  Eight
biopsies were diagnositc of opportunistic infection, cytomegalovirus (6) and
pneumocystis carinil (2). In 7 biopsies there were features characteristic of
rejection and patients responded to aupmented immunosuppression (229
Four patients had lower respiratory tract infections with common path
and no evidence rejection or opportunistic infections (13%).  Biopsi
were unhelpful in diagnosis in 10 cases (319, and were particularly difficult to
interprete in the early post-operative period,

[}

Transbronchial biopsy is useful in the management of pulmonary complic-

ations of heart-lung transplanatation, particularly in distinguishing between
opportunistic infection and rejection.
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MONITORING OF ANTIREJECTION THERAPY BY FINE NEEDLE
ASPIRATION CYTOLOGY
C. 5. Ubhi, Jennifer Baker, P. J. Guillow, G. B. Giles.
University Department of Surgery, St. James's Hospital, Leeds
The first rejection ep -.m’(' in 35 cadaveric renal allograft recipients imr
suppressed with Cyclosporin A, was monitored by fine needle aspir
cytology (FNAC) to study the effect of antirejection therapy on the cellular
infiltrate. Each episode was treated with 0-3Gms Methvlprednisolone (MP)
[V daily for 3 days, 'J'i'lc‘ allograft cellular infiltrare was scored to derive o
total cellular increm . Following MP the TCI decreased to within
the normal range of 19 patie Czroup A} but remained abnormally elevated
in the other 16 |'l'.'l'[il.'l'|\  aroup There was no significant difference in
ind DR loci mismatches berween these 2 Froups 'r'il'r._.:n Crroup B
atients (93-8% IL'-..i'J.II_J |L.|1|_-.| antirejection therapy '--.- creas only 6 Grroup
."L 31-6590 ients had a second rejection episode within 2 -\.I-\.'.\'\- Additional
immunosuppression of ormal Predn iselone was required for 11 Group B and 2
Gyroup A partents,

Aczathio |‘I'in-' was subsequer introduced in 5 and 1 of these patients re
vely to prevent further deteroration in function.  FNAC in all of these

patients LIL onstratecd persistently increased cellular infiltration.  Only one of

the Group B failed to arain stable function but all other patients have func-
tioning grafts ar a follow up of 3-8 months
est that if FNAC does not demonstrare a response to 3 doses of MP,
patient is more likely o develop further rejection episodes and may
benchit by earher mtfoduction of additional 1mmune modulation.

Group A Group B Mann Whitney
n=19 n="1¢ Ll Test
2 X i
f rejection 160 Skd-d pNa

1 SPISOAEE
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SERUM LEVELS OF ANTI-HUMAN THYMOCYTE IMMUNO-
GLOBULIN AND THEIR RELATIONSHIP TO SERUM LYMPHO-
CYTOTOXIC ACTIVITY
o Marmn®, P, E. Brenchleyt, D. O"Donoghuet, P, A, Dyers, N, P. Mallick?

and B, W, . _.||,||§j‘__‘:i_:|:'|.;_

*Tissue Typing Laboratory and 1+ Regional Immun ¢ Laboratory, S
Mary’s Hospital and £ Renal Transplant Unit, Manchester Royal Infire
Manchester, LLE.

serum samples were obrained from 18 recipients of renal allografts atr the
outset, during and/or after their treatment for acute rejecton with rabhbit
anti-human thymocyte Ig (ATG: dosage 25 1o Smg/Kg/day). Serum ATG
levels were measurcd in an enzyme-linked immunosorbent 1ssay (ELISA).
swine anti-rabbit Iz was coated onto microtitre plates followed by test serum
in serial dilutions or ATG standards: binding was detected with peroxidase
conjugated poat anti-rabbit Tg.  ATG levels during the were in the range
a7-90ug/ml with one exception where the peak level was 40d4ug/ml.  After
treatment, ATG levels pradually declined to zero within 12 weeks,

All sera and ATG standards were screened for lymphocytotoxic panel re-
activity (PRA) using HLA-A, B and DR typed lymphocytes.  Positive sera
wers absorbed with platelets to TEmovE ALl ti .|.J..."|. |_] 1y T antihedies and were
also treated with 0-00M dithiothreitol (DTT) o dissocizte IeM antibodies,
Thus PRA due to anti-HLA class [ antibodies. TeM autoantibodies or ATG
could be differentiated. ATG standards at = 1lug/ml killed all panel
Eleven patients, for whom no sers were available untl after trestment, ha

oug/ml ATG: 7 had no PRA whilst 4 had anti-HLA antibodies. Seven
patients had detectable serum ATG and also PRA. In 3 of these cases the
PRA was atributed solely to the ATG: one patient has PRA due 10 ATG
and anti-HLA antibodies; two patients had PRA initially due to ATG and
subscquently o the development of autoantibodies; one patient had only auto-
antibodies,

We have shown that therapeutic levels of ATG can be sensitively quantitated
by ELISA:  As such levels of ATG can cause i oirre PRA it is important
that this should bc distinguished from anti-HLA or autcantibodies when
transplant recipients are being monitored
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IS PREGNANCY SAFE AFTER RENAL TRANSPLANTATION?
Christine Evans, D, White, J. M. Bone.

Royal Liverpool Hospital/ Liverpool Maternity Hospital.

since 1979 24 pregnancies have been observed in 17 patients with well-

tioning renal transplants, all on conventional iImmunosuppression. Th

P "Ii ents had 16 acru: ths (one stillborn’}: 7 miscarriapes and one ther
bortion.  All deliveries cxcept one were by Caesarean section,  Eight out o

births (50%} were preterm (normal for a healthy population 1040,

Growth retardation occurred in 5 neonates {339

Of greatest importance o the outcome is the etfect of hypertension (or its

Ireatment; at Conception ;

Hypertensive Mot hypertensive

Prognancies

Intrauterine growth retradation incl, mid trimeseet 1112 (ingl, mid trimestet
ahortiomn abworion)

‘reatment for BP

pressure was normal in all !.‘:i'li;."l'\ at 12 weeks’ --.-~L;||i|1|1 hyper-
tensive patients on treatment scemed motre at 1 earls nancy loss,
reduced ir 1 utering growth, and pre-eclam |w| I.:-..~|'|1|'v-| of blood [Hessire
It. BEwvenin patients with no hy ypertension but on dailv ster
the rate of toetal |-'l‘1\ anc early 1"'|‘-.|_ ¥ OWaS ||'|....|~.._|,| (ne paticnt
sre-eclampsia had acute renal failure post partum and required dialysis
- three wecks after which renal function recovered,  One patient developed
i rejection | eturned to dialysis after a second normal pregnancy
ne .'-.I['.'.III i% i'.~|l.lil'f1lg hypertensive control ar conception, the risk to
0erus is -.-'n-1' lerable (=50 foetal loss). Risks both to foetus and mod
T after transplantation, especially in patients with hvpertension,
55 pregnancy is gencrally successtul and patients should be warned
but not necessarily discouraged

Tt hidad  10em
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PREDIALYSIS TRANSPLANTATION IS NOT A RISK FACTOR
el FOR RENAL ALLOGRAFT FAILURE

I YIdoopoghues, P A |}:'.I-.'I': E. J. Acheson, F. W, Balla . R. Gokal,
N_P. Mallick, R K‘l. (3. Johnson.

Fenal Transplant Unit, Manchester Royal Infirmary

Successful transplantation prior to the need for dialysis in patients approaching
ESRF may reduce the morbidity, mortality and financial cost of renal replace
ment therapy. However, it has been suggested that long-term haemodialvsis
may be an enhancing factor for ift survival, DPossible reasons for this
included patient selection, the known beneficial effect of blood transfusion or
graft protecrive-immunological deficiency in the dialysis population,

Since 1973 we have attemprted to prodict accurately the date of ESRE in ous
predialysis CRF patients and have considered them suitabla for L splantation
within one year of expected ESRF.  Berween January 1975 and June 1984,
T42 grafis {551 Ist cadaver) have been performed of which 54 (48 1st cadave
were in previously undialvsed patients

Actuarial patient and graft survival was not significantly different berween the

predialvsis and dialysis groups

Mumber Patient Survival
I Year

Ty

Furthermore 1 il \.ul\.j-.lh.l grafts alone are considered of the patients are

divided into two cohorts—those treated with conventional 1'|'.1n‘.'|n.--u'|1'-'--u'iuu
without planned pretransplant transfusion and those immunosuppressed

Cyvclosporin A whe also received blood transfusion prio Cr -\||__|_ .||||'||
the patient and graft survival in the predialysis and i% g i

indistinguishable,

We conclude that predialysis transplantation during the 12 menths prior to
terminal renal failyre is ag successful as transplantation from our dialysis

population. o 5‘;‘

4
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HYPERCALCAEMIA AFTER RENAL TRANSPLANTATION

P. J. A. Gniffin. W. B. Ross, M. H, Wheeler, I. D). Williams, and J- B. Salaman,

Department of Surgery, Roval Infirmary, Cardiff, 17 K.

Hypercalcaemia has been reported as a possible side effect of Cyclosporin {Cy)
therapy {1). Since using Cy we have become aware of a relatively high
incidence of hypercalcaemia in our patients, a significant number of whom
have become symptomatic and have required parathyroidectomy,

Since November 1982 we have performed 256 renal transplants in 247 patients,
15% males and 87 females with 3 mean age of 43 (4-62 years),  All patients were
treated with Cy as pression.  Fifry three (215} patients
have become or 1ained ¢ iemic [serum calcium persistently =26
mimol/ 1] of h 19 (B9 wired parathyroidectomy. Of 22 patients
(9% who were hypercalcaemi nsplantation, 13 have required
parathyroidectomy and only 3 patients have s eously reverted to normo-
calcaemia,  Of those patients who were norm miic a1 the time of trans
plantation, 31 (12% have become hypercalcaemic and have remained so,
6 patients requiring parathyroidectomy.

In conclusion, we have observed both a high prevalence and incidence of hyper
calcacmia in renal transplant patients treated with Cy. The hypercalcaemia
has persisted despite good renal function and a significant proportion of these
patients have ultimately required a parathyroidectomy.

von Graffenried, B. & Krupp, P

Transplant. Proc, 1985 18, H76-883.
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RABBIT ANTITHYMOCYTE GLOBULIN TREATMENT OF
STEROID-RESISTENT REJECTION IN RENAL TRANSPLANT
RECIPIENTS RECEIVING CYCLOSPORIN A

O Dofoshie, A ]E.l!il'.“'.: B -"\-”“li.'-- 3. Morris, B, Pearson, P, Scortr,
M. Vites, F. W, Ballardie, R. Gokal, N. P. Mallick, R. W. G. Johnson

Renal Transplant Unir, Manchester Roval Infirmary,

I'wenty-one of the 120 renal transplant recipients in 1986 developed steroid-
resistant rejection {(SRR) within 90 days and were treated with rabbit anr
hym dobulin (ATG: Instivur Merieux). Initial function had been
and all were immunosuppressed with Cyclosporin A (CyAY,
ite rejection (AR) episodes that failed to respond o cony wnal hizh dose
fethyl Prednisolone were treated with a 10-14 day e of ATG (2-5-5
me/Kelday). Six patients had become dialysis dependent by the start of the
. and tour of these grafts were lost due to ongoing acute rejection,  Four-
teen of the other 15 episodes were successfully reversed.  Advers: _--_:.|.--_iu_nn,|"_}_ﬂ4,-. 4
common: fever (71, I|':I'|'|1'|'||‘|-.'||‘l|'!,_“::'\:'|i-. [ | ic Y and ﬂfu‘!’

nia developed in the majority—necessitat itinuation of 1 et

the
ATG in one instance.  All patients were n sectively for CMY i
infection, by virus isolation and serology. Five developed CMV, mwo were

asymptomatic and three had a prolonged febrile illness but none had serious

clinical sequaclac Q?"-”jf;
ACLTE ne-

&uwr
Five of the 16 responders had further episodes of steroid sensitive re- | d‘;'
jection and 3 have subsequently developed chironic vascular rejection [CVERD.

Two further patients have also developed CVR and focal secgmental sclerosis

has occurred in one.  One has returned to hacmodialysis, four have impaired

renal function and eleven have stable graft function {creatinine - 200 pml/1
between 3-12 months post-transplant and are immunosuppressed with CrA
(11} and Prednisolone (4).

i ATG §s effective and safe treatment for SRR in
5 LIMITTUNOSUp ed with CyA; however salvage 15 unlikely if patients

come dinlvsis dependent,
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SHOULD WE USE EUROCOLLINS SOLUTION FOR KIDNEY .
PRESERVATION? *ﬂq raka chi-u.d-f-ﬂﬂ

F. T. Lam, A. I. ID. Mavor, (3. R. Giles.

University Department of Surgery, 5t. James' Hospital, Leeds L59 7TE,
Nes ol loca donots | pome ﬁﬁ-*-ﬂﬂiﬁr
has been suggested thatr BEuroColling solution’is not optimal for 'ii.|l'!-\_"j~
VAt A retrospective analysis of 125 cadaveric kidney tramsplants
Vi wary 1984 and December 1985 has been carried out to
evaluate the effect of BEuroCollins {EC) and hypertonic citrate (HTC) solution,
There were 39 patients in the EC proup and 86 in the HTC group.  Both
Wwere ble 1n mean age, sex ratio, mean tme on dialvsis, numhber of
preaperdl lood transfusions, HL-A mismatches and mean total ischaemic
tme of the graft.

34 HTC kidneys had primary function {63%,), compared with 12 of the EC
kidneys (31%), {p=<0:01). There was no difference in either group in the
rate of recovery of kidneys with delayed function, or in the mean serum creatin-
ine of ving grafts at 6 months, At 6 months, 24 HTC kidneys (25°%,) had
failed, but only 5 EC kidoeys {13%,) had been lost. However, the losses by
'-"-'i'n'xli"'l‘ were similar in both g 138, and the difference 13 due to an excess
mortality in the HTC group.  Thete was no significant difference in 12 month
actuarial survival between grafts with primary or delayed funcrion,

Fhus HTC preserved kidnevs perform sipnificantly better in terms of primary

function and carly functional recovery, but there is no difference in late graft
— e —




