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PAPER 1

DOES REGULAR MONITORING OF CYCLOSPORIN LEVELS
HELP ¢

; Linda Woodhouse, P.J]. Guillou, (G.K. (Giles.

Department of Surgery, 5t James’s University Hospital, Leods,

In order to evaluate monitoring of Cy Z. : els we hs i
lasma trough levels 3 x weekly for 1ys atter 31 1~cgk|_;1|11 renal trans-
1 Our ‘objectives were, firstly define the levels at which nephrotoxi-
city (N'T) conld be predicted and secondly, to u_l,.._l ine whether a sate
therapeunic range exists which minimisés the chances of rejection and NT.
Plasma CyA levels rformed by an IH*[.L. .\..'.II'Iil.llJi. and iIZ-.' clini
status of the gr: ras reviewed daily and defined by standard «

wephrotoxicity o ATN.

T emisodes occured in 7 patients, 4 of whom alse had episodes of rejection
levels during ! 124 + 822 ng ml} were significantly highér than in
with stable funcoion (21 dng/mly {p=0.001 I'he o CyA

levels over 7 or 14 days of Treatment 'm.-. hicher with ™N'T than with stable

on or rejection [T

cLeeT |u|L|..||Ix experienced rejection with 3 graft losses.  The mean Cya
le during rejection was 222 + 13.2 ng/ml.  There was no difference
berween the CyvA levels of patients whe lost their grafrs {296 + 33.1 ng/ml)
and tl ] e rejections were successtully rreated (224 = 18 na/ml).

It is concluded that regular monitoring does not define an effective
plasma levels which minimises rejection or MT. However the mean CyA

levels obtained over the first 14 days & antation may predict IN']

PAPER

THE DMFFERENTIATION OF CYCLOSPORIN NEPHROTOXICITY
AND ACUTE REJECTION BY URINE CYTOLOGY

E.P.M, Williamson, B.]. Millar, KA Criddle.

Fenal Transplant Ui, Royal Liverpool Hospital, Prescot Street, Liverpoo

tion between Cyclosporin nephrotoxicity and acute rejection is a

oblem in renal transplant recipients,  As Significant lymphocyturia
is said to accur in acute rejection alone, we have cviologically examined the
uring of renal transplant recipients o see whether lymphocyiuria alone wa
diggnostic of rejection.  Air-dried fixed smears of urine sediment in 55 t
in 31 patents were stained by the Methyl green-Pyronin and Leishman tech-
nigque and examined by higl wer 1 g eTa by Diapnosis was assigned
indly by reteospective analysi lindcal, liochemical and pathological para-
MEeTErs il'l\.-'l..l.i'.l:_i I'racue biopsy, HPLAL 5 ¢ blood Cyclosporin levels, renal
interstinal pressure meast wents and response to troatment. 2325 xul e
rejection episodes were associated with significant lymphocyturia (= 2/HPF
(sensitivity 92%, specificity 93%). 12/12 episodes of Cyclosporin toxiciy
alone showed no lvmphocyturia. inonal 16 non-rejecring cases
normal, 2 ATN, 1 severe UTI, 1 chest infec there was no Ivimpho

In 2 non-rejecting cases, one normal and one with severe

rid. I'he absence of lymph I.I\"\. [ES W

on-rejection and 697 spec
The technique - is potentially chimcally useful in differ
from other cavses of deteriorating renal allograft fun I
mvasive and « and can be performed in a ward e-roam




PAPER & PAPER 4
CLASS [T MUC EXPRESSION IN THE DIFFERENTIAL DIAGROSIS

THE INFLUENCE OF IMMUNOSUPPRESSION ON INTRA-ORGAN
OF CYCLOSPORIN A NEPHROTOXICITY IN CLINICAL RENAL

PRESSURE MEASURED IN REJECTING HEART AND KIDNEY
TRANSPLANTATION. TRANSPLANTS
arcerct, A0, Milton®, [..Barretct, Y. Taubel, M. Bewickl, . Fabre B.S. Vasir, H. Hohmeier and J.R. Salaman
srement of Nuclear Medicine, King's College Hospital, London 5.E.5

g I Department of Transplantation Surgery, The Royal Infirmary, Cardiff,
GE2 154

Blond Mclndoe Centre, Cueen Victoria Hospital, East (Grinstead, Sussex,

EH19 3104

2 o | I Yl o
T, LMEIWICH ELOST ital, London

Intra-organ pressure (TOP) has been noted to rise in rat heart and kidney

oing rejection.  We wished to know it immm
ot o : - : S = alish or delay this rise, Crroups of B-12 IDA dor hearts
erentiation of Cyelospaoris phrotoxicity from acute rejection is : ansplanted to neck or abdomen respectively of Lewis
rats, Both the hearts and the kidn I by 7 days. TOP measured
: 3 . : : | = (L01) from 28.6
in snite "II. '{!fl.'“ 1 cellular fltrate. do no T ;_-_|a,-|.| CXPress1on of it henigs (27443 I'.IIILH-_: in kidneys y 624+ 3 (51.64+9 mmHe
: | MHC antigens.  In contrast, substantial increases in class 11 MHC Cyclosporin i/m at a dose of 20 mg kg/day completely suppressed reje
CESI0N QCCUrs untreated rejection.  Hence an evaluaton of MHOG class IOP in the all s remained in the normal T
: mg/ke/day of Cyclosporin was less effective allowing a temporary but signi-
ficant rise in intramyocardial pressure on day 3, although no
tuken at times of renal dys- With 2 mg'kp of Cyclosy all the cardiac allografts
clags 11 MHC anticen expression pressures and hall were rejected by day 18,

ransplant patients. Recently it

een dem ited in the rat that cyel W treated ladney allo

IS WEre rejectied.
had raised mvocardial
’ \ All the kidoney allografis survived
nonomerphic mouse monoclonal although intrarenal pressures and creatinine levels remained significantly
y patients, additional biopsics taken at or within 2 day raised Fhe addition of methylprednisolone 16 mg/kg/ip on days 6 and 7
for base-line comparisons.  Diagnosis of cvelospeorin low (2 mg/key Cyclosporin treatment had a striking -_:]-_-.:I. Faised mvo
s made retrospectively on the basis of chnical and pressures promptly returned o normal and all the cardiac all
he biopsies for class [T expression was made Similarly intrarenal pressures and creatinine values were T

natients’ histories or clinical diagnoses, in the rats with renal allografis. IOP values accurately reflected
iveness of immunosuppression, and in both heart and kidney alloprafts
pressure rose sipnificantly when immunosuppression was reduced and fel
when steroids were given

only faint staining for class 11 antigens in cortical

e level of smining in cortical tobular epithelial

of clags [T MHC expression.  Eight of the nine

3 iributed to cvelosporin A toxi

of class 11 expression. In contrast, nine of the ten

of rejection bad easily recagmsed i CASES 1R

avaluation of class 11 MHC expression from biopsies
fin A nephrotoxicity from acure rejection.. Moreover,
i1 14-2 15 Fhe test 18 theretore likely

ause of renal dysfunction

A treated renal trans




PAPER 5

MAGNETIC RESONANCE IMAGING OF RENAL
TRANSPLANTATION
MW, Brown®, |.A. Bradley®, |.DD. Brigos®, B.].R. Junor®, G.T. McCreaths
N, MchMillant, 5.C. Macpherson™, J. Pattersont
* Renal Unit and Department of Surgery, Western Infirmary, Glasgow.
Magnetic Hesonance and Department of Radiology, Southern Geners

Huospital, Crlasgow

3 Department of Radiology, Western Infirmary, Glasgow.,

Magnetic Resonance Imaging uses the energy emitted from protons following

xternal stimulation by a radiofrequency of known intensity. An image 15
built up from the sig which is dependent on the proton density, the MMR
relaxation characteristics of the tissue, and any motien in the area being studied.
To define the soops of NRI in the assessment of the renal transplant patient
& pilot study of 30 iInvestigations | patients was cats out 1o identify the
imaging conditions which woul ovi he most information about the
transplanted kidney, Ulsing a 0, lesla resistive imager with a localised
1d 8 combination of IR 100, IE 700, and SE 80 sequences, we

to demonstrate reduced o cdul differentiation in acure

rejection, a distended collect tem i obstroction, disturbances in blood
supply an - TIALL ixamples of these abnormalities and of
normally functioning renal transplants will be shown.  Studies are now in
progress to define the role of this investigation in the assessment of the renal
transplant patient and to compare i€ with sTiEations currently in use

PAPER 6

POST-OPERATIVE MORBIDITY AND MORTALITY OF LIVER
TRANSPLANTATION

R.M. Kirby, P. McMaster, D, Clements, 5.G. Hubscher, L. Angrisani,
W.AJ. Jurewicz, . Adams, J.A.C. Buckels, A'B. Jain, E. Elias

Cueen Elizabeth Hospital, Birmingham,

The main post-operative problems following liver transplantation have histori-
cally been technical complications, rejecnons and infection. Significant
improvemnents in patient survival followed the introduction of Cyclosporin A
in 1980, The current study was undertaken to see if these improvements
resulted in less post-operative morbidity

3% patients have been rransplanted using i':-.lmrclln A, with 24 surviving
The tI irty day hospital mortality was 27.87%, and the actuarial 1 year survival
was 56%,. 8 patients required surgery in the post-operative period for blesd-
ing {2), biliary leakage and obstruction (3) and duodenal perforation (10, 3
patients required surgery i removal of abdominal packs. Acute rejection
occurred in 18 patients.  ( uc rejection occurred in 4 patients; 3 of whom
were retransplanted,  All surviving panents had biliary bacrerial

ation, but this progressed to cholangitis in only 6 L’Jp'.u'-:'l;lui:-
infection .'-\._Ll’.:\! in § patients and 1 patient developed ux]\l'i.'.l."1'1:..
patienmts, all of whom died, ha d other serio us o Im‘ljulllu‘b including
per-operative. or post-operative blood  Jos: 70umits}] and renal
Chest complications, .|I..F:n.|-€|1 Common, I["l'.'.]".:l ffusions 26, collap
solidation 17) were rarely a cause of serious morbidity in isolation .'III.I-.Jli"'
more than halt of all patients undergoing live insplantation will survive
more than one year, the post-operative period is still one of high m worbidity
and mortality




PAPER 7

AUTOTRANSPLANTATION OF ISOLATED ISLETS OF
LANGERHANS IN THE CYNOMOLGUS MONEKEY

DWW R, Gray, (. Warnock, R, Sutton, M, Petters, P, McShane; P.]. Morris
The Nuffield Department of Surgery, University of Oxford, John Radcliffe
Hospital, Headington, Oxford, England

W have recently described a method of dsolation of islets of Langerhans from

the human pancreas (1] and have now adapted the method to the cynomolgus

monkey pancreas. The yield of islets obtained from 13 monkey pancreases

was a mean 1319 islets per gram of pancreatic fssue {range 5333-1800) and the
v of the preparation varied from 5 to- 159 isler tissue,

12 cynomolgus monkeys underwent total pancreatectomy, preparation of
islets from the excised reas and autotransplantation o either the splesn or 10
the liver. 3 animals received no transplant and became immediately diabetic,
surviving 4 to 8 day 4 amimals became normu demic after intrasplenic
islet transplantation, and survived & wecks, at which time splenectomy was
performed with immediate onset of diabetes. Splenic vein insulin sampling
confirmed the spleen as the source of insulin, and histological examination
showed implanted islet tissue in all ¢ 5 animals | |
after introhepatic islet implantation, 2 animals subse t

at 4 and 5 months and 3 animals stll have functoning grafts, the longest
function being 9 months. These results sugges) 1 sufficient 1slets can be

extracted from a single donor pancreas to reverse diabetes

(1 Dhabetes 1984:33;1055-1

PAPER &

HISTOLOGICAL APPEARANCES FOLLOWING RESCUE
RETRANSPLANTATION OF REJECTING PANCREATIC
ALLOGRAFTS

(7.E. Morris*, 5. Thint, R.Y. Caloet, M.L. Browse*, L. Roberts*, T, Rutt™

* 5t. Thomas' Hospital, London, SE1 TEH
+ Addenbrookes Hospital, Cambridge.
An important factor in assessing - future viability of va
pancreatic transplantation i » capacity of th att t amn effective
endocrine structure and function following tre -t of episodes of acute
rejection.  We have examined this in the rat by transplantation across a major
histocompatibility barrier followed by gr -rransplantation inte the original
strain.  DA-DA-TYA was the is i A control, DA=Lew-12A
the allograft rescus combinati | ! Lew mransplants were
examined concurrently.  Streptozotocin rendered all recipients disbetic
ligation was performed. Grafis were isolated intra-peritoncally with latex

os and retransplanted after 1=6 days. Pancreatectomm

ination were undertaken 2 weeks

t 3 days exocrine cellular rejection was |
an additonal humoral comp . Variable lvmphocytic infiltration occurred
in the islets, Dt ition artefacts were extensive.  Retrans) ed 3 day
allografts had reduced infiltrations with 1 15lets similar 1

, but more islets were disrupted with damaged beta cell

In conclusion, some early ‘ n appear reversible in
model, but a degree ¢ age had occurred at [east 3 days

betore blood sugar elevation.




FPAPER &

URINARY AMYLASE AS A MARKER OF REJECTION IN DUCT

TO URETER DRAINED PANCREAS GRAFTS

.5, Powell, N.]. Lindsey, M.5. Nolan, P.F. Boyle, K.N. Wiley, 8. Beck,

4. Herold and M. Fox.

and Transplantation, Royal Hallamshire Hospiral,

ence N pancreas rans |'I|'IJ'.‘.-.I|.ll'I'. has shown that ductal

nary tract is an effective |‘|‘-.||1 d of manag ing the p |u] lem

? SECTerions with the avoidance of fibrosis and ensuing endocrine
1 tollows duct ablation.  Changes in graft exocrine function can

measured with a view to monitoring rejection by changes in

nc transplantaton was performed in streptozotocin
1x1) hybrid male Tats using a ¢ uff tecl |.u-.|I|= with duct
T CROCrING Gralna, EE 12 levels were
.\.'a.| daily and correlated with se uoose values,
afted animals urine amylase 1 Ve 2 }Hrs i
zraft functiom.. In the ralted ani |.|1r'|~!"jc amylase
i peak ar 1 fon [ lay. A significant de
erransplant levels prec d the .". iy Iy in and hyperglycaemia

EL 1T o)

an early sensitive indicator of 1 .|||5_“|I.' ]
wi histe !
that rejection occurs earclier in the exocrine element of the
pancreas, than the islets of Langerhans

PAPER
IMPOTENCE IN RENAL FAILURE

Christine Evans — Renal Transplant Unit, Roval Liverpool Hospital.

Clive Crlass Department of Chnical Psychology, Umiversity of Laverpool.
Over 75%. of men on dialysis are imj it.  The causes inc drugs.
atherosclerosis, autonomic 1 ithy (diabetes), hyperprolactinacmia and
psychological | ems,  Many will improve after transplantation

patients have been smdied with hormone estimation, nucleide
nocturnal penile tumescence studies : T
ect adequate ere ns during sleep indicating : | ‘-i"\.'-.'..l-.'-.l. -
eical cause of impotence. ' patients have been studied on « , fourteen
after transplantation and five both before and after isplantaton, . 1'wenty

one patients have had NPT's. Of those fully evaluated, the diagnosis and

esnlt of treatment are as follows:

On Dialysis After Transplantation
5 37

Cause psvchologic

5110

better
ety

the five patients invest =d before and after transplantation improved

Ten patients were counselled because of psvchological problems, eight were
much improved (ther ments consist of hor A | ent and pe *|'||J
prosthesis, three out of e ossible, irreversible cal
impotence should be diagnosed and treated prior o transplantation EVeT,
counselling especial a wait for a transplant is very valuable and may
save threatened partnerships




PAPER 11

THE AVAILABILITY OF ORGANS FOR TRANSPLANTATION:
A THREE YEAR STUDY

B.M Smithers, (. Cooksey, BOW. Blamey.

Nottingham City Haospital.

The records of all patients who died in the five intensive care units, covered
w one transplant unit, were examined. [he population in the district during
time of the study was 1.42 million. The later six months of 1985 were
ined concurrently and the previous 42 months retrospectively.  All

who were ventilated and diagnosed as brain stem dead, without gross

sepsis or mahgnancy, were considered o be possible donors

Hesults Kidney donors and brain dead details

1953 1084

Faral possible d 37
['his means that there are 51 possible kidnevs/million/annum of which only

1997 are used for transplantation

Of the 108 patients who were possible donors in the three vears 76 [ 15/million
z 13/ million/annum)] were possible

organs taken were five hivers and 14

annum} were possible 1
heart donors.  The actual nu
hearts
& Dombey and K pink m recognised a possible 43 Kidneys
rp L ¥ 17 L 3 Y r

mull populabion 1 one vear with | 1 tram ed [1). Ten vears
laret ere has been some improvement (49 "ans but the full
cadaveric nation s yet o be realised. Alarmingly, in the
study seven out of a possible 15 donations were recognised as
e Knapp, Moh  Prospective suevey of availability of cada

va for transplantation

482-483,

PAPER 12

SUBSTANTIAL RBENEFITS OF HLA MATCHING IN KIDNEY
TRANSPLANTATION

WK, Ginlks, B A, Bradlay, 5. M. Gore.

MREC Biostatistics Unit, Cambridge, UK and UK Transplant Service, Bristol,

Lk

I'here have been many reports of modest improvements in graft survival
through HLA matching. We report a orous statistical analysis

first cadaveric kidney transplants recorded by the United 1wdom Tr:
Service, HLA-matching has produced ecnormous improvements in

for very well matched grafis, but only slight improvements have re
moderately good matching [ lable). o tar, few grafts hav

stantially from HIA marching, but simulations show that over 60

could be beneficially matched against a waiting list of 3000 patients. These
results are reviewed in Cyclosporin treated patients and in retransplants.

Total HLA , l=year Relative p=value Transplants
(A+BLDR graflt riskt
mismatches suryival*




PAPER 13

DOES MATCHING MATTER IN PATIENTS TREATED WITH
CYCLOSPORIN A (CyA)?

K. R. Harris, M.J. Digard, D.C. Gosling, B. Gardner, D.G. Tate, K.V, Ather-

smith, M.J. Campbell, V.I.. Sharman, M. Slapak.

Wessew Regional Transplant Undt, St. Mary's Hospital, Portsmouth

I'he importance of HILA matching and pre- lant blood transtusions

(PTFE} for renal transplant patients treated with CyA is still the subject of

debare.  We present here an update of our single centre study of 337 patients,
191 treated with CyA and 146 treated with Azathioprine and Prednisolone
(Azal. Only patients on whom full HLA mak rwis available were included

and patents dvine with a funcoioning erafi were withdrawn at the time of

death

Our results show that for patients receiving Az, graft survival decreased with
increase in number of mismatches (MM) at HLA A, B or DR, the strongest
effect being seen for HLA B.  No effect of PTF or recipient sex was seen,
For patients on CyA no benefit of close matching at HLA A, B or DR was
seen. PTF were deleterious and female recipients had a 207, better graft
survival rate than did males

12 MONTH GRAFT SURVIVAL RATES

]

PFAPER 14

ERYTHROCYTE MISMATCHES D NOT APPEAR TO AFFECT
KIDNEY GHRAFT SURVIVAL

B.A. Bradley, . Johnson, W.EK. Gilks, 5.M. Gore¢ on behalf of the UKTS
WSErs.

UK Transplant Service (UKTS), Southmead Road, Bristol BS10 5ND, UK
MRC Biostatistics Unit, 5 Shaftsbury Road, Cambridge CB2 2BW

II'I: arc no l.II"I':l-'iI,'I'l.”\I'-'\,' b

matches in renal al study

was initiated by the UK I ; ; 10 000—
Blood splesn samples w

Lutheren, Lewis, Dutly, Kidd and Kell s . ratory with a
4

common set of reagents. A microtitee me 1 was used thro L [y pang
results we frequently ch it samples arcful note was
taken of bload 1 ; In over 3000 samples the effect of recent
transfusions was investig i fi e AN IMPOrtant source
letermining the phenotype, chang 1p or down the frequency of ]

| this was ] mn i ase in heterozygous pheno-
types.  Ciraft survival was examined : { 1 G in 1126
first cadaveric transplants; univariate ar

mismatches do not significantly affect graft survival.




PAPER 15

THREE YEAR EXPERIENCE OF DONOR SPECIFIC
TRANSFUSION (DST) AND CONCOMITANT
CYCLOSPORIN A (CYA)

A M. Hillis, . Duguid, C.M. Evans. J.M, Bone, A Sells.

Renal Transplant Unir, Royal Liverpool Hospital, Prescot Street, Liverpool,
LT 8XF

as started in 1983 to sec if CyA

)5 sensitisation following DS
pe masimatch and a reactive mixed Iympho-
M0 mls of fresh blood ar 2
rals, 8 weeks before transplantation. 21 patients entered the

ment group and received CyA {10 mgike) from one week before DST
plantation was performed if T and B cell crossn 108 were negative 4
after the last DST. 625 patients given DST alone were sensitised, 1
Iv and 3 ','-|_'|':||_|_'_:||_'|:_'.|'L_ One r:-:'li.;n' had a i"l'l\'|i'\.'l.' crossmatch o has
donor before DST which did not alter. 17 control patients were transplanted
from their donor. One graft was lost to rejection, 1 to recurrent disease, both
after 18 months.  5/21 patients given CyA and DST developed transient B cell
antibedies lasting 8-12 weeks, were wansplanted,  The remaining 16 patients
received their grafis as planned. There were 2 graft losses; one patient died
of myocardial infarction with good renal function, 1 graft was lost to rejection
during severe infection with CMV,  Graft survival was 90 n=26] in both
groups 2 years post rransplantation, plasma creatinine was 149 & 18,171 + 19
umol/l in control and treated tespectively. Conclusion: CyA appears 1o
reduce the risk of sensitisation without prejudicing the blood transfusion effect
w subsequent graft function

A prospective controlled rando
would reduce the reported incide

PAPER 16

BLOOD TRANSFUSION (BT, HLA-DRWG, AND RESPONSE TO
DNCE SKIN TEST

D, ‘T=sakiris, M. Watson, J.D. Briges, B.].R. Junor.

Renal Umt, Western Infirmary, Glasgow

‘he cell-mediated immunity of 460 long-term dialysis patients was tested
ing the DNCE test,  Among the patients sensitised to DNCE prior to any
95 of 1539) were strong responders compar 3% (74 of 301) of
those senaitised o DMNCH atter one o : T {p (I3 HILA-
rong responders
(950, 18 of 19 compared to HLA-DRWG pegpative p G [ 5 , S8 of 117:
p=001, p value corrected for the number of HLA-DR a cns studied),
but only when sensitised prior i T, Serial DNCE test revealed a rise
in the e from £ 37 o 6.8 £ 50 {(p=0.005) a 1 only when
palienis were sensitised or to BT, Finally > DNCEB score had value in
predicting subsequent graft survival especially when patients were sensitised
following BT. These results provide further evidence that BT depresses the
CMI, and support the concept that HLA-DREWG is a marker of a strong CMI,
but this may be modified by BT. The BT sratus has 1o be raken into accoumnt
when interpreting DINCE scores in the prediction of graft survival.




PAPER 17
THE NEUROPATHIC BLADDER IN RENAL TRANSPLANTATION

Christine Evans — Renal

Liverpool Hospital.

ransplant Unit, Department or Urology, Foval
Alan Woolfenden Department of Urolopy, Roval Liverpool Hospital

Sirice 1979 tenn patients with neuropathic bladders have been fully assessed
prior to transplantation.  Four patients have spina bafida, two pelvic trauma,
one spinal tumour, one sacral agenesis, two Unknown actiology,

thic bladder can be suspected on clinical grounds but can only be
uradynamic stidies. The neuropathic bladder is unstable,

acontractle with evidence of outflow and obstrction ureteric

Pre transplant management of the seven patients who were using their own

bladders at the time of end stage renal failure included
IMvision of distal sphincter — 3
Bladder neck incigion (BMN11 — 2
Bilateral nephrectoany for gross refluxy — 4

Six of these patients have received renal transplants and all have satisfactory
funcrion although one patent required BN1 1o correct outflow obstrucrion.
One patient is awanning transplantation.

['hree turther patients had urinary diversions in infancy and subseguent
required renal transplantation.  Bladder recyclin

4 A ._'||‘:|||:'-:-.l_._' |'.'-.-.
patients have reused their bladders atter transpl tion and are satistacror
although one has oceasional enuresis, and the other employs self catheterizarion.
['he proper evaluation and treatment of the neuropathic bladder prior to trans
plantation i3 essential.  With appropriate treatment bladders may be reused
after many years.

PAPER 18

SYMPTOMATIC RENAL OSTEODYSTROPHY (RODY AFTER
TRANSPLANTATION; TREATMENT WITH 1 (OH) VIT.D
1 OHD.
P.5. Williams, AN, Hillis, B. Millar, A. Carty, R.A. Sells, J.M. Bone
Rerional Renal Unit, Roval Liverponl Hospital, Prescot Street, Liverpool,
K

pne patients who developed bone pain with a raised alkaling phos-
2 36 days post rransplantanion were 1 vith OHD
Pain was 1o the lewer bz in 19 pani !
eakness and I
1. Ha gical examin: showed ROD or skeletal demineralisation
in 16 paticnts. ol {uet) B showed no evidence of aseptic nec-
: ; i3 20121 par
months and AP fell trom 286 + 80 11
:ll\ Al NTs anda 1 o oat VAT, II- -|:i-\.'-|: L'I]'“." Lh
OHD were assessed 1 itients {17 symptomatic patients and § IS
on 1l OHD post transplantation.  Immunosuppressive therapy was Cv A alone
n 1dand Az'Pin 11, Serum calciom {Ca)l increased in all patients (2,64 + (.04
112 (.07 mmol/l), calcium phosphorus product (CalP’) in 24/23 pavients
0.01 o 3.82 + 0.3 mmeol/l), mean plasma creatinine

14.8 o 206 <+ 228 mimol/l but fell o 1495 4+ 1iLE on

5. Scrum P was elevated a8 patients but noemal in 4

dizcontinuation 1 OQHD a stronget correl 1 bertween rise in

1 CalP (r=11.93) than 1 lone (r=~0.74}, Cr increased by =30
11 patients, 10 of whom received CyA (CyaA v Az X7 p= (0.0

Dosage of 1 ORI, star o, Cr clearance and (€ vere coamparabile in
patients on CyvA or Az/P PO was lower 1o Az treated patients

(074 £ 0,05 mmolll: o f 0.94 > mmoll; p
lusionn: 1 OHD iz sympromatically effective in such patients bur the
¢ employed j i rise.in CaP and Cr.  Az/P offered relative

roteciion to 1




PAFPER 1%

A CONTROLLED TRIAL OF TRIPLE THERAPY IN RENAL
TRANSPLANTATION

J.R, Salaman, P J.A, Grifin, W, B, Ross and [.D, Williams

Department of Transplantation Surgery, The Royal Infirmary, Cardiff,
CH21S5E,

Li ~.|r|_ Cyclosporin alone or with steroids, 23%, of our patients f'.:l\:_' lost their
cadaveric kidney ir: insplants within one year,  Triple ther ias been advo-
cated as being more effective (1) so this Immun IOSUPPIessive Protoc ol has been
1|'_--,.'-.| In & <on ed clinical trial. Fifty five I'L-\.JI.]-..I'l. s of cadaveric J-Ld 1€YS
(45 first nsplants and 10 rELrAnsp lants) were randomised to receive Cyclo-
gporin (8 mg k) alone or triple therag onsisting of s i
Szathioprine: (1-1.5 mg/kg) and Pred 1_\|'-|“|:|\ L3 mg

therapy paticnts were converted to Azathiopring and Predn

months and all patients have been followed up for 6-16 mor

groups were well marched as regard numlb (27 versus 28) !
mismatch, previous blood transfusions, previouws tra nts and  dialysis
treatment,  Rejection odes in the triple therapy group were significantly
less common (0.7 £ . 7% 1.3 £.9 P& 1) and fewer |-5'.'-:f'|L'_‘-"~ WEre ::.'_i:.'l.[;-.l
(0w 5). However, \lﬂﬂl'lh.‘h v more patients developed infectious complicar
wong (10 v 0 p= 01) and more patients died (6 v 1),  Seventy f“"l'l eT cent
of the transplants in ecach group are currently functioning.

triple therapy has not improved the results of cadaveric renal tran 1splant fio6n
since the better control of rejection has been outweighe

norbidity and morzality,

(1} Frics. D, etal. Transplant. Proc, 1985;17: 1222-6
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DEMONSTRATION OF AN EXTRA-RENAL MECHANISM IN
SUSTAINED POST-DEOXYCORTICOSTERONE (DOC)
HYPERTENSION

L. avicivitilan, B M. Bolton, |.A. Bradley, AF. Lever, W.E. Bro

Department of Surgery and Medical Research Council Blood Pressure Unit,
Western Infirmary, Glasgow, Scodand.

Following renal transplantation sustained hypertension, despite bilateral host
nephrectomy, may be attributable directly to the graft {eg renal artery stenosis
or chromic rejection) o alternatvely it may be due 10 e enal mec 1SS,
Using an animal model of hypertension we have iny thie possi

of extra-renal mechanisms in maintaining hypertension after successful renal
transplantation and in the absence of graft rejection

Hypertension was induced in male Lewis rats following unilateral nephrectomy
by administering DOC (12,5 mg thrice weekly) and WNa Cl+0.2% KOl as
drinking water for four weeks. Systolic blood pressure was measured using
an indirect ’I.'-.,,i'||'li|_'|||;_" Renal transplantation with removal of hos kidnev(s

1'.':|~ performed 10 weeks post-DOC and blood pressures recorded for 12 weeks
after transplantation. Renal transplantation {n | NOrITIHENSIVE
:||'|||'|':|Iu failed to alter recipicnt blood pressure.  Normotensive animals
(mn=23] which received kidnevs from hypertensive rats remained normotensive.
Lastly, hypertensive rats (n=58) underwent renal transplantation from nor
motensive animals.  Although this 1|||~' v lowered blood pressure, (146 & 3
mm Hg oneweek post transplant] there was a pr s51ve rise in blood pressure
subsequently and by six weeks the an ||1'|I-. were markedly hypertensive

130 13 mm Hg, p= 0.0:01

at extra-renal mechanisms, suck
maintain |1}r;r'.-.'|'-\'.-'|'| despite the esence of normal ren:
% one explanation for fatlure of bilate st nephrecrony

to improve blood pressure controld,
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VIRUS INFECTION AND AUTOLYMPHOCYTOTOXIC ANTI-
BODIES IN RENAL TRANSPLANTATION

A M. Macleod, . Kurtz, J.R. Chapman. A. Ting. and P.J. Morris,

Nuffield Department of Surgery, University of Oxtford, John Radeliffe Hosp-

ital, Urctord

A positive crossmatch test in highly sensitised patients (H5I's} may be caused
by autolymphocytotoxic antibodies (autoabs) which do not harm the

The stimulus to their development 15 unclear bug they are encountered at
renal tran ntation and in patients with virus infections.  We aimed

determ o what ext virus infection contributed to the development of

autoabs 10 highly sensiised patients both before and after transplantation.

Of 33 H5Ps with one serum available before and 2 after autoab development,

0 developed auto 4 after transplantation,  The control group

comprised | ed non-autoreactve lymphocytoxic antibodies
The 3 sera were assaved for mycoplasma, adenovirus, HSY, V2 and CMY by
CFT, and recent infection indicat 4 =4-fold rise in titre (virus
[he resules (Table) show a significs orrelation between a rise in viral titres
and sutoantibody development in the post-transplant group only
Pre-transplant Post-transplant

= ]

po0-0
lence of UMY infectio

In conclusion autolymphocytotexic antibody development in HSPs is unrelated
10 ViFus infection prior 1o transg tation but may be caused by virus infection

in the majority of cases (6391 after transplantation.

PAPER 22

THE SOURCE OF CYTOMEGALOVIRUS INFECTION IN
SEROPOSITIVE RENAL ALLOGRAFT RECIPIENTS Ib
FREQUENTLY THE DONOR KIDMNEY

TE. Grundy, M. Saper, 5. Lui, P. Sweny, 0. Fernando, P. D). Griffiths.
Virology Unit and Department of Nephrology and Transplantation, Rowval
Free Hospital, Pond Street, London NW3 204

ymecaloviris (CMV) mfection is a major cause of morbidity and
in renal allopraft recipients,  The of CMV infection in
recipients has been shown to be the donor kidney In seropositive recipicnts
the source of virus could be either reacnvartion of the reg :|'i.':|!_ % OWI VIrus,
or renfection wath donor virus.  We b erently « wstrated such

infection of a seropositive recipient with CMY from donor kidney in g rec

pair with a single donor.  In order to establish whether re:
fection represents the major source of CMV infection in seropositive
restriction enzyme analysis of the viral DNA to es

n of the virus excreted n 11 recipient pairs, each with a single kidney
Four of these pairs had CMV seronegative donors and CMVY excretion
was not detected in any of these recipients post transpl Tt I
recipients pairs all had seropositive donors, and all recipients excreted
post  transplantation, arrespective of therr pre-transplant serclogical
11 seropositive, 3 seronegative).  Furthermore when the viral [XNA was
nalysed, in cach pair studied. the same strain of CMY wig excreted by both
iptents indicating that the source of the virus was reinfection from the donor
ey, Thus oure data suppest that reintection with virus of donor orngin
TLOTE COMTIMON 11 SErOpositive recipier han reactivation of 1
OWTl VITUS These d: we important imphcations for stiategs
CMY infection.
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TENDINITIS IN RENAL TRANSPLANT PATIENTS

wal, AN Hillis, .5 Williams, B. Owen, R.A. Sells, J.M., Bone.
ransplant Unit, Royal Liverpool Hospital, Liverpool

l'endinitis is a new climical entity identified in 12 patients following trans-
plantation after examination of 167 patients. Tendinitis was distinguished
from spontancous tendon rupture which was also seen in four other patients.
lendinitiz was found in supraspinats and calcaneal tendons.  Befo 115
plantation the plasma phosphorus was higher 1n patients with tendinitis
compared o asympromatic controls (21 £ 047, 1.5 £ 0,56 mmol/Lp = 0,001
as was the plasma alkaline phosphatase (163 £ 106, 113 = 64 TU, p=0.035),
Plasma caloium was not significantly different.  Patents with tendinitis were
longer on dialvsis than controls (46 £+ 39, 24 + 22 months, p=0.001). Fol
lowing transplantation the plasma celcium was signifs hicher in the
tendinitis patients (2.75 + 0.4, 253 £ 0.3 mmol/l; p=1 1. The cumulat-
ive prednisolone dosage was higher in patients with tendinitis at 1 month after
transplantation (87 £ 46, 59 + ng/kg, p= 0025 and aleo at 3 months
(1536 £ 111, 88 + 36 mg/ke, p=0.005]. There was alzo a siznificantly higher
number of patients with tendinms receiving 1 OH Vie D (6/12 v 11/1109,
Ni=1114, p=0.001). No calciiication was seen in the affected tendons on
X-ray. Conclusion: Length of time on dialysis. hyperphosphataemia and a
raised alkaline phosphate pre rtransplantation, hypercalcaemia cumulative
prednisolone dosage and iment with 1 OH st I} post transplantation
appear o contribute to development of tendinitis
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DOES *ATN' HAVE AN ADVERSE EFFECT ON CYCLOSPORIN
TREATED KIDNEY

LN A (58 T.E. Salaman.
Drepartment of Transplantation Surgery, The Roval Infirmary, Cardiff,

B g B Y

[t has lone been suggested that acote tubular necrosis (AT has an adverse
cffect on long term survival and function of transplants
the diagnosis of *ATN® has been applied \ 1 i
renal unction requiring  post-operative 1 1%, Ths
nts wiwse kidneys have failed early from technical problems or a
has heen difTi ! g term effocrs of
be. We have 1o patients treated with Cycl
fully identified and excluded those with I fail
d rejection the under the ind

13 patients o

splants never function:

functioning prouns were well matche
wafusion, HLA A-B and I i i (
Tosur at 1 vear was 88% for grafts exhibiting imme

viean serum creatnine values




