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Abstract. Since 1966, we have performed 41 renal trans-
plants from unrelated living donors (ULI), 39 of which
were “emotionally related”. All donor-recipient pairs in-
cluded in the present series were AB0-compatible. Re-
cipients included 37 with primary and 4 with secondary
transplants; 2 of the latter were diabetics. We compared
these results to those of 41 recipients of cadaver donor
kidneys matched for age, sex, immunosuppressive
regimen, rank, and year of transplant, focusing our atten-
tion on the subgroups of patients under cyclosporin A
(CyA) therapy (n = 24). We found that ULD transplanta-
tion was as successful as cadaver transplantation with
good HLA matching: at 3 years, graft survival rates were
81% in ULD versus 86% in the control group under CyA.
Moreover, grafts from ULD functioned more rapidly (no
post-transplant dialysis and 70% of the patients with
serum creatinine below 2 mg/dl within 3 days post-trans-
plant). Graft tolerance was equivalent in both groups
(50% of the patients experienced no rejection). We con-
clude that despite poor HLA matching, ULD transplanta-
tion with CyA as the basic immunosuppressive agent of-
fers good resulis: benefiting from the quality ol living
donor kidney grafts, it helps to alleviate the persistent
shortage of cadaver donors.
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Despite many efforts to increase organ procurement,
there s a persistent shortage of cadaver kidneys world-
wide, justifying the continuing use of living donors [2,
8-10,13, 18]. The use of unrelated living donors (ULD) is,
however, not widely accepted, and only a few series have
been reported [1, 3, 6, 12, 16]. We previously reported our
expertence with ULD transplantation in 16 selected cases
(primary graft in nondiabetic recipients, most of them
conventionally treated) [14] and found that the results
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were as good as those obtained in well HLA-matched
cadaveric (CDV) grafts [15].

We now review our entire experience with ULD trans-
plantation in 41 patients and focus our analysis on the sub-
group of the last 24 patients treated with cyclosporin A
(CyA). In order to know whether ULD transplantation is
as successful as cadaver graft transplantation with good
HLA compatibility, especially under CyA treatment, we
compate the data of ULD transplants with those of CDV
grafts matched for age, sex, rank of transplant, basic im-
munosuppression regimen, and period of transplantation.

Materials and methods

Of the 1800 transplants performed at our center between June 1963
and March 1989, 342 came from a living donor {Fig. 1). The donor
was genetically unrelated to the recipient in 41 cases; all donor-re-
cipient pairs were AB{-compatible in this series. The donor-to-re-
cipient relationships were as follows: wife-to-husband (n7=23),
husband-to-wile (1 = 14), friend-to-friend (11 = 2), and finally anony-
mous donation {r =2).

There were 23 male and 18 female recipients. Their mean age was
41.6 7.6 years. The graft was the [irst in 37 patients and the second
in 4 patienss. Two patients were diabetics {both recipients of a sec-
ond graft).
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Fig.1. Kidney transpiantation activity at the University of Louvain,
Belgium from June 1963 1o March 1989. Proportion of unrelated Fv-
ing donors (U1.D) and living refated donors (LRD)







Table 1. Characteristics of transplanis in unrelated living donor
(ULD) and conirol cadaver (CDV) groups

uLp Cchv fid
(n=41) (=41}
Criginal nephropathy
Chronic glomerufonephritis 15 (36%) 24 (58%) 0.05
Chronic interstitial nephritis 11 (27%) 5(12%} NS
Diabetes 2(5%) 0
Other 13 (32%) 12.(30%) NS
Pretransplant dialysis
Mean duration {months)” 2224265 409373 0.01
Number of nondialysed patients 5 0 0,05
HEA-compatibility
Number of AB-mismatches® 28+ 1(37) 1.7+1(37) 0.0001
0 AB-MM 1 5
1 AB-MM 3 il
2 AB-MM 8 13
3 AB-MM 14 7
4 AB-MM i1 1
Number of DR-misma{ches* 1.430.7 (31} 0.5+0:6(30) 00001
0 DR-MM 3 i5
1 DR-MM 13 i
2 DR-MM 15 1
Daonor age (years)" 392181039 304 £16.2(39) 0003

02R35+01h16 32hi6k16R57 00001
39 {39

Total ischensia time

* Mean £ SD

The group of ULD recipients was compared to acontrol group of
CDV graft recipients sclocted as follows. Each ULD graft was sex
and age ( +4 years) —matched with a CDV graft from our patient
population; grafts were also matched in terms of basic immunosup-
pressive regimen (with or without CyA). The control graft that was
finally chosen was the one performed on the calendar date closest to
that of the ULD graft, irrespective of the type of original ne-
phropathy.

After 1976, all patients in both groups were prepared with at least
three pretransplant blood transfusions and were given a prophylac-
tic 2-week course of antilymphocyte globulin (ALG), started 3 days
before transplantation in the ULD group and on the day of the oper-
ation in the CDV group. From 1963 to 1982 (17 transplants, conven-
tional era), additional conditioning included donor-specific transfu-
sions, a S-day course of preoperative thoracic duct drainage, and
splenectomy in 4, 9, and 13 patients, respectively, in the ULD group
and in none of the patients in the CDV group,

After 1983 (24 transplants, cyclosporin era), CyA was given in
combination with steroids and ALG, and with or without azathio-
prine {Aza); maintenance therapy for all patients in both groups in
this era included CyA, Aza, and steroids.

The only prerequisite for ULD transplantation was a negative T-
cell crossmatch, irrespective of the HLA-matching, whereas CDV
grafts were dispatched by the Eurotransplant Foundatien according
to the best HLA-A, B match until 1979 and HLA-A, B, and DR
match thereafter

Charts were reviewed in July 1989 so that the minimum potential
follow-up was 10 months. Death occurring less than 3 months after
resumption of dialysis was attributed to transplantation. Actuarial
patient and graft survival curves were calculated by the Kaplan-
Meier product Hmit method and compared by log rank fests. Chi-
square and Student’s -test were used {or other comparisons.

Results

Asshown in Table 1, ULD and CDV groups differed with
regard to some characteristics. There was a greater pro-
portion of patients with chronic glomerulonephritis and
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Fig.2. Actuarial patient survival in the entire LD aad control
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Fig.4a,b. Actuarial patient (&) and kidney graft survival (b}in ULD
and control CDV groups on CyA therapy (i1 =24)

none with diabetes in the control group. As expected, du-
ration of pretransplant dialysis was longer, HLA compati-
bility was better, and graft ischemia time was longer in the
conirol group. Finally, donors were younger in the control

group.




34

Table 2. Causes of graft loss in CyA-treated ULD and control CDV
groups {1 =24}

ULD CDV

Acute rejection - 1
Chronic rejection 2 -
Recurrence of disease - 1
Death with functioning graft

Acute hepatitis o~ 1

Heart failure - 1

{ymphoma 1 -

Sepsis 2 -
Total 5 4

Table 3, Immediate and long-term graft function in cyclosporin-
treated ULD and control CDV groups (1= 24)

ULD Dby P

Post-transplant

Number of patients
With serum creatinine <2 mg/dl

within 3 days 17124 724 0.001
Needing dialysis 0/24 6/24 0.01
Currently

Number of patients with current
serum creatinine <2 mg/dl 19/19 18120 NS

Mean serum creatining + SD 1454032 1531654 NS

Actuarial patient (Fig.2) and graft (Fig.3) survival
rates in the entire ULD group did not differ significantly
from those in the control group, despite the inclusion in
the former of two diabetics who died; at 5 years, the rates
reached 61% and 56% in the ULD group versus 75% and
58% in the control group, respectively.

As recipient conditioning was quite different between
the groups during the conventional era, it is more appro-
priate to focus any comparisons on the transplants per-
formed during the cyclosporin era, where the only remain-
ing difference between ULD and control groups was the
starting day of ALG. Patient and graft survival rates were,
again, simitar in both groups, reaching 90% and 81% in
the ULD group versus 96% and 86% in the control group
at 3 years (Fig.4, Table 2). Grafts from ULD functioned
more rapidly than those from CDV donors, as witnessed
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Fig.5. Actuarial rejection-free survival in ULD and control CDV
groups on CyA therapy {n =24)

by both the number of patients needing post-transplant
dialysis (none in the former group versus six in the latter)
and the proportion of recipients with serum creatinine
below 2 mg/dl within 3 days post-transplant (70% in the
former versus 29% in the latter; Table 3). Graft tolerance,
assessed by calculating both graft survival without acute
rejection (Fig. 5) and mean serum creatinine in currently
functioning grafts (Table 3), appeared equivalent in both
groups. One graft loss from chronic rejection in the ULD
group was due to poor compliance on the part of the pa-
tient.

Discussion

The use of unrelated living donors in kidney transplanta-
tion remains confroversial [2, 5, 8-11, 13, 18]. An im-
portant underlying question is whether ULD {ransplan-
tation is as successful as cadaver transplantation when
there is good HLA matching. In a previous study re-
stricted to primary transplantations in nondiabetic re-
cipients, we observed that the outcome of 16 such pa-
tients was equivaient to that of a control group of HLA
well-matched cadaveric graft recipients [15], only two of
whom had been receiving CyA. We have now reviewed
our entire experience with ULD transplantation up
to March 1989, including secondary transplants, diabetic
recipienis, and patients transplanted since 1984. Once
again, results in the UL group equal those in the con-
trol group, despite the inclusion of higher risk patients.

Several differences in the conditioning of the ULD
recipients compared to the CDV recipients during the
conventional era could have contributed to the good re-
sults observed in the former group: the respective roles of
thoracic duct drainage, splenectomy, and donor-specific
transfusions have been discussed in our previous paper
[15]. During the cyclosporin era, the management of re-
cipients was more uniform and more comparable be-
tween ULD and control groups, as the only difference
was the starting time of ALG therapy. We have thus
tocused our analysis on this subgroup of patients. Graft
tolerance under CyA therapy appears as good in ULD
recipients as in well HLA-matched CDV recipients: 50%
of the patients did not experience any rejection crisis in
either group, and mean serum creatinine at the end of
follow-up was equally good. That the good HILLA com-
patibility did not confer any additional benefit upon
CDYV recipients may be interpreted in two ways. The role
of HLA matching in pretransfused, CyA-treated patients
may be minimal in the short term, as suggested in several
recent series, and could only be appreciated in large
groups of patients [19]. Conversely, the earlier condition-
ing of the recipient with ALG and some other nonim-
munoiogical characteristics of living donor transplanta-
tion (i.e., quality of graft, elective surgery) may have
counterbalanced the poor HLA matching in the ULD
group.

Whatever the explanation, our experience with ULD
transplantation shows that very good results can be ob-
tained using our current protocol with CyA as the basic
immunosuppressive agent. Others have recently reported



similarly impressive results (3-year graft survival of 89%)
using donor-specific transfusions. An important draw-
back of such a protocol, howevet, is the 20% rate of sen-
sitization, oceurring mostly in female recipients [12] and
precluding transplantation from that donor, This is why
we abandoned that protocol. Recent decision analysis
comparing donor-specific transfusions and CyA as two
different strategies for living donor transplantation con-
cludes that CyA is equally efficacious and may even be
prefered [7,17].

The general advantages of using living donors in kid-
ney transplantation are numerous. First, and perhaps
foremost, it helps to alleviate the persistent shortage of
cadaver donors; in the Eurotransplant network, despite
many efforts to increase organ procurement, the waiting
list for cadaver grafts is steadily increasing [4]. The quality
of living donor kidneys can be thoroughly evaluated, thus
avoiding some hazards related to cadaveric organ pro-
curement (e. g., suboptimal function, undiagnosed infec-
tions, hypertension conveyed by the graft). Living donor
kidneys function without delay, thus facilitating post-
transplant management of the patient.

The argument against the use of living donors must
also be considered. The postoperative and long-term risks
for the donor have recently been reviewed [2], None of the
donors in our series had serious complications from the
operation. Provided there is careful evaluation of poten-
tial donors and the strict criteria for exclusion are re-
spected, long-term prospects for kidney donors is reassur-
ing: despite a slight increase in proteinuria, they do not
develop progressive renal failure [2].

The benefit for the donor must also not be ignored,
Like others [10}, we have abserved that donating a kidney
has a positive impact on the majority of donors, increasing
their self-estcem:. The motivation of the donor must be
carefully assessed; in our experience, motivation is often
at Jeast as strong in the “emotionally” refated, but geneti-
cally unrelated, donor as in the genetically related donor.

Nevertheless, our current policy remains to restrict
ULD transplantation to selected cases that meet certain
criteria. In the absence of a compatible living related
donor, in order to avord waiting for a cadaver kidney, and
with the full understanding and strong motivation of an
“emotionally” related donor, we find ULD transplanta-
tion totally justifiable.

Acknowledgment. We thank Sonia Salvi for her secretarial assis-
tance in the preparation of the manuscript.

35

References

1. Abouna GM, Panjwani D, Kumar MSA, While AG, Al-Abdulla
IH, Silva OSG, Samhan M (1988} The living unrelated donor —a
viable alternative for renal {ransplantation. Transplant Proc 20:
802-804

2. Bay WH, Hebert LA (1987) The living donor in kidney trans-
plantation. Ann Intern Med 106: 719-727

3. Cortesini R, Berloco P, Famulari A, Renna-Molajoni E, Lappelli
M, Caricato M, Pretagostini R, Bachetoni A, Alfani I (1988)
Long-term resuits in recipients of mismatched related and unre-
lated living kidneys in the cyclosporin age. Transplant Proc 20:
4142

4, Eurotransplant Newsletter {1989) 69: 8

5. Fellner CH (1973} Organ donation: for whose sake? Anrn Intern

Med 79: 589-592

Gulay H, Arslan G, Sert S, Haberal M (1989) Successful living-

unrelated donor kidney transplantation. Transplant Proc 21:

2196

7.Jayes RL, Levey AS (1989) Donor specific transfusions or

cyclosporine for related-donor kidney transplantation? Kidney

Int 36: 485-496

Kootstra G (1988) Will there still be an organ shortage in the

year 2000 Transplant Proc 20: 809-811

9. Levey AS, Hou S, Bush HL Jr {1986) Kidney transplantation

from unrelated living donors. N Engl I Med 314: 914-916

McDonald FD (1988) Organ supply-whither growth? Am J Kid-

ney Dis 12: 552-554

|, Newton WT (1979) Who is the brother that I should keep? Arch

Surg 114: 992993

12, Pirsch 1D, Sollinger HW, Kalayoglu M, Stratta R, D" Alessandro
AM, Armbrust MJ, Belzer FO (1988) Living-unrelated renal
transplantation: results in 40 patients. Am J Kidney Dis 12: 499~
503

13. Rapaport FT (1987) Living donor kidney transplantation. Trans-
plant Proc 19: 169173

14. Reding R, Squiffiet JP, Pirson Y, Jamart J, Latinne D, Alexandre
GPJ (1986) Unrelated living donor kidney transplantation: ex-
perience with 16 cases, Transplani Proc 18: 1087-1089

15. Reding R, Squifflet JP, Pirson' Y, Alexandre GPJ (1987} Unre-
lated living donor kidney transplantation: a comparison with
well-matched cadaver grafts. Clin Transplant 1: 278-280

16. Samhan M, Abouna GM, White AG, Al-Abdulla IH, Kumar
MSA, Panjwani D, Philips EM, Silva OSG (1988) The use of
HLA-mismatched fiving related donors for renal transplantation
is justified by the highly success{ul long-iern: results. Transplant
Proc 20: 800-801

17. Sommer BG, Bowers VD, Henry ML, Ferguson RM (1988) Mis-
matched living related donor transplantation: donor-specific
transfusions versus cyclosporine. Clin Transplant 2: 3641

18, Spital A (1988) Living kidney donation: still worth the risk.
Transplant Proc 20: 1051-1058

19, Terasaki B, Mickey MR, Cecka M, Cicciarelli I, Cook D, Iwaki Y,
Toyotome A, Wang 1. {(1987) Overview. In: Terasaki PI (ed}
Ciinical transplants 1987, UUCLA Press, Los Angeles, pp 467490

6.

o

&

10,

o

—

4







