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Effect of OKT3 on Survival and Rate of Retransplantation
B.H. Markus, J.J. Fung, R.D. Gordon, S. Iwatsuki, C.0. Esquive), L. Makowka, and T.E. Starz]
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E HAVE previously reported the
results of anr pilat randomized trial'?
and our later extended series of 157 liver
allograft recipients™® treated with the mouse
antihuman T cell antibody OKT3 (Ortho-
clone OKT3, OrthoPharmaceutical Corpora-
tion, Raritan, NJ) for treatment of acute
hepatic allograft rejection. An additional 93
liver transpiant patients have been treated
with OKT3 iince the last investigation and
were {ncluded {n this study.

MEIHODS

Between November 1984 and June 1986 230 hepatic
allografy rectpients received a course of OK I'3, Follow-up
data were available in all 250 patieats antil the beginning
of March 1987, with a mcan followsup time of 432.9 =
3027 days. Baseline immunosuppression coasisted of
cyclosporine (Cs) and steroids, Clinical and histelogic
critetia loading %0 OKT3 thesapy a» well ay principlos of
OKT3 therapy in conjunction with Cs and steroids have
bren cxteasively described previously.'>#

Analysis was performed using the previously described
grouping scheme for allograft recipients.! Briefly, in
group 1 pael OKT3 1r waz started less than
ten days postoperatively; in group 2 patients wreatment
was started ten days to (hree months postoperatively: and
in group 3 pationts treatment was startcd at greater than
three months postoperatively.

RESULTS

The average age of the 250 OKT3-treated
paticnts was 28.4 + 18.3 years. Eighty-seven
paticats wore children (incun age, 6.3 + 3.4
years), and 163 were adults (mean age, 40.2 +
11,2 years). Two hundred twonty-onc (88.4%)
patients had their first graft, and the other 29
(11.6%) had undergone retransplantation
bofore receiving OKT3 (Tabio 1).

The response to OKT3 therapy was deter-
mined as survival of the allograft. At the
beginning of March 1987, 146 (58.4%)
patients treated with OKT3 had functioning
allografts with an actuarial 1-year survival of

I 620%. Sixty-three patients (25.2%) needed
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retransplantation, and 41 patients (16.4%)
died. Group 2 patients had superior resuits; 79
(71.8%) had funetioning allografis, and the
|-year survival reached 74.3% For compara-
tive purposes additional data for all liver
transplant recipients from August 1983 to
June 1986 not treated with OKT3 were deter-
mined. Of 362 grafts 181 (50.0%) were func-
tioning at the beginning of March 1987 with
an actuarial l-ycar survival of 53.3%
(Table 1).

DISCUSSION

In agreement with our previous study this
investigation showed the efficacy of OKT3 in
reversing scute hepmtic allagraft rejection.
Our initial findings have also been verified by
another center.’ The optimal response to
OKT3 occurred in group 2 patients in whom
ccll-mediated rejection was the primary cause
of postoperative liver allograft dysfunction.
The less than optimal response rate in groups
1 and 3 reflocts concomitant provcsscy, ic, an
clement of coexisting ischemic injury and
renal failure in group | and & dogree of
chronic rejection in group 3.

An important benefit of this drug was
observed in patients who have histarically
done poorly. These patients typically present
with hepatic allograft dysfunction in the early
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Table 1. Graft Status &t the Begimming of Meroh 1987 end One-Yaar Survivel
In Liver Traneplont fiasipionts Trested With OKTS
e o Gron B 1-Yoar Sarvieel
Grow Grae Ferstioning (%) AoTx (%) Died (%) % Gt % Pusiont
1 19 67 47.8) 38(31.0) 24(20.2) “wa 824
2 110 79 71,8 17(10.8) 1e(12.n 743 822
3 21 10(47.8) 2 08.1) 3(14.3 714 878
-3 280 146 (58.0) 63 28.2) 41(10.4) 020 73.4
NoOKT3* se2 161 (50.0) 90 (24.9) 9126, 533 7.8

*For coMDErEtve DUTDoeas data for all liver weneplent recipienta not receiving OKT3 from Auguet 1083 to June 1988 ere

added.

posttransplant period and usually have addi.
tional metabolic derangements, generslly
reflecling a precarious preoperative status.
Such patients, cspecially if they present with
an additional element of cellular rejectivn,
appeared 10 benefit by 2 normalized graft
function from OKT3 therapy.

Rejection is 8 major factor influencing the
need for retransplantation.® During the
extended follow-up period the retransplanta-
tion rate appeared to diminish greatly in
group 2 patients presenting primaerily with
cell-mediated rejection. The higher rawe of
retransplantation seen in group 1 and group 3
patients possibly reflects the inability of
OKT3 to reverse the signs of concomitant
discase disorders, - )

The decreased need for retransplantation is
reflected in the survival of hepatic allografts.

A significant increase in allograft survival was
demonstrated. The major bencfit was scen in
group 2 patients, who had a superior 1-year
graft survival (Table 1). In group | patients
allograft survival approximated that in the
historic control group.

These findings suggest thut OKT3 has
affected the overall success of liver transplan.
tation with respect to allograft survival in
patients with documented liver rejection. The
normalization of survival curves in group |
patients suggesis that OKT3 also has a rolein
these critically ill patients as an added treat-
ment for early rejection and/or prophylaxis in
patients in whom Cs therapy must be handled
cautiously. Thus OKT3, in conjunction with
Cs and steroids. has improved the treatment
of hepatic allograft rejection.

REFERENCES

1. Fung JJ, Demetris AJ, Porter K, et ali Neplron (in
press)

2. Rwrxl TE, Pung JJ: Transplam: Proc 18:927, 1936

3. Fong JJ. Markus BH, Gordon RD, et al: Transplant
Proc 19:37, 1987 (suppi 1)

— v o

4, Esquivel CO, Mung JJ, Markus BH, ct al; Trans-
plant Proc 19:2443, 1987

. Cosimi AB, Cho SI. Delmomico FL. ot sl: Trame-
plaat Proc 19:2431, 1987

6. Shaw BW, Gordan RD, Iwaisuki S, ot al: Semis
Liver Dis 5:3943, 1986

A

tat:
tra
Stus
ben
live
deg
Sun
tive
ant
tran
with, -
gest:
can
lives
effec
plan’
hype
sugg
allop
Pl’esl
Cronjs
a880¢
ishin;
recip:
trans;
show:
specit
W
of doi
plant
our |

. define

with 1
fact ¢
cffect.

" " and thin

Yranepia:



