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Can anti-HLA antibody in sera of kidney transplant recipients be avoided by
immunosuppressant control ?

Fujiyama, Nobuhiro
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One of the major factors for the graft loss is antibody-mediated rejection
caused by the production of donor-specific HLA antibody (DSA). In this study, we evaluated the
influence of DSA in graft survival and the relation of clinical variants including immunosuppressant

levels to the prediction of DSA production in post-renal transplantation. As a result, DSA
production was observed in 15 patients including 7 preformed DSA, 6 de novo DSA and 1 both preformed
+de novo DSA out of 180 patients. It was exhibited that all DSA are poor prognostic factors, and De
novo DSA production was more likely to observed in patients who experienced the low serum Tac level
(cut-off value: 3.2 ng/mL), and in patients who ceased MMF medication within one-year
post-transplantation.
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Tablel. DSA data in one year after kidney transplantation

Patient HLA Classl HLA ClasslI Days until
No. DA locus MFI locus MEFI Graft loss Reasons
1 preformed Cw7 14000 2345 cABMR
2 preformed DQ5,6 5000
3 preformed Bw4 10000
4 preformed A3 3000 644 cABMR
5 preformed Cw9 3500
6 preformed DR9 1000
7 preformed Cw9 3500
. preformed DQ5,6 6000 S TR
de novo DR14 2000
9 de novo Cwil 1500 DP5 2000 2862 meningitis
10 de novo Al11,Cw7 6000, 1500 3107 cABMR
11 de novo A26 4000 DR9 3500
12 de novo DQ8 7500
13 de novo DR52 1000
14 de novo DQ7 5500

MFI, mean fluoresence intensity.

cABMR, chronic antibody mediated rejection.




A 1.0

0.8

0.6

..............

0.4 Log lank p<0.001

0.2
—— DSA negative

ool T DSA(preformed + de novo)

1 3 5 7 9 11 13
B 1.04
0.84
0.64
Log lank p<0.001
0.44
0.24
— DSA negative
ool — Preformed DSA positive
1 3 5 7 9 11 13
C 1.0

0.8

0.6

0.4+

. p<0.001

0.2
—— DSA negative

- De novo DSA positive
0.0

1 3 5 7 9 11 13

Fig.2 Influence of preformed DSA and de novo
DSA on death-censored graft survival

0.84

0.6

Log lank p=0.001

0.4 :
—— DSA negative . Log lank p<0.001
***** Low MFl intensity

0-27 (1000<MFI<3000) :
= High MFlintensity

0.0 (3000 = MFI) :

1 3 5 7 9 11 13

Fig.3 Influence of DSA MFI on death-censored
graft survival

R 2) BT T e ~AY—fRITIND, 7T
7 NEF KT D preformed DSA KON de
novoDSA DFEZF Al L=, WTHOREICE
VW% DSA negative #if & g U CHE A
EFEROBETNASGNE (% p<0.001) (Fig.2),

F7-. DSA OREHIRE 2 1 > OHUEK Tl D
FEEE LT, ZOBEDEWCES 7T 7
A RO 2l L7- (Fig.3), MFI
R X1E 3000 & v hATEE LTRWEMR,
3000 LL_E & 3000 AT HFHERI 22 E W T A
Lo Te, T7ebb, DSABGHETH S Z
& A MFI 58 B AR FE TS B Rl T 1% (ot
THRERRTFTHL B2 BT,

BEWN T, PEAE S 072 DSA OFERIBIIC FEAE RS
TRICEET LI L, T2bb, T
Class I #ifk & $t Class II Hiikzh 2o %
FHMEL7=E 2 A, i CITABEICAESEREZK,-

S e

0.84

0.6

 ——

0.4 Log lank p<0.001

**1 — DsA negative

— DSA-Class | positive

0.0+

B 1.04

0.89

b e +

Log Lank p=0.067

0.6+
0.4+

0.2
— DSA negative
- DSA-Class Il positive

0.0+

1 3 5 7 9 11 13

Fig.4 Influence of DSA Class I and Class II on
death-censored graft survival
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Table2 Univariate analysis of immunosuppressant drug on de novo DSA in one
year at after kidney transplantation
Patinet _ Fisher’s
number DN DSA(—)  Dn DSA(+) tout
Steroid intake at 1Y post-KTx On (144) 137 7 p=0.413
Off (19) 19 0
MMF intake at 1Y post-KTx On (156) 152 4 p=0.002
Off (10) 7 3
Tacrolimus Prograf (89) 85 4 p=0.602
Graceptor (74) 71 3
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Table3. Multivariate analysis in de novo DSA risk at post-kidney gsﬁ/)%;% [é ;i
transplantation VAR,
P value Odds ratio (95%Cl) gﬁég%ﬁi
Re-transplantation 0.798 0.46 (0.02—137.52) e Eﬁ/ﬁ” % ,Zg
HD history until transplantation 0.946 0.82 (0.03—242.19) NhHbHEEZS
HLA mismatch(>4,32) 0.870 2.59 (0.27—25.10) niz,
BMI (>25,252) 0.688 0.57 (0.04—7.64)
Steroids intake at 1Y post-KTx 0.998 1.19(0.21—6.88)
MMF intake at 1Y post-KTx 0.003 0.01(0.01—0.25)
Tac trough minimum values at 1Y post-KTx 0.008 25.61(2.53—259.55)
(Cutoff: under 3.2 ng/mL)
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