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Dynamic monitoring of graft-versus-host disease after allogeneic peripheral blood stem cell
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transplantation by soluble HLLA-I antigen detection
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Abstract:
prediction of graft-versus-host disease (GVHD) after allogeneic peripheral blood stem cell transplantation (PBSCT). Method

Objective To assess the value of dynamic monitoring of soluble human lymphocytic antigen-I (sHLA-I) in the

Sandwich enzyme-linked immunosorbent assay (ELISA) was used to quantitatively detect serum sHLA-I. The serum samples
for testing were added into W6 32 monoclonal antibody-coated microtiter plate and incubated with anti-8 2m HRP followed
by color development with the addition of the substrate. Serum sHLA-I level was measured in 63 healthy blood donors of
Shanghai and in 24 PBSCT recipients before and and at different time points after the operation. Result No changes in sHLA-I
levels occurred in allogeneic PBSCT recipients without GVHD or with only grade [ GVHD, but sHLA-I reached high levels
in patients suffering GVHD Il -1V (P<0.05),

Conclusion Measurements of sHLA-I levels can be valuable for monitoring GVHD after PBSCT.

which was effectively lowered by the application of immunosuppressants.
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Tab.1 Clinical data of the allo-PBSCT patients included in this study

NO Diagnosis Conditioning Prophylaxis aGVHD (onset) HLA class typing Survival time(d)
1 AML-M2 Cy/TBI CsA/MTX/MMF 0 A2,31 B8 alive
2 AML-M4 Cy/TBI CsA/MTX/MMF 0 A1,A29 B8,57 Cwb alive
3 AML-M2 Cy/TBI CsA/MTX 0 A2,36 B5,13 Cw4 +109
4 AML-M3 Cy/TBI CsA/MTX/MMF 0 Al11,28 B7,18 Cw5 alive
5 AML-M3 Cy/TBI CsA/MTX 0 Al,3 B8,39 Cws5,w7 +117
6 AML-M4 Cy/TBI CsA/MTX/MMF 0 A2429 B27,62 Cw7 +135
7 ALL Cy/TBI CsA/MTX/MMF I(+11) A2,3 B3547 Cw7, alive
8 AML-M1 Cy/TBI CsA/MTX/MMF 1(+28) A2,31 B7,35 Cwl,w3 alive
9 AML-M2 Cy/TBI CsA/MTX/MMF 1(+30) A3,19 B840 Cw3 +159

10 AML-M3 Cy/TBI CsA/MTX/MMF 1(+32) A224 BI11,28 Cw5,w7 alive
11 AML-M4 Cy/TBI CsA/MTX/MMF 11(+24) A324 B741 Cwl,w3 +143
12 CML Cy/TBI CsA/MTX/MMF 11(+25) A23 B737 Cw4,w5 alive
13 CML Cy/TBI CsA/MTX/MMF 11(+26) A2 B35 Cw4 alive
14 AML-M1 Cy/TBI CsA/MTX T1(+28) A3,19 B7,28 Cw7 +107
15 AML-M4 Cy/TBI CsA/MTX/MMF 11(+46) Al,24 B58,40 Cw3 +156
16 AML-M4 Cy/TBI CsA/MTX/MMF 11(+37) A24,29 B27,49 Cw3,w3 alive
17 AML-M3 Cy/TBI CsA/MTX/MMF 11(+19) A2,30 B8,13 Cw6,w7 +138
18 AML-M2 Cy/TBI CsA/MTX/MMF 1I(+21) Al11,29 B18,41 Cwl,w3 alive
19 AML-M3 Cy/TBI CsA/MTX TI(+21) A3  B37 Cw7 +98

20 AML-M2 Cy/TBI CsA/MTX/MMF T(+33) A2.29 B44,47 alive
21 ALL Cy/TBI CsA/MTX/MMF 11I(+34) Al11,28 B835 Cw4 alive
22 SAA Cy/TBI CsA/MTX/MMF 1I(+23) A2,28 B57,8 Cwo,w7 alive
23 AML-M3 Cy/TBI CsA/MTX/MMF 1(+32) A3,28 B7,8 Cw7 +125
24 AML-M4 Cy/TBI CsA/MTX/MMF IV(+18) Al,2 B840 Cw3 +103

AML: Acute myeloid leukemia with FAB classification; ALL: Acute lymphoblastic leukemia; CML: Chronic myeloid

leukemia. Conditioning: Cyclophosphamide and total body irradiation (Cy/TBI); Prophylaxis: Cyclosporin A(CsA) and
methotrexate (MTX). aGVHD: Acute graft-versus-host disease. onset: Day of onset of aGVHD.
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Tab.2 Serum sHLA-I level in PBSCT recipients
with grade 0 GVHD

No Baseline level(ng/ml) sHLA-I(post-transplantation)
1 628.52+26.17 649.64+30.67*
2 436.60+30.18 426.95+25.53*
3 726.67+22.34 710.51+27.78%*
4 843.23+£19.81 849.69+23.57*
5 453.65+28.09 464.19+35.76*
6 962.13+32.66 960.21+41.22*

*P>0.05 vs Base level
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Tab.3 Serum sHLA-I level in PBSCT recipients with grade I GVHD

No Baseline level(ng/ml) sHLA-I before aGVHD

SHLA-I during aGVHD Stable phase sHLA-I after treatment

7 728.52+41.23 743.64+26.74* 744.73+28.98** 738.77+45.02*

8 436.60+27.78 429.95+31.07* 439.81+19.87** 433.50+32.12%

9 926.67+34.41 912.51+29.85* 916.89+27.46%* 923.74+29.44*

10 643.23+29.63 653.99+31.46* 646.90+£32.14** 652.99+30.66

*P>0.05,**P>0.05, “P>0.05 vs base level
#® 4 PBSCT GRZE Il B GVHD B EBABEREME sHLA- 1 EEEX
Tab.4 Serum sHLA-I level in PBSCT recipients with grade Il GVHD

No Base level(ng/ml) sHLA-I before aGVHD  sHLA-I during aGVHD  Stable phase sHLA-I after treatment
11 653.65+32.45 704.83+24.41%* 761.18+28.78** 664.18+30.11%
12 445.23+33.68 513.30+31.12* 565.88+29.03** 455.10+40.26%
13 756.10+40.14 829.21£36.71* 841.26+£32.98** 751.42+27.35"
14 967.32+37.65 1030.53+31.23* 1 043.69+35.65%* 973.29+65.33"
15 1068.26+£33.21 1 155.87+40.12* 1 158.80+30.16%* 1 057.63+36.06"
16 598.78+27.87 655.06+29.17* 709.04+24.43** 591.80+21.46"
17 465.41+21.36 528.87+26.38* 597.74+25.97** 456.42+30.21%
18 623.65+31.98 658.80+36.19* 721.71+£30.98%* 632.91+28.67%

*P<0.05,**P<0.0
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Tab.5 Serum sHLA-I level in PBSCT recipients with GVHD of grades II-1V

No Base level(ng/ml) sHLA-I before aGVHD

SHLA-I during aGVHD  Stable phase sHLA-I after treatment

19 757.72+25.12
20 413.18+21.67
21 921.63+30.13
22 838.51+£21.98
23 502.16+27.77
24 778.23+31.08

822.74+27.18%*
459.16+24.36*
71.06+32.18*
47.08+25.14*
74.84+29.24*
61.29+27.89*

908.08+31.22%* No Stable phase

559.41+34.45%* 431.06+25.46*
1100.18+28.36** 900.37+33.12*
1041.95+27.33** 846.44+27.29"
577.00+30.12%* 497.74+30.04*

939.51+£26.24%* No Stable phase

*P<0.05,**P<0.05,”P>0.05 vs Base level
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