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METHODS

Biostatistical methods
The study evaluated the impact of specific HLA alleles with a
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rom the

cific HLA allele-positive and -negative groups using m
fompeting risk regression analysis,'® adjusted for clini¢al factors
nd HLA allele matching (Table 1). We included separatg¢ variables

for HLA-A,-C,-B,-DRB1,-DQB1 and -DPB1 allele misnhatches in
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To analyze the effect of patient mismatched HLA-C allele, those
pairs matched for 1 HLA-C allele and mismatched for another

nine sta-
used for
test to

f Hazard
yortional

HLA-C allele were extracted. The risk of each patient mismatched
HLA-C allele on grades III-IV acute GvHD was compared with the

HLA-C allele match. The influences of the level of expression of
the patient mismatched HLA-C allotype were assessed as
described previously."”

The effects of HLA-C allele mismatch combinations were also
evaluated using the pairs matched for 1 HLA-C allele and mis-
matched for another HLA-C allele, and the risk of each HLA-C
mismatch combination of grades III-IV acute GvHD was com-
pared with the HLA-C allele match.

Multivariable competing risk regression .tclnalyses18 were con-
ducted to evaluate the impact on acute GvHD and transplant-
related mortality. A Cox’s proportional hazards regression model

gender,
), with a
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mism';?:iﬁﬂm_c N Hazard Ratio (95%Cl) P
C01:02 154  — 125 (0.85-1.85) 0.264
C*03:03 338 ij: 154 (1.20-1.97) 0.001
C*03:04 307 | 161 (1.24-2.09) 0.000
C*04:01 130 s 131 (0.87-1.96) 0.192
CH07:02 %8 — 151 (0.97-2.35) 0.069
C*08:01 271 ET 150 (1.182.14) 0.002
C*08:03 85 | 162 (0.98-267) 0.061
CH14:02 118 i B 361 (271-482) <0.001
CH15:02 230 - 151 (1.12-2.03) 0.007
Others 64 — 189 (1.18-303) 0.008

Figure 1. Impact of patient mismatched HLA-C allele on grades llI-IV acute GvHD. Results of multivariable competing risk regression analysis for the effect of patient
mismatched HLA-C allele on grades lIl-IV acute GvHD. The hazard ratio (HR) of each mismatched HLA-C allele was estimated by comparison to HLA-C match
(n=4825). The solid vertical line at 1.69 indicates the HR of overall HLA-C mismatch in the GvH direction. Others contain patient mismatched HLA-C alleles with fewer
than 20 patients, as follows: C*01:03, C*03:14, C*03:23, C*05:01, C*07:04, C*12:02, C*12:03 and HLA-C*14:03.
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CD8* T-cell dose
< 47.7 X 106
> 47.7 X 106
Total INKT-cell dose
> 0.057 X 106
< 0.057 x 1068
CD4* iNKT-cell dose
> 0.026 x 106
< 0.026 x 106
CD4- iNKT-cell dose
> 0.031 x 106
< 0.031 x 1068
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Observed Association

A. Causal

B. Due to Confounding
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