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O MLV B3 By AR 25T A A (sSUCBT) BUS ROSEMA . F7ik [lEHE 4T 2012 4F- 7 H 2 2018 4F
6 J1 270 1414252 sUCBT W IR A3 o RS AH BT I B A8 1034 T HLA L2 /M s i A O Y e B A
By (1L A9 KIR ¥4 [A] s 26 15 2DL1 1 2DL2/2DL3 il 3 ), AR 8 KR oA il o M ke 4R (C 1/
C13E C2/C2) MR AL (C1/C2) . LR 270 LB B3 5 146 491 (54.1% ) , 2 124 41(45.9% ),
HPOAFEIE 13 (1~ 62) 2 5 R 20 174611 (64.4% ), TCik 20 96 1611 (35.6% ) o 2EBEEH YR I S hi i i
ANAER T H (ATG) EHEETUAC By 28 . BRACHL  JOH AR AUk ANAAE A R34 98.9% (172/174 .95/96) ,
FRALRE AL 235109 16 (10 ~ 41)d 17(11 ~ 33)d(P=0.705) ; il /N A 2R3 514 88.5% (154/174) .
87.5% (84/96) , H i M A R[] 43 31}y 35 (11 ~ 113)d . 38.5(13 ~96)d(P=0.317) ; Bl Jc 20  TClkJc 4
I ~ V42 GVHD kA= %5350 38.7% (95% CI 31.4% ~45.9% ) .50.0% (95% CI 39.6% ~ 59.6% )
(P=0.075), Z A Z /7 Hr 78 KIR B 2 252 T ~ IV B 20 GVHD & 4= 19l s R 9 i &R
(P=0.036), BHMJE3FEBRBE LRI N17.7% (95% CI 11.7% ~24.9% ) .22.7% (95% CI
14.4% ~32.2%)(P=0.288), Wil Ia] 742(335 ~ 2 512)d, B2 JCBRIS 40 3 4F AR TE R W R
72.1% (95% CI 64.1% ~ 78.6% ) .60.5% (95% CI 47.9% ~ 69.2% ) ()¢ =3.629,P=0.079) , 3 4E ToHR £ 17
FIP K 64.9% (95% CI 56.2% ~T12.3% ) .55.4% (95% CI 44.4% ~ 65.0% ) ()7 =3.027,P =0.082) , B HH
J5 180 dAEE BIET-FA N 12.1% (95% CI 7.7% ~17.4% ) .16.7% (95% CI 10.0% ~24.8% ) (P =
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[Abstract] Objective To explore the impact of the natural killer cell immunoglobulin- like
receptor/human leukocyte antigen (KIR/HLA) receptor- ligand model in single unrelated cord blood
transplantation (SUCBT) . Methods Between July 2012 and June 2018, 270 patients with malignant
hematologic diseases receiving single-unit UCBT were divided into two groups. Group 1 (n=174) patients
lacked a C-ligand for inhibitory KIR on UCB NK cells (patients homozygous C1/C1 or C2/C2). Group 2
(n=96) patients expressed both C ligands for inhibitory KIR in the receptor (patients heterozygous C1/
C2). Results A total of 270 patients (146 males, 124 females) with a median age of 13 years (1-62) were
included in this retrospective study. All patients received a myeloablative conditioning regimen (without
ATG). The ratio of neutrophil engraftment for group 1 and 2 were both 98.9% , the median time of
neutrophil engraftment for group 1 and 2 was 16(10-41) days vs 17(11-33) days (P =0.705). The ratio
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of platelet engraftment was 88.5% for group 1 and 87.5% for group 2, the median time of platelet
engraftment was 35(11-113) days vs 38.5(13-96) days (P=0.317). The cumulative incidence of Il -1V
acute GVHD in 100 days was 38.7% (95% CI 31.4%-45.9% ) for group 1 and 50.0% (95% CI 39.6% -
59.6% ) for group 2 (P=0.075), but multivariate analysis showed that HLA-C ligand absence was an
independent protective factor for II -V acute GVHD after transplantation (P = 0.036). Patients in absence
of a C-ligand for inhibitory KIRs (Group 1) showed a lower relapse rate than patients with both C-ligands
(group 2): 17.7% (95% CI 11.7%-24.9% ) vs 22.7% (95% CI 4.4%-32.2% ) after 3 years (P =0.288).
The median follow-up time was 742(335-2 512) days. The 3-year OS was 72.1% for group 1 and 60.5%
for group 2 (P=0.079). There was no statistically significant difference between the two groups in 3-year
disease-free survival [64.9 % (95% CI 56.2% -72.3% ) vs 55.4% (95% CI 44.4%-65.0% ) ()’ =3.027,
P=0.082) ]. Non-relapse mortality for group 1 was 12.1% (95% CI 7.7% -17.4% ) and for group 2 was
16.7% (95% CI 10.0% -24.8% ) (P=10.328). Conclusion Patients lacking a KIR-ligand of HLA group
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C1 or C2 had a lower incidence of grades Il -1V acute GVHD after sUCBT.
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THBEMEAS ST U A0 M BR B 1 (ATG) (1 B Fl T A B
Jr %8, Horp 2o B A0 i 1 s (ALL) 124 4], 2tk
6 25 (ML (AML) 131 6], 15 86 386 A 5 % 25 A 1F
(MDS) 154 ; 5 146 51 (54.1% ) , & 124 45](45.9% ),
HALARRE 13 (1 ~62) % 5 I IS A A% 40 L (TNC) 1]
i 3.69(1.14 ~ 15.30) x 107/kg, CD34 " £ i [7] i 5
2.03(0.27 ~ 13.98)x10°/kg.

2. ST L SR FH SR A Bl S50 - L A PR
J¥43 % (PCR-SBT) i 4 1l 5 F 4 #5417 HLA 124
AN 13 R 3 RS TR 43 B I KR AS: ISR FH 37 e S
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3. JBF AR AE R DAL B = 4 B HLA i
RIZ /D510 A5G AR BERC Y 2 /0 4/6 M0 G s QURAE
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4. TOALBR 7 58 T AT KA $4) 2R TR B 1 Ttk 31

5% Ok 4 5 B (TBD + BB i 4 (Ara-C) +
Wt (Cy) % (4541]) : TBL 12 Gy (43 4 1K) ,
-7.-6d;Ara-C 2.0 gm* £ 12h 11K, -5, -4 d;
Cy 60 mg-kg '-d™', =3, -2 d, @FGAHIE(Flu)+
F171 % (Bu)+Cy /7% (220 4]) : Flu 30 mg-m *-d "',
~8d~—5d;Bu0.8~1.2 mgkg (A >34 kg &
0.8 mg/kg, 24 ~ 34 kg # 0.95 mg/kg, 17 ~23 kg &
1.1 mg/kg,9~ 16 kg# 1.2 mg/kg, <9 kg# 1.0 mg/kg)
H6hl1ik,-7d~-4d;Cy 60 mg-kg '-d"', -3,
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£12h 1%, -9, - 8 d; Bu.Cy I T EQD.,

5. 20 GVHD Wil pj : H R A (CsA) Bk &
JE R W R EE (MMF) . CsA BB AHET 1 d JF 4R
3mg-kg 't d, 24 hFELE K I, R0 e
200 pg/L, BAEJE 1~ 24~ H I ek T IROBURS kR
RIS 5 & KRS . GVHD 15 i AR e 15 0
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7. BRUERIGE SR AR A < 3 2R 3 d HP kAN
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20x10°%/L 2L 7 d HBE S /M o 3 i 240
FEAE SR 58 g i AR G B R b5 il >
95% ). KIRBCARSE & R 3 2/ 0= 1 Fpfit
F 1 KIR A
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8. KIR/HLA 27 Fit A% 2 73 41 - KIR 1451 HLA-

I 2500+ B AT vE B, it KIR2DL2/L3 51 &

HLA Bt {& &~ HLA- Cw1.3.7.8.12. 14, # C1 41 ;

KIR2DLI fit' {4} HLA-Cw2.4.5.6.15, Fk C2 41 .
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10. Geit2FAb B AdiFH SPSS 13.0 F1 R #44: (RAs
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KRR . # FH Kaplan-Meier 224 i A= £ i 26, IF:
{8 FH Log-rank K 35 ; 5K FH Cox Ho 3l IXUS: A5 750 iE 4 7
ZOHT M FE R (P<02), P<0.05INER
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1. KIR/HLA 37 B X 434 - 270 15 £ 35 UL e
A4 I KIR & PR 74 14 3% 35 2DL1 F1 2DL2/L3, Hi
KIR FCAAGR I ZH 174 51 (BRI, KIR BCiAR TG 20
96 5| (TR R 2H) . PRAITE B F IS PR K 12
W, B A H RS R A HLA A A S H
ABO Il BE A AHE FEAHY) TNC J CD34 4 i 4k it
ERHTGITFE X (ED,

2. KIR g AR Sl 5 X3 F 4 1L 240 AR A A 5200 -
B 20 | T O 2R A AR A 32340 98.9% (172/
174.95/96) , W for Al A B[] 43551 R 16 d (10 ~ 41) |
17(11~33) d(P=0.705) ; I 41 | Tk 41 1fi /MR
FEA S5 K 88.5% (154/174) .87.5% (84/96) ,
AR AFE] 23 5120 35 (11 ~ 113) d.38.5(13 ~96) d
(P=0317),

3. KIR Fig 4 Gk 2 X 20 GVHD 19 5% I - k2R
HOTCERR A T ~ IV B 2P GVHD & 4= 53 5
38.7% (95% CI 31.4% ~45.9% ) .50.0% (95% CI

K1 270 B2 PG I AL A (sSUCBT) IR B2 2 B BA 5 8

€5 AR (174 4]) Te2H (96 41)) Zhy 1 Pl
AT MGED ] 13(1~62) 14.5(1~59) 0.749 0.437
HERI1(%) ] 0.838 0.310
5 90(51.7) 56(58.3)
& 84(48.3) 40(41.7)
T [ kg, MGERD ] 40(9~93) 47(9~82) 0.976 0.330
W% )] 1.579 0.471
ALL 75(43.1) 49(51.0)
AML 89(51.2) 42(43.8)
MDS 10(5.7) 5(5.2)
FEAHTE RS 3.875 0.267
NR 32(18.4) 25(26.0)
CR, 102(58.6) 45(46.9)
CR, 34(19.5) 23(24.0)
=CR, 6(3.5) 3(3.1)
[Al % TNC[ x107/kg, M(FE ) ] 3.59(1.14 ~ 15.30) 3.89(1.59 ~ 13.90) 0.555 0.579
[5l% CD34° 41 [ x107kg, MGEF) | 1.95(0.34 ~ 13.78) 2.08(0.27 ~ 10.10) 0.683 0.495
g B HLAMIA R [(H1(%) ] 1.509 0.502
6/6 17(9.8) 6(6.3)
5/6 79(45.4) 41(42.7)
4/6 }23/6 78(44.8) 49(51.0)
it B ABO AL (%) ] 1.651 0.442
ME 55(31.6) 37(38.5)
FENE 68(39.1) 31(32.3)
WEANE 51(29.3) 28(29.2)

T AML: VBB ZR 1007 5 ALL - SR CUARM 111007 s MDS - B 88 2 53 285 1E s NR . R G2 ; CR. L CR. CRM A HE 1.2 3 E 42 4%
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39.6% ~59.6% ) (P=0.075), /IV ¥ 2.1 GVHD %
He FA3 9K 25.3% (95% C1 9.1% ~31.9% ) .32.3%
(95%CI1232% ~41.8% )(P=0.252), ZHNZEHHr
R KIR AR B G 2 1T ~ IV B 2P GVHD &4 1
M7 AR R ZE [HR =1.518(95% CI 1.029 ~2.242) ,
P=0.036],1F W% 2,

4. KIR Fg fA e 26 % 18 P GVHD A9 5% 1 - e 2%
A TR A S 3 4E 18P GVHD REUL AR 5)
WM 157% (95% CI 10.5% ~21.7% ) . 19.9%
(95% CI12.0% ~292%)(P=0.627).

5. KIR B e X &2 & K i +180 d AR K AET
Z (NRM) [ 52 W - 4395 B 3 4 R KRN
19.5% , 8 I 4l TE i 2 24 50 591 R 17.7% (95% CI
11.7% ~24.9% ) .22.7% (95% CI 4.4% ~32.2% )
(P=0.288), ALL.AML 1 3 4F 2 kKR35 0
29.2% (95% CI 20.7% ~38.1% ) .10.2% (95% CI
57% ~16.2% ) ,15 15 MDS 58 h {0 1 15 K . Gk
JetH TG ZH+180 d NRM 435114 12.1% (95% CI
77% ~17.4% ) .16.7% (95% CI 10.0% ~24.8% )
(P=0.328),

6. KIR B A il 2 X B4 A8 J A A A0 52 T« A7 37 1R
F i BETTI ) Ry 742(335 ~ 2 512)d, B4 T
B R A G 3 4F OS 430l A 72.1% (95% CI
64.1% ~78.6% ) .60.5% (95%CI 47.9% ~69.2%)
() =3.629, P=0.079) (&l 1), 3 4F DFS K 43l Ky
64.9% (95% CI 56.2% ~72.3% ) .55.4% (95% CI
44.4% ~65.0% ) () =3.027,P=0.082) (K 2),

it

NK 4 i 2 A A4 [ A7 G 58 3R e 1 o 28 4
a3 TERUAR G RE SO0, v & PR 35 TR A i
PHAERS . NKAEMAE R UCBT Ji5 i i fo g o g
P 200 ., 7 1 40 RS AR (HSCT) 3 72 v & #51)
YERIARZS 2400 . NK 4 i 23 KIR 55 8 40 fif % i
HLA- | 2847 (Al i AH BAE S BLR DR . KIR
3 AP KIR GKIR) #1136 {6 P KIR (aKIR) o 1EH
LT, NK 40 il 36 1 iKIR 5 325, 5 [ & HLA- |
Ko F A5G ARBTG5, SRR A B4 oA
15, BENK 20 A B FR 507, /e 20 A ol o 4 A
I 20 L 2R T HLA- [ 2800 R IB TSR RIE,
iKIR Bt/ AH N HLA FeAA, ToikAG 3 i (55, tehst
aKIR 7] DA 40 457 0 A A A Be A& £, a2k i
AUARIE® 4 . 76 UCBT 1, 24 88 3 B 2% i 1fi

R2 270 G B OB MAZAE (sUCBT) = 1T ~ IV
APERHYITUE TR A R Z R

I (s j jﬁ HRfsif)ﬁﬂ Pl

RIS 0.001 0.594(0.295 ~ 1.195) 0.144
<I3% 146
>13% 124

PE5 0.899 - -
5 146
L 124

iy 0.003 1.176(0.531 ~2.603) 0.689
<42 kg 138
>42kg 132

2 0.788 - -
ALL 124
AML 131
MDS 15

A HTER RS 0.978 - -
NR 57
CR, 147
CR, 57
CR K VU | 9

TNC [l i <0.001 1.586(0.919 ~2.739) 0.098
<3.685x107/kg 135
>3.685%107/kg 135

CD34 41 171 i 0.257 - -
<2.03x10%/kg 134
>2.03x10%kg 136

HLA MG 0.619 - -
6/6 HH 23
5/6 K16 120
<4/6 Hl& 127

ABO [ 7} 0.253 - -
HE 92
FEAS 99
WEANE 79

HLA-B {3 15, 0.142  0.838(0.671 ~1.047) 0.112
Bw4+ 175
Bw4 95

HLA-C v 5, 0.079 1.518(1.029 ~2.242) 0.036
B (C1/C1ELC2/C2) 174
Tk (C1/C2) 96
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R A R SR AR NR AR ZEf# ; CR.CR..CRMIIA A 1.2 .3 1K
SEAGE TNC : A 4N

NK 40 AT 2 — b iKIR AH 7 BRI, B AE S ik
NK 20 it R A 0] 68 7 A (R o S A s 07 37 1, ok st A
“ReARES” BIBLT I IE T 1Y iKIR 7E 8= 4
o7 T AR st 347 B = A ik B A S 5 R B, KIR3DL2 5
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