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1L.10-592 u,m FLRAGE HLA-10/10 £4HE
Jore it [ﬂﬁﬁé&lﬂ@%ﬁﬁrﬁ):ﬁﬁ ]

MmEE EHOR TTH FZHE RHH FF

[HZE] BE ISR IL10 2EM-592 (rs1800872 ) FAAL B 22 25 PE A7 15 (SNP ) AN [ PR TR %ot
HLA 44 TG e S L PR3 1l T 41 A2 M (allo-HSCT) TS HUS2M . 3% 104 % HLA 2 AHA k8
R 100 24 8RR A DNAFEAR , YR T Sanger 72 56 PRI 7 45 AR K TL10-592 437 15, SNP, H-285 45 1 PR
AL BT AS [R5 K IR allo-HSCT £ WG IR 2, Z5 R MR35 TL10-592 7 1 Jik R U AH ) HL 4>
B AA/AA \AC/AC .CC/CC T, BAE )5 T~V B 2 B A i ne 12 (aGVHD) & A4E 50000 47.1%
3.7%F0, ZZH 2 F A G E L (P=0.002) . MAEEH IL10-592 (S SEFAURTE], HEH N AA DL
HEE R AA FEPRI TS, A ) 5 PR B2 4 T~ IV B aGVHD % A2 3 2% S ¥4 8812 3 L (P=0.046, P=
0.041), 4 F IL10-592 17 5. AA AC .CC IE RN, #5485 M~V )& aGVHD % 4= 5051 27.8% .
10.2% . 11.1%(P=0.072) ; B8 aGVHD ) & A= 43511 9 22.2% . 5.1% . 11.1% (P=0.040) ; 2 4F S A= 47
(OS)Z4371h 48.2% . 75.1% . 85.7%(P=0.002 ) ; 2 4F-TCi A= 77 (DFS ) 243 51|k 48.5% .66.3% . 76.2% (P=
0.045) . M4HEH IL10-592 1 /5N AA AC . CC JE R, e T~ IV & aGVHD % 42 573 510 26.5% .
8.9%.0(P=0.024) ; 173 aGVHD & 4= %43 5114 20.4% 4.4% .0(P=0.026) , £ [HZE/pHrah B4R g wk
L& TL10-592 157 55, AA FE KRV 2H R e A %3¢ 5 T~ IV & aGVHD %955 JKUS: (OR=3.3, P=0.049; OR=3.9,
P=0.043) . i Z B IL10-592 1 15 AA AC,CC AN [RI KL U, % ik GVHD % A2 R FE &R
VW . 4518 7£ HLA-10/10 2484 JC L3 allo-HSCT H, S35 A0 (5 1L IL10-592 {7
AAFEHR IS allo-HSCT J5 & A4 I~V aGVHD FlEIE OS .DFS RAFIH E
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Effects of IL10-592 locus of AA genotype on the incidence of aGVHD and survival after HLA-
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[Abstract] Objective To explore the impact of IL10- 592 (rs1800872) single nucleic acid
polymorphism (SNP) on the prognosis of HLA matched unrelated hematopoietic stem cell transplantation
(HSCT). Methods The polymorphism of IL10- 592 in 104 recipient- donor pairs and 100 healthy
volunteers was analyzed with sequence based typing (SBT). Results When the genotype of IL10-592 in
donors and recipients matched, AA/AA genotype had higher incidence of -1V aGVHD than AC/AC or
CC/CC genotype (47.1%, 3.7%, 0, P=0.002). When the genotype of IL10-592 in donors and recipients
mismatched, recipients with AC genotype or donors with AA genotype, there was significant different
incidence of lll-IVaGVHD among donors or recipients with different genotype (P=0.046, P=0.041). The
recipients with AA genotype had higher incidence of -1V aGVHD than AC or CC genotype (27.8% vs
10.2%, 11.1%; P=0.072), and higher incidence of intestinal aGVHD (22.2%vs 5.1%,11.1%; P=0.040) ,
lower incidence of 2-year overall survival (OS: 48.2% vs 75.1%, 85.7%; P=0.002), lower incidence of 2
year disease free survival (DFS: 48.5% vs 66.3%, 76.2%; P=0.045). Patients had higher incidence of -1V
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aGVHD with donors of AA genotype than with donors of AC or CC genotype (26.5% vs 8.9%, 0; P=
0.024), and higher incidence of intestinal aGVHD (20.4% vs 4.4%, 0; P=0.026). In multivariate analysis,
the genotype of IL10-592AA in recipients and donors had increased risk of II-IV aGVHD (OR=3.3, P=
0.049; OR=3.9, P=0.043). There were no statistical differences on the incidence of cGVHD and relapse.
Conclusion In HLA-10/10 matched unrelated HSCT, the presence of IL10-592 AA genotype in recipients

+373-

and/or donors is an adverse factor for Il -IVaGVHD, worse OS and 2-year DFS.
[Key words] Interleukin 10; Single nucleotide polymorphism; Hematopoietic stem cell

transplantation;  Graft versus host disease; Overall survival,

Disease free survival
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BT 325 (GVHD) 2 5 3L PR ¥ 1 T4 i
FEAE (allo-HSCT) J5 # WA B HE . ARG 20 30%01
B R R H 2 GVHD (aGVHD) Y, AR LT
3 HLA X5 — 26 58 P4 -3 PR X B T IR 2
M (single nucleotide polymorphism, SNP) i f5
¥y F 5 & W1, IFNg ** | IL-2"*' | CTLA4, TNF ' |
IL-10 7" 45 1) 5 R 4t 5 aGVHD 1Y & A=A B A 56
P, TL10-592 47 F IL-10 FE A F 37 592 B Ay
SNP {3 55, 3X N7 A5 (A B 3 R A 55 C AP, 4 A Ak
AA AC .CC = FpIER A, X RN A A 55 45
FHIIL10-592 {37 15 CC 5& M B 5 4 J5 aGVHD 19
KA I A OGRS, [ I 2% O¢ R I E HSCT
FRIBIF 5% 25 AR /%, HU TL10-592 437 5 CC R 1 3%
oA 5 A 80 T~ IV B aGVHD (19 & £ 0 A1
Tt HLA-A B .C .DRB1.DQB1 44 1) B Al
R — 2R TL10-592 F PR 780 X6 B AR 15 [ K A

S o
w5 7%

— iR

VEFE 2011 4F 12 H 2 2014 4F 2 H LE IR IH I [t
J& &5 — £ B 1l W BT HLA-A .B.C.DRB1.DQBI
(10/10) &5 47 #¥ 4= A0 & 9F M 2 (matched unrelated
donor,MUD)allo-HSCT 1% 104 X 3% fiL i i K
HICKAMEF Ry d] . o5 6249, 2 42451, iz
I 27(8~59) % . 2 MEHE &R 1L (AML) 48 il
ZPE I EL 4T P IS (ALL) 30 151, 48 P86 1 1M
(CML) 10 ], B #6344 7 # 25 5 E (MDS ) 10 1], ik
ELIRE 4 151 R 20 B ARG 2 9] 2 W BB AR R v B ) S
(3~192)H o (32 F PESIAH A 61 X, P51 L 43
SF (B2 30 5], 2oL 58 13 45)) . LAk 4 304
A 1 100 24 {5 i R B A 0 R

T IL10-592 43 15 3 PR Z2 25 PR A

1. DNA $EH: 7 B A i 41 8 it B4 A% 4

FHZE [ Promega 22 Al aUH G OE K 240 DNA , 548
DNA ¥ % 100 ng/ml, A7 T-20 CUKA £

2. Sanger ¥ £ M TL10- 592 37 5 %5 [ 54 . F
primer premier 5.0 {1t H W F Bere w514
( 3% :5-GCTGAAGAGGTGGAAACA-3', Fijif:5'-
CACAGTGACGTGGACAAA-3') ., Sanger it [A il
JFHA :pre-PCR ¥4 H 1 B, [ A4 3 AR R
10 pl: Tag DNA polymerase 0.075 ul, L {i# 5147 0.2
ul, FU#5147 0.2 ul, dNTP 0.2 ul, Mg* 0.4 ul, 10x 2%
P T ul, K 2B T K 7.425 ul, BB DNA 0.5
ulo FWFERE :95 CHUH 5 min, 5 CH#5E20 s, 55 °C
BE30s,72 CHEMH 30 s, fifak-B P-4 3L 36 4
PEFR, 4lifl . PCR 7“9 3 l, HFOAE 1 o S AR
30 °C 30 min, 80 °C 15 min, IS0 : S K 2
bigdye7 pl, FUFGIW 1 pl, 2546 5= 2 pl, 2 o F
¥+ 95 Cfift4% 20 5,50 CHE 30 5,62 CLEAH 110 s,
HE25AMIERR . 45 2 R4tk A4 10 pl +EDTA 2 pl +
4l 2,25 ple PR3% 2 min, 2 000xg B0 15 min, 2
B g . DUIEDIIN 80% L5 45 ul, 2 000 r/min &L
5min, 2B F¥E. AN DUREY N HIDI 10 pl,
95 °C 2 min, S F ABI-3730 %1 3L R A3 A A% H )
R Bt iy

= HSCT M43 J5 %6 Fl aGVHD 1 il s

1. 3 1L T 41 A4 SR 4 1 [0 %6 « 104 151 34 RS A
YRR 4 A LR AN LT A e B A A
HA % 7.8(2.5~21.7) x 10¥/kg, CD34 " 41 it i A7 50y
4.6(1.3~11.0)x10%kg.

2. WiAbHE Ty % . Horb 92 5 R i K BUCY +
ATG (1 %+ AR e+ i B 40 Bk B 1) 8
12 {5 H TBI( 4= B BE S ) +CY+ATG 5%

3. aGVHD B : R KRR 2 A (CsA) +
S R T 0 (MTX) + %5 9 R iR (MMF ) +ATG 5
AR 9 R (-9 d) IR CsA 3 mg-kg ' - d ™' K
H 2 Wy e B 1 H1E 200~400 pg/L; MTX BA4H )5 46 1
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K(+1d)15 mg/m’,+3 .+6.+11 d 10 mg/m*; MMF
15 mg/kg, & 12 h 11K, -9 die; ATG 2.5 mg-kg'-d,
-5~-2d,

LLURES 0 2 L L

FH SPSS19.0 B HEATGE 115 #r , PIAEAS 211 L
B K, 22 XU 0520 F 7 Logistic
FH AT o S B ARk A2 R A0 FE 38k FH Log-rank
Kr 56 , A= AR 4811 % FH Kaplan-Meier #1750 87, 3
RIS . P<0.05 AR GEIEE L.

& R

— A2 35 TL10-592 47 1 35 R AR () B 3R 43 A

IL10 -592 17 j5 AA L AC . CC FE X I AE X PR 2H |
SEUR L (L AR ) IR A AR 1, Horb AA
FEAMAE =Ry R LGt FE L, ACYH
CC HER AL =21 A 1) oA 22 e A G it

R HKLTL10-592 a7 5 FE R R FR SR AA7 [ (%) ]

e e e
ERE Goomn Goadh Goapny T
AA 41(41.0) 49(47.1) 36(34.6) 0.186
AC 40(40.0) 45(43.3) 59(56.7) 0.039
CcC 19(19.0) 10(9.6) 9(8.7) 0.047

= IL10-592 A3 A5 A ] 35 PR 284 %6t B aGVHD
e Y& Y e =i Al

1. it 2 2 TL10-592 o7 A [F) J5 PR AL 20 5 %) 5
i aGVHD [ 5200 ;

(1)7E 104 I HSCT J5 & A 17 61(16.3%) &
A~V EE aGVHD, 4t 35 1L10-592 £ 55 FE A
U [R) R, B AL £ 3 35 PR AR 2] 5 43 1 AAVAA
AC/AC . CC/CC i}, M~V £ aGVHD % 4= 4355l
471% .3.7% .0, =41 22 7 A it % & L (P=
0.002) .

(2) 44t H % 1L10-592 JE R R, 4H 43 51
5y AA/AC . AC/CC .AC/AA I}, T~ IV JF aGVHD %
AR 0 ) 18.5% .50.0% . 12.5% 5 4 {Hk &
IL10-592 H& K #1414 AA/CC . CC/AA .CC/AC I TG
I~V EE aGVHD &A=, t TH1508 /0, 4 ) 22
Tegiit2EE X (P=0.336)

2. JBA IL10-592 v pi AN [A] JE R R aGVHD 1
R K B B s e & A L~V B aGVHD 1Y
179 55 v, BB 9k 7 461 B 1249, A 6 61

HBE TL10-592 7 45 AA L AC, CC & [A] %1 it

Il ~ IV aGVHD & 2 353 51 K 27.8% . 10.2% .
11.1%. —dEZEFTGE I FE X (P=0.072). &
H AA LR A58 aGVHD 1Y & 4= R H22 34
GeitaE i L (P=0.040) , #5 21 [8] Kz ik 55 T IE aGVHD
KARER TG L . ANEZEEEASHRER
aGVHD &L 2,

R2 BB IL10-592 1 5 AN [) ik PR 0 22 8 28 By 1 A RS A
WIHi1E 995 (aGVHD) & AE S 1%L (%) ]

. N aGVHD R KA E
PR B Wit i
AA 36 4(11.1) 8(22.2) 4(11.1)
AC 59 2(3.4) 3(5.1) 2(3.4)
cc 9 1(11.1) 1(11.1) 0
PlE 0.298 0.040 0.217

3. 35 IL10-592 {3 s AN [A] LR X aGVHD &
A T B AR RIS RS TL10-592 47 £ 0 AA.
AC.CCH:H RIS, BF WM~V aGVHD % 4= %
N 26.5% .8.9% .0, = EFAH LI
(P=0.024), HE# K IL10-592AA HE[H A BB F R
B mmiE aGVHD &L R H2E R A G4
X (P=0.026) , it 3% F AA F1 AC HE X Y i) 2 ik
aGVHD W R A B m B EF LR IT = E X
(#£3),

RT3 LFIL10-592 v s AN [R] e K 0 B ] H 3 28 B Y bk
AP E 0% (aGVHD) %A= R [ 1% (%) |

. . aGVHD R &

FEP Y %R Wik it i
AA 49 4(8.2) 10(20.4) 4(8.2)
AC 45 3(6.7) 2(4.4) 2(4.4)
ccC 10 0 0 0
Pl 0.643 0.026 0.529

4. Bt )5 M~V JE aGVHD & 4= % £ K £ 4y
BT < 4 R E RN A AR 0, IS T 2 R AT 22 18] 55
&, DPB1 . DPA1 i 5, [t £ 1L10-592 {7 55 3 A 7Y
YN Z IR 250 Hr, i Logistic [B19 530 H7 45 K 2 %
I~V aGVHD % LR 52 . 45 R Rt B
IL10-592 13/ 5, AA FER RIS I~V & aGVHD ) A& 9
AR (F4),

= IL10-592 37 s A [7] 5 PRI U X6 18 14 F Al bt
1 9% (cGVHD) [ 541

1. B 5 1L10-592 43 15 AN [] 3 PR 78 2 45 5%
cGVHD [P¥52 : 7€ 104 5 (8 2 th A 9 RS A s 10
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R4 M-VESVEREDYUE TR ARG Z N

PSS OR1H.(95%CI) Pl
B IL10-592AA 3.3(1.0~10.8) 0.049
fEEH 1L10-592AA 3.9(1.0~14.7) 0.043
AR (>27%) 1.7(0.5~5.7) 0.372
DPA 155 4.2(0.6~29.8) 0.145
DPBI144HL 0.2(0.03~1.7) 0.154
AL (=61 H) 2.1(0.6~7.3) 0.265

(<100 d) BB T, HEBR 7E 48 o 95 i & & H 46 il
(48.4%) At )5 &4 cGVHD,

(1) 2448 835 TL10-592 3/ 57, 3 PR RUAH G i, B
4t £ 3 1L10-592 3 (R R 2 A S AA/AA . AC/AC,
CC/CC B}, cGVHD & 4= %4 38.5% .51.8% . 100%,
EZRTGTEE X (P=0.726)

(2) M4t f8 35 TL10-592 3/ s, FE PR RUAR AR A B
Ht R SL A4 A R AC/AA .CC/AA . CC/AC I,
cGVHD & £ (61.5% .66.7% . 60.0% ) &5 & . ik
R A S AAJAC, AA/CC. AC/CC 1Y,
cGVHD %k % (36.0% .40.0% . 50.0% ) ik . H4H
)22 5 Jege it 3 L (P=0.082)

2. £ 3 TL10-592 13 s AN [R) 35 R B X cGVHD
TR« FR A TL10-592 v i EE P Al AA
AC.CC B i J5 ¢cGVHD & 4= %43 W 51.7% .
45.6% .55.6% . —lH)2ZRWITRITFE L (P=
0.783) . Mt IL10-592 13 5.k AA \AC .CCIEHHY
BEFAG cGVHD & A 4158 37.2% . 54.8% .
70.0% , =2 8] 25 5 TG 24 2 L (P=0.095) .

DU \TL10-592 437 #5 AN [7] 35 PR AR 6 A2 2 149 5 il

1761 (16.3% ) B E B IE AW E & . HiEA
IL10-592 {37 sSFE R AIAH G, 7305128 AA/AA AC/AC,
CC/CC I % H N 17.6%.22.2% .0, 22 57 G H 2
X (P=0.723), S TL10-592 1 5 FE R A2
4 AC/AA .CC/AA . AC/CC Fll AA/AC I, 5 R %
3510 18.8% .33.3% . 50.0%H1 11.1% , 4% 2 [i] 22 5
TG 2F 7 L (P=0.415) . 1 K AL 4l AA/
CC.CC/ACH LB HE R k. BAMIERAEN AA,
AC.CC I # 5 2 & %5 5 °h 19.4% . 15.3% .
11.1%, =B 22 5 IR G248 L (P=0.785) , fit
HIER AN AA AC,CC WY E MG E & F 05
H12.2%.22.2% .10.0%, £ 41 [8] 22 57 TGt ih27 7 X
(P=0.362),

T TL10-592 {7 s AN ) 32 PR R A 77 (0S)
RIF R

104 f5i] 82 2 v 7 il 7 s 1] 18 (1~43) N L, JE T

29 f5), HABEFE % 1141, cGVHD 64 ,aGVHD 5
B, &G 4 5, Z2 25 5 DI RE R v 2 1], R TE 1 i A
R LB, 2406 1L10-592 3L R 4 4H (AA/
AA  AC/AC.CC/CC)H} 24 0S KK 75.0%, AMHE
2H (HAMZH A )2 4F OS K 74.3% , Pi4H 6] 2% S TC 581
27 X (P=0.858)

BE N AA AC .CC R R A )5 2 4 OS 47
T 48.2%.75.1%.85.7%., —HIZERAGITH#E
X (P=0.002) , UL &l 1; {12 1L10-592 137 8 0 AA.
AC.CC AR A B H B J5 2 4F OS F 43 5 K
56.3%.73.0%.88.9%, — 4[R2 RIS i E L (P=
0.163),

75 VIL10-592 £ A5 A [A] 3 PR A X6 G s A= A7
(DFS) Z /521

104 191 8 5 v 17 9152, Horp 11 1911 52 & J BB
T, 28 B3 F 2 Mk MR F IR RN K,
ML HCE 1L10-592 JEK RIAH A BT (AA/AA L AC/AC .
CC/CC)24E DFS %4 67.4% , A AHA 4 2 4F DFS %
R T11%, A [A] 22 R g4 L (P=0.502)

BH N AA (AC .CC LA BIF MY 5 2 4F DFS %
IR 48.5% .66.3%.76.2%, —4H 025 A Gt
B (P=0.045) , WLIE 2; i35 TL10-592 i 550 AA
AC . CC #t [F B 35 B 4H J5 2 4 DFS % 4 51 4
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50.9% .65.5%.90.0%, —#H 8] 2= 5 TGt 12475 L (P=
0.261),

i

£ allo-HSCT Ji , 57 & [ R ZE L 2L pe J il
— e P K 4N IL-2  IL-4 . IL-6 .\ TNF . IFN . TGF .
IL-10 85 4E S vy k53 BBVE R (7 T s 58
P R 5 PR DX 854 SNP A3 o5 X6 3k 26 35 PR f14) 6 3R 7K
VR R H YRR EESE Y AR A R AR Y
PR FE YN AA SER RIS R A J5 T~ IV B2 aGVHD
R, i CC R AR AR5 1~V B aGVHD
KRG, A ISR IL10-592 03 114 CC HE A Y
TENBEA B B TL-10 35, aGVHD = 2 B i)
TR 1AV Bl T bk E 240 L S H 3Rk 1y R M IR A
FUUIL-10 EZYIEE N T JH Thi JERMEH F LUK
MHC 2890 J5 1 2 3k I A0 T S RE T 5215, ik
IL10-592 13 15, CC & R IR 57 5k PR D A 65 o
() BB T A2 P, 33X 5 R SE 3 45 18 TL10-592 i i CC
SRR B AR S A AR 1Y aGVHD & AR AH —
o SRR A [ AN 5T 2 B TL10-592 437 45,
CCHMNM B F RIS A B M I~V E aGVHD &
A AT RER B TR S B AR OR AN A 7 A7
FEHLA FEBCA7 s B TR R LA -5 sl
ANF AT BEAEAE— 8 MY 25 Sk o AR TR 5% A 2 995 191)
SR T 7 # H HLA-10/10 2404, IF HHER:
DP v SR & .

AHFSE H H T IL10-592 37 5 CC JL K B4 75
T J5 2 4 OS J¢ DFS #ix 5 , AC I BIZIR 2, AA
LR B . 7E AL TL10-592 437 o5 FE IR A1 320
Wl & X AR, nTRES CC LRI R H A
ARG HE A K

2 % X ik
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