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(WE] a6 W5 I-12 5 1L-17 4 A SRR (AILD) B E i RIFALU M RBREX, & e 21 6
H BB MEF R (ATH ) . 21 9 7 & 1 BB 3T 1 4 4k (PBC 41) .9 Bl [ B 5 v BT R -JR & v 0 ok 7 1 1k 3 & 45 A 1iF
(ATH-PBC OS #1) & # 4N i FUF4L 20, 2k H ELISA 32 Fl 6o 58 40 234k 235 45 S DU 28 2% i 7 SO A 4h 1112 5 TL-17 3%
KSR LA B AL AT K2 TR R S R W (ALT) M y-2 Z B K (GGT) K, IE 40T I 3 10-12.11-17 £k 5
ALT Ml GGT KBt . 2e 45 10 Bl {38 ks & 10 I IE % JFALSUER IR, 4 & AIH 41.PBC 41 & ATH-PBC OS
21 R L E P TL-12 KA K BT X B4 (P<<0.01), 1L-17 KK FHE T4 B4 (P<<0.01), ATH 4 A PBC 43 1l
W IL-12 5 1L-17 Rk Z A & A 256 (ATH . » = — 0. 752, P<C0. 05; PBC:r= —0. 436, P<C0. 05); AIH 41 fl PBC 4 & & M i
IL-173%355 ALT Ml GGT ¥ 2 IEAH & (ATH . »=0. 825, P<{0.05;PBC.:r=0.571, P<C0.05), SHABRFFHAL 1L-12 FEE

SRAE AT P RRAE b B A0 e B 75 A0 M M 5 o, A% 2 B 1 3R S SR IR T X I [ ATH . 19. 05% (4/21) , PBC: 9. 52% (2/21) , ATH-

PBC OS:11.11%(1/9) . % E.90. 00% (9/10) ; P<<0. 0171 1L-17 3 B 3% 35 78 b L% 200 Jia 00 8042 200 Ja g 5t b L 4% 20 P Rk R I
TR AIH:71.43%(15/21) ,PBC: 76.19%(16/21), ATH-PBC OS: 77.78%(7/9) , %} #:10. 00% (1/10) ; P<C0. 01]; ATH
41F PBC 4L FFH L 11-12 5 11-17 Rib Z M & A A& (ATH »= —0. 499, P=0. 021;PBC.r=—0.580,P=0.006), #&
W FEAILD W, TL-12 Rk FRAK X Th17 400 43k i 4 i 4 s s L 0 10 7 A5t 200 TL-17, 4 % 7 RO 40, TL-12/11L-17 R
EBBTEES 5T AILD WA A EE,
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Changes of IL-12 and IL-17 levels in patients with autoimmune liver disease and its clinical significance
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[Abstract] Objective To investigate the expression of interleukin (IL)-12 and IL-17 in the serum and liver tissues of
patients with autoimmune liver disease ( AILLD) and to discuss the relevant significance. Methods The peripheral blood and
liver tissues were collected from 21 patients with autoimmune hepatitis (ATH), 21 with primary biliary cirrhosis (PBC), and 9
with ATH-PBC overlap syndrome (AIH-PBC OS). The serum IL.-12 and I1L-17 levels were assayed by ELISA, and the
expression and location of I1.-12 and IL.-17 in the liver tissues were detected by immunohistochemistry method. Alamine
transaminase( ALT) and y-glutamyltransferase (GGT) were measured by automatic biochemical analyzer. The correlation of
serum IL-12 and IL-17 expressions with ALT and GGT levels was analyzed. Ten healthy participants taking a physical
examination and 10 normal liver tissues were used as controls. Results The serum levels of IL.-12 in AIH., PBC, and ATH-PBC
OS groups were significantly lower than that in the control group(P<C0.01), and the serum levels of IL.-17 in the three groups
were significantly higher than that in the control group(P<C0.01). A negative correlation was found between serum IL.-12 and
1L-17 in AIH and PBC groups (AIH: r= —0. 752, P<0. 05; PBC.r= —0. 436, P<(0.05), and serum Il.-17 was positively
correlated with ALT and GGT (AIH: r=0. 825, P<C0. 05;PBC.r=0.571, P<C0.05). IL.-12 was mainly expressed in bile duct
epithelium and Kupffer cells, and the expression rates in the 3 experimental groups were significantly lower than that in the
control group (AIH: 19.05% [4/217, PBC: 9.52% [2/21], AIH-PBC OS. 11.11% [1/9], control: 90.00% [9/10]; P<<C

0.01). IL-17 was mainly expressed in lymphocytes and monocytes, and the expression rates in the 3 experimental groups were
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significantly higher than that in control group (AIH: 71.43% [15/21], PBC: 76.19% [16/21], AIH-PBC OS.: 77.78% [7/
97, control: 10.00% [1/10]; P<C0.01). 1L-12 expression in the liver tissues was negatively correlated with IL-17 expression
in AIH and PBC groups(AIH.r= —0. 499, P=0. 021; PBC.: r= —0. 580, P =0. 006). Conclusion IL.-12 expression is

reduced in AILD patients. decreasing the inhibition against Th17 cell differentiation, leading to I1L.-17 increase and mediating

inflammatory injury, which indicates that IL-12/1L-17 inflammatory pathway may participate in the development and

progression of AILD.
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H & % % M I 9% Cautoimmune liver disease,
AILD)JE—4U0 A, 5 A B S 5 8 A ¢ 9 T
RHEESG 46 F 5 9% M & (autoimmune hepati-
tis, ATH) . It & ¥ JIH 3+ ¥ iF i 46 (primary biliary
cirrhosis, PBC) ., Ji & P ## fk ¥ 0 45 R (primary
sclerosing cholangitis, PSC) & H # & 2 & 1iF (over-
lap synodrome, OS)™, 41 g (A F 1L-12, 1L-17 #AJ
BEZ 5 T AILD RO & JE (I HLH 2 4 ik
SEAaY, AU E AR 1L-12 ) IL-17 7E AILD
SR UG S TR 4 23 i 23k, I 0 A 5 8 ) e
ZI I OE F R TL-12 F1 IL-17 78 AILD R/ER &
i T REBIL A

1 #EMIAFE

1.1 BRNZESLEARAE 2010 4F 1 HZE 2011 4F
7 ATE R EFR K2 B E R L MR E 2 1 51 6
AILD &35, Y47 e 28 ), Horh ATH 21 #91, 55 1
B 4 20 B, AR WK 25 ~82 %, R ALAE IR 49 % ; PBC
210,55 1 1. Zc 20 B, AR % 43 ~83 %, i o 4F i
58 % 5 H B g M AT 4 - J5 kM A A Ak TR S 25
HAECATH-PBC OS) 9 B, ¥ 3y 4 ¥, 4F % 34 ~ 73
% PR 54 B, BEFE 10 Bl EREARK F O IEH
PR 55 2 ) 2 8 L AR IR 28 ~T79 & AALAE IR 53
&, 10 O TE B A 2V A A5 R AR VIR AR A 1
w8, 5 3 . 2 7 B AR 36 ~76 %
IEWE 54 %,

ATH 912 Wi ¥ Hennes 251 32 H A ATH
fEi2 Wibs i, PBC M2 A7 5 2009 45 BRI T 9 2% 23
(EASL) Il R 52 B 48 B —— AH 3 98 BUPE JH i 0936 97
H1 PBC 2 W8 S 8@ °, ATH-PBC OS Hi2 i 5 i
Chazouilleres ZF i3 i ATH-PBC OS 2 Wikrife,
1.2 fdFE P IL-12.1L-17 4= & & B 2 A # 4 8
(ALT) ,y-% 2R Bt 4 sk B (GGT) 89 #2ml AILD
HERASME RN 8 mL . X R 2 A R K B 2 i 4

autoimmune liver diseases; enzyme-linked immunosorbent assay; immunohistochemistry; interleukin-12;
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M8 mL (5 mL A IL-12,1L-17 &, 3 mL H T
ALT.GGT ¥ ), 1 000 X g B . 10 min,
ELISA ¥ 5E L35 1L-12, 1L-17 3% K, % M
H3IEL S BT A CH S22 B I ALT FI GGT K
V. ELISA A6l 50 & 0 5 sl o 38 A Y HoR A
FRAHE

1.3 AFawd IL-12.1L-17 ¥ k& JFIEH8URA
¥z 100 e R [ L W A AL 4 pom SR
SeY) R AT e e AU A G, R I 8 T
12 1L-17 B35, e 4 IR & v k17, bt
N IL-12 Bodk A A TL-17 ik 4 i 4 1k ik 0 & 1y
W F R A R R A BR A L SP R R &l H
A2 S M H AR AR A,

Ga e AL Y 25 R A 2 . 2 I Shimizu 71

Tk AR B BUME R E SR, Bk U B REAL
L5 AN B LEF (X 400) , $2 YL £ 55 5 R0 BH M 20 i
B RN VE S 43 G, Y €0 B 40 AR T o 40 A
HAAIEsr (A M MC 0 45, <30%id 1
43.30% ~60%10 2 48, >60% 10 3 4 Ye (L5 I
r(B) AL 0 4rL 8 g il 1 4, P AR A 2
gy YL EIE 3 4r. BEERYI A AR BT (A+HB) =
3T MPRMERIL, <3 A NBAMERIS,
1.4 %2 WA SPSS 17. 0 4k 17403 1
SN THRORIL x4 s Rk, 2L YRR O
2553 B K LDS Wk HE AT P LG8 TH A ROk R 3R
AN, 2H )22 SRR o K s AH OC MR AR BT R
Spearman 56, KK ()M 0. 05,

2 & B

2.1 EwA AILD & & b i 1L-12,1L-17, ALT,
GGT #ykik ST BAMIIL, AIH 4.PBC 4
Al ATH-PBC OS #H #3135 1L-12 235K - 5%
R (P<<0.01),1L-17 Fl ALT.GGT 335K F 3 T 55
(P<<0.01.% 1),
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F 1 IEHEM AILD £& M % IL-12,1L-17 & ALT,GGT FRik K F L&
Tab 1 Comparison of serum IL-12 , IL-17 and ALT, GGT between normal controls and AILD patients
TEs
Group N ) 1L-12 | . 1L-17 | ALT 1 GGT 1
os/(pg* mL™") ou/(pg e mL™1) zp/(U« LY zp/(U-L1H
AILD
ATH 21 24,2842.84" " 14.60+8. 45" " 368.35+152. 38" * 224.284+162.84* "
PBC 21 21.1347.03" " 16.69+4.30" " 179.334136.73" * 521.134+217.03" "
AIH-PBC OS 9 22.67+6.18" 11.57+£2. 747 ¢ 184.674128.25" * 222.67+176.18* *
Control 10 40.35+5.23 5.73+1.62 25.39+38.89 38.29+12.65

AILD: Autoimmune liver disease; AIH: Autoimmune hepatitis; PBC; Primary biliary cirrhosis; AIH-PBC OS.; AIH-PBC

overlap syndrome; ALT: Alamine transaminase; GGT: Gamma glutamyltransferase. *

2.2 AILD % & iF IL-12 #= IL-17 R A 8948 £
MMM S R BN, ATH 4B s 1L-12
HIL-17 R ZEE AL (r=—0. 752, P<
0.05);PBC & M 1L-12 5 1L-17 £k Z A IR
B AGFAK (r=—0. 436, P<<0.05); ATH-PBC OS 41
BFIMGE 11-12 5 11L-17 Fak 2 18] 4 W0 A7 6Pk
(r=0.042, P=0.052),
2.3 AILD &4 &3 1L-12,1L-17 £ 5 ALT =
GGT #yAa ki AR B, ATH 48
H T 1L-12 %355 ALT B0 E (= —0. 762,
P<C0.05),PBC 41 B & VG 1L-12 £k 5 GGT £
A (r= —0.536, P<<0.05), AIH 2B ¥ I
11L-17 Rk 5 ALT 2 IEM K (r=0.825, P<C0.05),
PBC 4B F M 1L-17 £k 5 GGT RIEMHX (=
0.571, P<C0.05), AIH-PBC OS 4 # & 117 1L-
12.1L-17 %355 ALT.GGT ¥k WL oA 8 40 564 (P
¥1>>0.05),
2.4 1L-12 £ E % # AILD A4 8 ¢ 8 &
ik AIH 41 .PBC 4, AIH-PBC OS 4 DA & 1E % #f
HAU R 1L-12 FERB TIF IR T R 40 il
SO 5 A B M o, B AR A, B BOIR (B 1) . 21
ATH ™ 1L-12 PH M RS 4 B, BHM R LR R
19.05% ;21 ] PBC rf 1L-12 FHYEFE A 2 4], BH M3
KRN 9.52% ;9 Bl ATH-PBC OS *f 11-12 B P
iK1 BHPE R IR RN 11,11 % 510 ) 1E 3 T 20 8L %
MR IL-12 PHMEZR IR 9 ], BRI R IK %5 90.00%
IL-12 76 ATH 41, PBC 41, AIH-PBC OS 41+ % fH
P 5 R AR T 1E W 414U AL (4 = 25. 67,
P=0.000), MM 7E AIH 41,PBC 41 &= ATH-PBC OS 4
Zl‘ﬂﬂ@%%ﬂﬁ%ﬁ%—‘é%x(f:z 069, P=0.355),
2.5 1L-17 &£ £ % A= AILD A 4 8% & 8 &
A ATH 4 .PBC 4. ATH-PBC OS 4 L} 1E % JIF

“ P<C0.01 vs control group

ZH AU REZH ) T1-17 32 22 3% 35 1 bk B2 440 i F B A% 4
JH R v, AR A (L 3 TR A R R RS
I P4 248 i 32 2 A I A8 DX AR A 40 i = i B S 1 b Ty
(" 1), ATH 41 .PBC 41 f1 AIH-PBC OS 41+ 11.-17
(10 92 T8 5 E 55 JTF IE 20 2102 4% E 2 B A OG0 AR
MEFR IR L, 21 # ATH P 1L-17 P F L 15
i B R 2 71,43 % ;21 6] PBC Hf 1L-17 PHAE
35 16 B, BHME KRN 76.19% ;9 #il ATH-PBC
OS "1 1L-17 PHM:FRIR 7 6] FHME R FR R 77. 78 %
10 B IE # HF 4L 2% B TL-17 BHYE RS 1 6, PH 1
Fik KK 10. 00%, IL-17 78 AIH 4. PBC 4.
ATH-PBC OS 41 (4 BH M 3R 38 R 3 5 T 1E 5 41 41
X HEZH (" =15. 243, P=0.002) , M 7E AIH 41 ,PBC
#H K ATH-PBC OS #HZ 8] 22 % TG i # B L (' =
0.187,P=0.911),

2.6 AILD FF#e 22 d 1L-12 F= 1L-17 & ik 89 48 £
P MR M A I (B 2) R L 21 B ATH P4
IL-12 5 TL-17 Rk 2Z 8 2 7 E (r= —0. 499,
P=0.021);21 ffl PBC fFd1 47 1L-12 5 1L-17 £
IKZ IR R A & (- = —0. 580, P=0. 006) ;9 i
AIH-PBC OS FFH U 1L-12 5 1L-17 ik Z A1 K
T A A K (r=—0. 036, P=0.052),

303 i

LI R L 1L-12 £ PBC R H 2 CE
B, 2009 4 Hirschfield 4"/ i3 Xf 536 #] PBC &
H 1536 24 fEEHEXT IRE 1Y A LR AN & B TL-12A
(Gt 11-12¢) \1L-12 Z 4K (1L-12R) B2 (% i 11.-12
ZAK B2) R HLA HEHAE S, J& PBC & A 1 5 Al ¢
P, BEJG 76 ED B CHE IR AT 1 4 3k DX 41 DG 1K 43 B
[FEEAS R 11L-12A A1 IL-12RB2 5 PBC W & AH K 1)
gEpts fRdr, FEEXF 1 840 ) PBC B E M 5 163



* 534 -

W TRE RS 2013 4E 5 H LA 34 &

% R HEAT A L N SR A I B T Z i
IS RIESE Y PBC & S L O i — 2 i T 5% 5%
¥ STAT4 5 PBC MAREHES, I H ., 3 [ 4t i
T TL-12 R sk pE R L I T A
1L-12 3 %2 iy 1 S Bt 40 = A= A STk

Control AIH

e,

IL-12

IL-17

WA RRAS 1 R 40 i B bR s B Ret . AR5
KL FE ATLD B35 g K AT IR 8 TL-12 1) 3%
KRR (P<<0.01), 5 B SCERIRIEW &, F it — 4
BB T 1L-12 76 AILD 28 fb 4% 0

PBC AIH-PBC OS

1 IL-12,1L-17 ZEIEHE K& AILD FFALR PRI RIX
Fig 1 Expression of 1L-12, IL-17 in normal and AILD liver tissues
AILD: Autoimmune liver disease; AIH: Autoimmune hepatitis; PBC: Primary biliary cirrhosis; AIH-PBC OS: AIH-PBC over-

lap syndrome. Original magnification: X400

F 2 AILD FFEZZ R IL-12 1 IL-17 Rk Z B MHE X
Tab 2 Correlation of hepatic IL-12 and

1L-17 expression in AILD patients

Group — fiz - r P
Positive Negative

AIH
IL-17 positive 1 14 —0.499 0.021
IL-17 negative 3 3

PBC
1L.-17 positive 0 16 —0.580 0.006
I1.-17 negative 2 3

AIH-PBC OS
11.-17 positive 0 7 —0.036 0.052
11.-17 negative 1 1

AILD: Autoimmune liver disease; AIH: Autoimmune
hepatitis; PBC: Primary biliary cirrhosis; AIH-PBC OS;
AIH-PBC overlap syndrome

Th17 40 J2& 35 48 & B — 8 LAAT i 1L-17 K
FEAFAE RSB CDA™ 80P T 40 M, A 2 WF 58 3IF
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1 Rz 0 M A A7 1 T B AR R DA R T A ALY B R
BAH—ENXR, AR TR, AILD B35 1L-17 £
K TSR E (P<<0. 01, H 5 IFZh fE$5 b &
IEAHSC, 4878 Th17 A2 5 T L R AE K 5 i
EEVEUR

AWF5E R e ATH K& PBC AFHEZH 419 1L-12
5 1L-17 3k 2 50 ¢ 4D ALID 8 3% 38 2 45 )5
PRI RS b R 40 A ™ 2R 0 TL-12 Wb % 11L-23
N IL-18 A S (3% 4k Th17 4 B % 30 4 7 1 e 55 , 5
OIL-17 433 hn, 51 T HFIE Y e g5 R A BB 5 H
R WA BRSNS IL-12 ALl 5 8 1 P T (Treg) 40
MMl Th17 4346 K= A TL-1797, B 5800 i &
K ILTEABLHI A Ry — DT,

4 PR
A AR 75 AR SR AT AR 1) 25 vh 2,
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