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IL-4 #0 IL-13 FTEFRIRFL LR EFHIRIERES
Iifs IR IB4FEFO TR R X &

X3, FETAR, AR, LX', wmRR, T2, e, mAE
(P A KA FIERE 1. AR 2. 218 BE%F, 1 200135)

B BT BRI 2L S R I8 (papillary thyroid carcinoma, PTC) ML P IL-4FITL-13 1 3R IE1H L
FHESIG R HEE . BEREEE(BIEEB)N LR, Fik: WELHBIELMWPTC K HH
ZUbRAR 1850, 3 BUE # HUR AR 22001 7E A%t B . R S e L 81k #4441 U TL -4 FNIL-13
HERIKEN . EFR: BMALPIL-4E AW HTERB R N95.68%, & T 57 24H2137.84% 1 1E
L 215.00%(P<0.05) o HAAILUPIL- 1385 FIAY FHPERIA 0 90.81%, I 35 & T 55 41 4141.08 % Fl IE
21 210.00%(P<0.05) . IL-4FIIL-13RB MM SR K EHA . BIERE . 2R E . TNM
S PRAFFAE Y7 W AR SE P (P<0.05) o IL-4f Rk A ARG R &R W3 TIL-4K Rk, 27645
TR X (X'=5.491, P=0.019), IL-13fmRBHRGE LR R E R TIL-130FR B4, EZRAGI¥#
MY (x'=4.345, P=0.037), COX[HIHAFHTE R/ IL-4mFRILFIIL-1355 RIBEEMPCTHE A
J5 5 R WP ST GG PR (P<0.0S) o 4518 : IL-4MIIL-137EPTCHE A Zh 65k M, S kA
2. RIEEE . AR EMTNM A C, IL-4FIL- 1376 b 4L b i s 68 B ARG 2 &k (1 4%
FERS) IR ST SR TR 2R o
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Expression of IL-4 and IL-13 in thyroid papillary carcinoma
and their relationship with clinicopathological parameters

and prognosis
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Abstract

Objective: To investigate the expression of IL-4 and IL-13 in papillary thyroid carcinoma (PTC) and its
relationship with clinicopathological features and postoperative recurrence (including metastasis). Methods: A
total of 185 cases of pathologically confirmed papillary thyroid carcinoma and adjacent tissues were collected.

Another 20 cases of normal thyroid tissue as a control group. Immunohistochemistry was used to detect the
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expression of IL-4 and IL-13 in the tissues. Results: The positive rate of IL-4 protein in cancer tissues was 95.68%,
which was significantly higher than that in adjacent tissues 37.84% and normal tissues 5.00% (P<0.05). The
positive rate of IL-13 protein in cancer tissues was 90.81%, which was significantly higher than that in adjacent
tissues 41.08% and normal tissues 0.00% (P<0.05). The expression of IL-4 and IL-13 had significant relationship
with clinical features such as tumor size, depth of invasion, differentiation and TNM staging (P<0.05). The
recurrence rate of high IL-4 expression group was significantly higher than that of low IL-4 expression group
(X’=5.491, P=0.019). The recurrence rate of IL-13 high expression group was significantly higher than that of IL-
13 low expression group, the difference was statistically significant (x’=4.345, P=0.037). COX regression analysis
showed that high expression of IL-4 and high expression of IL-13 were independent risk factors for postoperative
recurrence in patients with PCT (P<0.05). Conclusion: IL-4 and IL-13 in PTC tumor tissue are upregulated, and
are related to tumor size, depth of invasion, differentiation and TNM staging, and the high expression of IL-4 and
IL-13 in tumor tissue is an independent risk factor for postoperative recurrence (including metastasis).

thyroid papillary carcinoma; interleukin-4; interleukin-13; clinicopathological features; prognosis

MR B FL K IR 92 (papillary thyroid carcinoma,
PTC) 2 VIR B fc i WL BRZE B, 7 Ay FOIR
S 180%~85%" . Ai7E P TCH#H R T AN
BNAIT R BUE BRAF, 104F A7 21K93%, (HXF TR
G2 REEERS I, AR B BT, mrgt
UESE s b U5 5 B 0 i 9 A3 PR AR R e A 2
i 2 K s fa s R R . Rk, IRAPTCR A K
JE IR g AE e AL, DAk g 2R S Bk H R
WFFE B o TL-4F1IL-13 2 A Th2 B 40 i I3 7,
ARG T o™ . wEa R -4
IL-137E 22 Ff Jih g 28 23 R0 Ji] i v ) 38 3k 7K1 ¥4y
Mo VERAFFE M IL-4FIIL-13 335 5 % 70 5E
By A AL PR B EAE AT, Silm R b 2 Rk
IR B R WA R SN OG . SR, IL-4
FIL-137EPTCH A FEAHXT 820 . AW B EIR
TFPTCHR LU IL -4 FITL-13 19 R Ik 1 0 ) Ho 5
I RS FRRFAE Y OC R, JFRI PR —H 5B EAR
Ja 2R (AR NER, BT,

1 ZAREHZE

1.1 —f&ER
WAE20124E1 H 22015468 H FifE il 4
X AR ERGERBER MY, 2FRIBEEM
PTC RIS A LM R RA LA 1856, 4%
18~65(42.17+8.46) % , 1814, Lr104f], 4 AbR
HE: D)IrA BREHEHREEE . AP %R
PR KA . RIGHLRH AR AERZ; 2)RATE
TTHUT AT BOHA AR DGR YT s 3) T A R E N
WIRBE; )T BEIGIR TR E8%; )T

HEBEELZ IR EIFLE MG R E S HBRir
HE: 1) PR A T R s 2) fE PR L B
B B e PR 5 3) B R 0 W Il A S Y
T RGN 5 4) BT RN SRR R U R
AR AR BRI ZE St . 5 BU7 RS 2000
PG 691 51 Sk 1E H HUR MR 4 212081V g X BE AL,
FiY19~64(42.44211.07) %, B, L1261, W
AFRUE: 1) T A AR5 A 1 2 HEBR S 2 PR
AR AR G 2) B FE G R E A .

iR BERGHVI24 ™ H, D BRESEF
i) g F 2 3 R O SRR B o R A S
FE SUNAR G 244 H )4 R o &2 % (A& 55 55 ) 5%
56240 H BT A2 R 35 o

1.2 FERF

FRAR 3 A AL Y B A ac 1L =E B/ RIg G
EAbcam/\ H] 5 IPZLFW A A 2 = KAWL A
FEHT s BT ANIL-4FIL13 BRI [ 55 [H Sigma-
AldrichZy Al ; DAB S 37 & W 1 L9 78 5000k
ARAHE S

1.3 BRALNFEZRN

AR HEHALRAR L 4% 2 FHERE . K
B Wik, B B KA E, AL
YR (23 um) I ZHWRBLNE, MEOBEKE, T
0.01 mol/LAFEER AN T F 20 min, 3%t A L& T
J¥H 10 min, 10%1EH LI MG 9 F 30 min.
B HSEMMA2E-172 D (interleukin-17
receptor D, IL-17RD)—HL T4 CHFLHK . M
PBSIE B WU A MBI EX R, =T, ¥ A
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55 6 Tl TR T (ALLP ) fH B B9 Ll E PSR IgGIE A 1 b BEERIER; K COX L XU A L4 by 52
PBSYEY3JG, JMA100 uL DABR 4, THG4E N W EEEENERERERFER, P<0.0shEFEAS
B2 o BHME G e ok 40 R . 40 JiE A RN/ B 4N i I 2 ES-9'8
FEE AR RE AL A, Bk TR LT
HUSAS T 5 AL (x400) , R XU 125 1) 9 25 (0 40 2 #£R
JiL B R g e AR, SR [E] o RIA K. AR
B<10%sRgutn, 10(-); B OMMECH10%~20% 2.1 PTC AR IL-4 RiXFR
M E s 2 e, 18(+); HEANM10%~20% H FE AP IL-4 1 FH M 365 R 3 TR s 4 4L
Yeft o, B A MI21%~50% I YL 555 2= 4%, FNE®E AL, 2565028 X (P<0.05) . JH5
W0 (++); HOAMI20%~50% 1 42 (758, 55 40 HAPIL- AR AF R E G TIEHRHL, 25H
M>50%, ic(+++). H, IL-4F1IL-1333k(-) M GiiteEE X (P<0.05; K1, #£1).
(B XHEFEE, (++) M (+++) B LR EIL,
2.2 PTC AL H IL-13 RiXER

1.4 GitZhbiE FE U IL - 1309 FHME 2R 18 R 3 5 T 55 4

K Gt 8k spss 21.0 A7 538 7 Fr o 3t LRMIEH AL, ZRWASIT¥E L (P<0.05), ¥
BOFERT KL 5 5 Fisher K 86 43 M7 ; >R H Kaplan- SHAPIL- 13RI RE E® TIEHHL, £
Meierft 4% } Log-rank 4 ¥ /2 #71L-4 % IL-135PTC A G L (P<0.05; K2, #2).

- & - B —— b \
1 5% B AL F R RMIL-489 R IE (% 400)
Figure 1 Inmunohistochemical staining of IL-4 expression ( x 400)
(A)IEH AL, B ds; (C)fdlsl,

(A) Normal tissue; (B) Paracancer tissue; (C) Cancer tissue.

R1PTCHRAIL-4RILIER
Table 1 IL-4 expression in PTC tissue

IL-43%3K ‘
15 n FRMER KA /9%
- + ++ +++
22 185 8 63 86 28 95.68*"
o ZH 2 185 115 64 6 0 37.84*
EH AR 20 19 1 0 0 5.00

it
SIERHSEIL, *P<0.05; SREEHLAEL, P<0.05,

*P<0.05 vs the normal tissue; “P<0.05 vs paracancerous tissue.
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B2 & AR FERMIL-13H R ( x 400)
Figure 2 Inmunohistochemical staining of IL-13 expression ( x 400)
(A)IEHFAL, B)EFAHL; (CmAsl.

(A) Normal tissue; (B) Paracancer tissue; (C) Cancer tissue.

R2PTCHLAHIL-13RIEESR
Table 2 IL-13 expression in PTC tissue

15 ; E— B % 5
- + ++ +++

FE 4 185 17 61 76 31 90.81%

FEsr 185 109 71 s 0 41.08*

IEH AN 20 20 0 0 0 0.00

HIE# MG, *P<0.05; Smssd gL, "P<0.05.

. # .
*P<0.05 vs normal tissue; "P<0.0S vs paracancerous tissue.

2.3 PTC A IL-4 1 IL-13 5IG K HE BTN Gt X (¢=5.491, P=0.019; [K3).
E3 3
18SWIPTCHHE H, IL-45 K ik4H1140], IL-4 2.5 PTC ARH IL-13 BRIEEFEHXZE

RF BT, HRiIE%61.62%(114/185); IL-13 IL-135 Kk 4l & K276, K& Kksof], K
FFR IR 1070, IL-13{RFKBH78H], BHRILR J5 8 K #25.23%(27/107); IL-13fREHBH P E L
57.84%(107/185) 1ofil, K& Kkeshl, RigHE &k¥12.82%(10/78),

IL-4FIIL-13R R E R SPTCEF R . 8 Kaplan-Meier B/ 0T R . IL- 13 B RARGE
ToH] 36 R (P<0.0S) o IL-4FIIL-13 33K 1500 5 B2 RAFEDE TIL- 13RI AH, ZRAFIFFHEX
BRKEHRA . BRIEKRE . SR E . TNM 514 In (x’=4.345, P=0.037; [¥4).
PRAFFAEY A B B A G (P<0.05, #£3).

2.6 PTC HiIEHBEEZEFEEZE coxX BIFN#H

2.4 PTC AAH IL-4 BERESTEHNXE K COX Eb i JXUB: [m] IS A A $E A5 PTCHR B AR

185HIPTCHRE B VI24 ™ H , RI5E & (L JEZ & (R MRRZMEHNREF 0P, REE
B)BE37h, KELEH 1480, RIEEEFRRN SR RN WERKER ., BEFEE. ot
20.0%(37/185) . Hi, IL-4mFkAH & k290, R . TNMA . IL-47KFFIIL-137K - 2 2 5
RE KRS, RJGEKk%25.44%(29/114); IL-4 PCTHRFE ARG E LB &K (P<0.05). ZHE5
RERFHATE ks, KE K63, RigE k%R Mrés e R TNMAMY | IL-433K FIIL-13 %k 2
11.27%(8/71) . Kaplan-Meier/Ef70Hr /s : IL-4  SEWPCTHRFH AJG E & 6907 1G5 N & (P<0.05,
FARIREAARN G E KRB E S TIL-MRREH, 257 #4),
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3 PTCHARIL-4FIL-13 5 I RIFEFFHER X R
Table 3 Correlation of IL-4 and IL-13 in PTC tissue with clinicopathological features

- ) IL-4 . » IL-13 . »
Rk (n=114) (KFKIK(n=71) R (n=107) ARKIE(n=78)
P 0.077 0.781 1.334 0248
5 81 49 32 43 38
“ 104 65 39 64 40
SRR % 3.015  0.082 2.935  0.087
<60 79 43 36 40 39
=60 106 71 35 67 39
I8 e K AR /em 8.475  0.004 9.475  0.002
<3 87 44 43 40 47
=3 98 70 28 67 31
BRI 8.856  0.003 11278  0.001
T1+T2 69 33 36 29 40
T3+T4 116 81 35 78 38
AR 51.374 <0.001 77.930 <0.001
= 32 6 26 3 29
rh 48 21 27 14 34
fik 105 87 18 89 16
TNM/31Y] 6.732  0.009 7.959  0.00S
I+11 72 36 36 32 40
II+IV 113 78 35 74 39
LA AR
1.0 —— . .04 —— .
= ‘ | ﬁIL»4T%‘%%J:$ 5 . » *‘IL713A|%_?‘§:$
. e e IL-HIK 31k 05 *—L‘ﬂLH - IL-13fik &k
:P% 0.6 % 0.6
B =
4‘5 0.4- Ué 0.4
0.2+ 0.2
0+ 0
0.(I)O 5.(')0 10?00 15:00 20?00 25l.00 O.IOO 5.;)0 10I.OO ISI.OO Z()l.OO ZSl.OO
ARJG B/ AJE B/ 1
E3PTCALAFILABRIESHENXR B4 PTCALAFIL- 3B RIEEHEHNXER
Figure 3 Correlation of IL-4 high expression in PTC tissue Figure 4 Correlation of IL-13 high expression in PTC tissue

with prognosis with prognosis
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F4 B AREESORE B E TSR R E RS EECOXSTH
Table 4 Single and multifactorial COX analysis of prognosis of patients with papillary thyroid carcinoma
- s BARIR ZHER

HR (95%CI) P HR (95%CI) P

A =604 vs <604 0.63 (0.31~1.07) 0.099 0.67 (0.36~1.18) 0.183
el B ovs &t 0.10 (0.11~1.26) 0.152 1.47 (0.82~3.15) 0.297
JihsRd e R AR <3cmvs =3 cm 5.43 (2.89~10.48) <0.001 1.19 (0.61~3.89) 0.098
ol T1+T2vs T3+T4 4.78 (2.41~6.54) <0.001 0.66 (0.58~2.01) 0.142
I ALFRRE R vs 1l 3.08 (1.56~3.73) <0.001 1.01 (0.33~3.68) 0.374
TNM434Y] I+11 vs ITI+IV 2.24 (1.43~3.64) 0.001 2.31 (1.46~3.78) 0.001
IL-47KF 2k vs IR F X 5.72 (3.57~9.12) <0.001 4.96 (3.14~8.02) <0.001
IL-137KF ikl ik 3.56 (1.78~7.12) <0.001 3.25 (1.67~6.06) <0.001

3 Tt NS 5 A . TL-4FIL-135 I iz 1 3R

UTAER, BIFFE IR S 8 M Rl B B A RS 1Y)
AR R E AR o A R Y S8 RE M O B
S RE A0 M AT 8 1 4 I — 28 5 1k 41 g [ ok K
P2 fRE VE o TL-4FN1L-13 42 i1 1% 1k B9 Th2 40 it 73
B A AT B PR, 8 0 R G i Y v &
FEAVEMH . W SNES: IL-4HIIL- 1378 Mg v e
BAER . LinZEC R I, TL-4 0] 1595 5 s 40 i
HEBE L I3 A S 20 R T A B AR 2 R
K. TodaroZF UV B . N &5 g Ji A0 7L I 9o 4N e
HPIL-43% K 0 LA RESfE dE P Al s T R Rk,
AT B0 86 SE T AR S S 0 A A T, T IL -4 0k
B 00 ) 58 % R ARG e g A= K o SR, TL- 1378 K [ Jib
TP VE BRI . AR LB TL-135E
FEMF RS . 45 e S R R b ek, HIL-13
FE % 412 S 1 Ji 988 1R 20 B 95 AN M i G A . 9 A —
SERF e L B, TL- 13RS I LR RS A . X
SORIFFEHE 7N TL- 1376 I & A= ol i v 2 300 o 0L
P, HAET, IL-4F1IL-135PTCH) X £ WF 5% AH X%
A TSRS R IL-137EPTC P i 363k, T
TEIEH FUR IR SUh AR 3K . TanciuE R BIPTC
B AT IL-47K 7 28 T, (BAE Mgl 2 i 3R
IRTHOL AN

ABFFE LI . IL-4MIL-137 FIZEPTC 1y [
P26 38 0L 2 T 5% 4 SURNIE B BRI 41 4L,
PE/RIL-4FITL-13 38 L IH AT REfEPTCHY &4 &
JErRELEAEH, L kB IL-4FIIL-13
FEPTCH I RBIE M S Mg i R ERA X, #'n
IL-4FITL- 13535 19 L 8 ] B8 A 4 b Jg 200 it 34 4,

R, WIRIL-4MIIL-13 33k 1% F ¥ o] G 42 9k i
AT . RFE, SEMNIERIE., 54, 1L-4
FIL-135 M sr b B . TNMAM A &, i’
JNIL-4 ML - 133535 19 1 I 0l 68 2 5 95 0 1) % bk
R, RAFIL-4FMIL-37EPTC R A & & 9 1E H
WANBHEG, (B BEST SR A N R R 4N
JH 7= 4 B TL -4 RN TL - 13 1] LA ) 35 ek 98 A O 2 W 240 i
(TAM) B Ak M2 A, DT 2 1 fib 78 400 it i) 1%
B AETE AR . RS R B IL-4 B RS S
JoR AN MR A, IR T X P e AN A O T B B P LA A
PERRRE AR . ARV R B TL-4FIIL-13 7] fig
i L A TL -4 R A 53 [ S H TG s 7 STAT 6
TG i B JRe e WA ALY BRI s AR, kT
P& 3 iR 20 A 3 A . SR AL SR G, A5 At
PEWFFEHEN] . IL-4F11L-13 7] L B 454 1 T b 9d 4
JHARE 3E PTC e g A0 1 2 A 1, A T T R A
K WA BB Ak, o3 A e R s e R e W AR
PEHT, Pk I ses iy & 2 4 e 5%

J 5 A 2 TN Ak B RS 45 P T C I I R IR T T Ol
W, HESREAARGIGE2ENEZERHA ., o
gEUIR . A RS SR PTCR E B R LA A,
Je T E A Kb A B R I 104F 5 Kk R 1A30%, Hi
8%PCTRFE LB #H HESUE, Himkbf®mE
KRBT RELS0%., WL, I EMWPTCHE
RIGFER FIE L L, X% UG ek s BA
HEIGIRE Lo

StanciuZE VR B . PTCHEH MIGIL-4/K T+
Sygmtrsite/ 2 R A X, rTHRWNPTCE &
U . LiZEUSV . IL-13 5 03k 5 6 5 o
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9 T JEE 1 B RN TG AN R G, X SR HROR .
IL-13FNIL -4 7E Ji 98 20 4L (1) 3R 5517 00 ] BE 52 el i
HEARGIGEIEN . A5 K HKaplan-Meier 73 #7 1
fHIL-4FIIL-13%F PTC I Tl J5 52 & B . TL-4 71
IL-13F BB BEARGE K (LIEHEE) &
FARR BB H o HE— P17 COXELAF JRURS: [m] 1 45
RIS Hr R L. IL-4FIIL-137 £IiEEPTCEERG
8RR KA S B IS G K R 2R o R TL-4 A
IL-135RIBGPTCRERGE REHA K, M
AR B IL -4 FITL - 13 7] DUAE A 9 5 B3 105 19 A= 9
b & FE 7R IR 7 FOAR .

SR, ARWFFRIBAFE— SRR . 10, ARWF5R
TN AFEA R /D, IL-4FIL-13F A BUE 2 X
BUAE R BASN AT I . R, ARSI £ IE
WHDIRARAL 2L PTCLHL K Hm 55 2L AT 52
T e JH Al PR 32 5 2H 2 Hp A 20k 17 0 AR AR T
J5 BT HE— AT IL -4 FIIL - 1375 FH AR B s i 1ot
FEPER. 8=, AW E—mmEEmsy, B
MAEAEAATTH, PR3 T I3 A TL -4 FIIL- 137K °F
5 BRA SR Z B B AR, Nk — kA I
WREA . BeJe, FEJRSLscyeh, TEAEPTCHITAL
IL-4FIIL-133Z AR A UG A B, LA B B G 2L S I
PR R ETENLHI R o

28 L FRR, IL-4MIL-137EPTCHl IR 240 41 h %
kB, SMERKER. REIRE ., S EE
MTNMZ I &, IL-4FITL- 1376 B e 4L 20 1 v
KIXRARGEE R (BIEER) ML fEREE, W
B, 5T S E M IR T ER B A2 PTC Y & A ok S v (1)
YERT, XTI & BUAE a6 97 J5 X LA T R 5 52 &
HAERIGRE X

S 3k
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