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HE . BY KT EEaiedrd BT 1 (MIC-1) £ faiiE (NSCLC) W & e & J7 J7 2 Faml
PR, JTiE IR 201351 A —2015 4 1 A ks ey b}ifl\ IVH# NSCLC &% 94 4], Jili3 Rtk sk
T 78 B BARAAE K 70 48] 5 A AVE A NSCLC 20, RoPE2A B 3T AR LE, KA AR k& B IR %, 95 I 52 3o 4 )
MIC—1K-F, NSCLC ¥ B2 3@ 677 , 2 W E A 5 W& Cox ®A5H NSCLC AW 42 A AT IR 4G Hra &,
ZEE NSCLC A ik MIC—1 K-F & TR MAFoxrE, HRMMAZH TAEA (P <0.05); NSCLC 48R F
TNM 69 MIC—1 RF ik, ZFAL%TFEL (P <0.05), REF#E, WA, @b rrEREEE%K
B %4k (EGFR ) AR R EMILE, 271451 FEL (P>0.05), NSCLC 434422 3e@ib 7, 897 3F25
A MIC—1 KFHBEF A8 HF 1A AR (P<0.05); B, w71, 3R 5AMNAWRE, 27 A%
HFEEL (P<0.05); 897 5 AR, &7 A 2FE 32.98% ; Kaplan—Meier i &3+ A 4%, NSCLC 48124 74
BFE (MST) A 17.9 AN Ao vA 1390 pg/ml AlEFAE, HH 54 MIC-1 < 1390 pg/ml 41 (59 4] ) F= MIC—
1>1 390 pg/ml 20( 35 % ), B0 3 5F & F 5 51 4 33.90% F= 14.29%( P <0.05 ), Cox B2 5 7, TNM 4 |
EGFR A B R %A MIC—1 K-F 2 & NSCLC 48 MST #) e e B &, 4t & MIC-1KRF5TT, 5. V&
NSCLC 4 TNM 4 fede& g7 &R A &, TR TIn & 576 .
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Clinical significance of MIC-1 in non-small cell lung cancer

Ying Xin, Jing Zhu, Ying Liu
(Department of the First Tumor Internal Medicine, Tumor Hospital of Jilin Province,
Changchun, jilin 130021, China)

Abstract: Objective To investigate the clinical significance of macrophage inhibitory cytokine-1 (MIC-
1) in non-small cell lung cancer (NSCLC). Methods A total of 94 patients with stage Ill band stage IV NSCLC,
78 patients with benign pulmonary diseases, and 70 healthy subjects admitted to the hospital from January 2013 to
January 2015 were included in this study. The MIC-1 level was detected by ELISA. Patients with NSCLC received
targeted therapy. Results Serum level of MIC-1 was higher significantly in the NSCLC group compared with benign
group and control group, while MIC-1 was upregulated in the benign group compared with control group (P < 0.05).
MIC-1 was closely associated with TNM stages (P < 0.05) while no significant relationship was observed among age,
gender, targeted therapy and EGFR gene mutation in NSCLCgroup (P > 0.05). MIC-1 levels in patients receiving
treatments for 3 months and 5 months decreased compared with those before treatment and receiving treatment for
1 month (P < 0.05). There were significant differences in MIC-1 levels between groups at 3 months, 5 months and 7

months prior to treatment (P < 0.05). Treatment effective rate was 32.98% with 5 months of treatments. The treatment
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effective rate in patients with mutation was higher than that of wild type (64.86% vs 12.28%, P < 0.05). The MIC-1

level in treatment group with positive response was significantly lower than that in group with negative response (P <
0.05). ROC analysis showed that the median survival time (MST) was 17.9 months. With 1,390 pg/ml as the cut-off
value, patients were divided into the low group (MIC-1 < 1,390 pg/ml group, n = 59) and high group (MIC-1 > 1,390

pg/ml group, n = 35). Patients in high group experienced significant higher 3-year survival rate compared to low
group (33.90% vs 14.29%, P < 0.05). Cox analysis showed that TNM stage, EGFR gene mutation and MIC-1 level
were independent risk factors for MST of patients with NSCLC. Conclusion The serum MIC-1 level is correlated

to TNM stages, and the effectiveness of targeted therapy, and MIC-1 may be a prognostic biomarker in patients with

stage Ill b-stage IV NSCLC

Keywords: non-small cell lung cancer; macrophage inhibitory cytokine-1; detection; targeted therapy; clinical

efficacy; median survival time

AE/NH AT ( non—small cell lung cancer, NSCLC )
T WL, (R AR 80% ~ 90%. T
AERMIEEIGTT T BRI, (H 5 AR R A
o B iR 2 AR K RS2 4K Cepithelial growth
factor receptor, EGFR ) MY &3, EGFR [ 22 2 ik i 111
il 77 32 7 F T NSCLC S 48 1a3R 7, B — 5
S B I ] BT 1 (macrophage inhibitory
cytokine—1, MIC-1) J& T— "ML ERKH T, fEIKZ
EL PR EES SN MR B, 2808
PRI L ERE MIC-1 ik ™, SRTEGT MIC-1 5
AAERR TR BUR SRR IHGE 1 . ARSI
I, 395, VI NSCLC f . Jiidf R (5 KAk
f HEH LT MIC-1 7KF-, 234 MIC-1 5 NSCLC f&
Hl A HAFAL | FLRIARTFRCR EPUR IR R, R
MIC-1 FEAEVERRE IS W . TP RAT Al K B Tt vh
BN FHANE, RGBT

1 ARSI

Il oA 3 434

PEHR 2013 4 1 A -2015 4F 1 HI1ZBe i i NSCLC
FBE 94 fIE Ry NSCLC 41 o Jerpr, 554 53 481, 2ok 41 495
AEWS 39 ~ 81 %, Y (59.64+509) % ;5 1M, ] 35
i, VI 59 ], e B ETA IR B IS B 1 e f
78 R RAEAL . o, B 41 6], Lotk 37 4 5 AR
W34 ~ 79%, VI (57.16+4.97) %, TEEEHIA
BeARR AR 70 BIVE AT IR, Hdr, 51k 37 fl, &
P33 ) 5 4RI 33 ~ 85 %, FH (60.13+£5.61) %
PARRUE « Q2N LSRR ; QAHE

AR MIFEAE , TNM 3T, 3. VI @TEFAR
AT RIS, YR AR IRYT , IR TR = 2 A4
H. HEBR#RE . DL CT. MRI %514 242 W7 0 1

1.1

FE TNM 43401 @6 I HAE MM » @8 2w hh
MBI RS Re  @FERT B) ST ™ 5 D) ig
Bl ; @B 2GYRI L R G5 » @t
AR <3 AN H o AT S BE RS 2 Dot
BEFMERET. 340, TR, 25305
X (P>0.05),
1.2 ELEFT

Z: (3% I IR b8 27 23 IV ] NSCLC b7 1l
IRSLHGHE R ) FISCHK [5] %) EGFR K& IR 5 7% B 1
PR 2 TR mGYY . Hrh, 56 4] 1 IRJE¥& 2 e
(Fii £ 2 [WAT ) 150 mg/ YT, 1/ 5 38 Bl R A%
JE (JL[E Astra Zeneca A FR/AHE] ) 150 mg/ R, 1K /d.
JIT A B8 A2 T 24 1 2 IR e A g T v LA i 52 1Y)
ARV
1.3 NSCLC 22 MIC-1 7K F#&il

NSCLC HiRyr A Bdfyr)a 10 3. S K74 H, B
PEZH . 0 BRI T 2 AR IKCR AL 2 ml, 3 000 r/min £
£ 10 min, SFESIYE, EA -80 CUKFIRRIAE. R
FHXC AT O S VLM E MIC-1 7KF, 17 &5
U 5 RV HARA RA R4
1.4 FFROEMiRgE

NSCLC A [m iR Iy M1 IaI6Y7 1 DA R Z 54 2
NS BRI RO bR e PPARTT R ABESY
PIVRYT 5 A HAE T Y7 ROWSE I ] [ 045 58 4 22 il
( complete response, CR ). Ay 2 i (paﬂial response,
PR ). F2E (stable disease, SD ) S5t ( progressive
disease, PD ) |, H:H, CR+PR HERL, SD+PD ALK .
1.5 BEHER

ARRFEVIE R 2017 4 1 1, BEVIIITHEIA 15 ~
4241, ALRETTI TR 29 4~ H o
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B HR A SPSS 18.0 ZEi 4k, THEFORIALY
B+ WERE (xxs) R, U LECR A 225047,
R ELAE R ¢ A S0 B SNK—g K256 5 THEICFERE LR % )
N, KM X PR 5 N Kaplan—Meier et faew e
ik, A AEAARTT], AR EBER ] Log—
rank £555 5 23] ROC MZThedin, B 3 4R 475
PR RIS S R A Cox 1T 43T 5% i v A3, A 7
MR, P <0.05 25 A5 FE L.

2 #HR
2.1 3 ZmiE MIC-1 KFELLE
NSCLC 4. RAEZH KO0 BREH 1Y 136 MIC-1 7KF-53

S 1093.79 11537 ).( 634.31 + 87.49 ) %2(390.34 +
52.66) pg/ml. 3 4L MIC-1 K- HLE:, ZRA%
THEE L (F=20.267, P=0.000) ; NSCLC 4/ T R
ZHAIXT IR, HOR L m TX IR (P <0.05),

2.2 NSCLC B2EAE#MmEZMEF MIC-1 7K
B EE 8%

ANTR] TNM 43 3] NSCLC #8  AY IfiL 7 MIC-1 7K 3
Fedr, Z2RASEE X (P<0.05); RREAER . 5]
HOIRYY 7 % X EGPR JERI AR R, 225 git
S (P>0.05), W1,

2.3 A[EiEFratE MIC-1 7K FRy L%

TE A T Wi NSCLC 4 ) MIC-1 & (1093.79 +
115.37) pgml, H5iAIF 1. 35 H [ (1071.09=
106.05), (1029.64+97.22) Hl (967.68 +91.26 ) pg/ml]
#, Z5A %5015 X (F=27.224, P=0.000).
NSCLC B#IRYT 5 A H BIIE MIC-1 AR FIRYT 1
AH (P<0.05) 13 4-H (P<0.05), HifJ7 3 HIK
TIRIT 1 (P<0.05),

2.4 IgFKEITIER

94 {5l NSCLC ##&H, CR4 ], PR27 ), SD 18
i, PD 45 4], JaI7HRE R 32.98%, 69T A KRR
4 32.98%. H: EGFR JEPH 5378 B E G I A 0% H
64.86%, =T EGFR JEPEFA R 12.28% (P <0.05 ),
NSCLC 3 G r A %031 ), &k 63 1l ; i6Ir A
R I MIC-1 7K °F 2 (837.34+£76.35) pe/ml,
TCRUE B MIC-1 7K-F2 (112831 +102.38) pg/ml.
P MIC-1 P LA, 22 A g2 (1 =22.089,
P =0.000 ), IGI7ABEFE 1) MIC-1 AR TIRIT ICRL
B, WA 1.

2.5 [MiF MIC-17kF5 NSCLC & B4EGFRM

A 1390 pg/ml Ml FHE SR < 1390 pe/ml 4H( 59
i) Fi1>1390 pg/ml 41 (35 1] ), < 1390 pg/ml 44 Al >
1 390 pg/ml 41 3 4F A= 47 3 43 5l 24 33.90% (20/59 ).
14.29% (5/35), W4l 34FAEAFRILE, ZRA5%1T
¥ X (x’=4.328, P=0.037), WL 2, & ROC
L2 A5 BT, NSCLC &3 A A= A7 B [B] ( median
survival time, MST ) 4 17.9 1 . 24 MIC-1 IIfi 548 Ky
1 390 pe/ml, T 3 45 A 4725 A BEURRAE FIARE S 1 2 3l
4 80.1% #1 69.3%
2.6 B EETT NSCLC H {1 & 77/t E B
FSEIESrSES, 2

PR BT B s, TNM 4 3. MIC-1 /K F 5
NSCLC 2 MST 47 5% (P <0.05 ) ; £ H £ 43 #7 8. /w,
TNM 73 1. EGFR %k H 58 28 Je MIC-1 7K ~F- 72 5% il
NSCLC 2 MST Ml iz . Wk 2.

£ 1 T EIHEFIHEER NSCLC EE IiE MIC-1 7k EbEE
MIC-1/
A _
AIES Llilkq (pgfml, Xxs) {5 P{H
AR
<60 % 37 1173.34 £96.38
1.665  0.099
=60 % 57 1107.83 £99.26
el
5 53 1112.64 +91.38
1.643  0.104
s 41 1081.75 £ 89.15
TNM 433
m b 35 925.34 + 95.62
12.493  0.000
V] 59 1187.53 +99.37
LRI S
JERYS 29N 56 1012.79 + 103.63
1.569  0.120
FHERE 38 979.38 + 97.84
EGFR R 578
FHE 57 1015.29 £ 101.22
1.746  0.084
B 37 978.68 + 96.31
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0.6 - =
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*2 M$LEIEST NSCLC £FE MST WERERMS BRSNS

AR RS ZHEHT
gE| . 95%ClI . 95%CI

P RR b S, Wald x’{8 P1{H RR
TR R TR TR

LRI 0.421 0.897 0.253 1.679
P 0.536 0.812 0.348 1.369
TNM 434 0.000 2.958 1.746 4.036 0.215 0.103 4345 0.000  1.948 1413 2.391
LENE IS 0.945 0.448 0.157 0.687
EGFR $£H 245 0.000 2.034 1.241 2.794 0.057 0.018 8.945 0.012 1304 0721 1.801
MIC-1 /K 0.000 1.657 1.167 2.251 0.157 0.071 4.865 0.029 1.171  0.967 1.298
3 itig yfapm it R ", AR SCEBE AR e i e

MIC-1 JE b A K B MR R B,
TEMIG R . MESNERUE M B0 2 5 ke
FEMEM ., AN MIC-1 £ ERKERX, 5
FESERE A RRA L e 2 J B AL R R N S VE R T
MIC-1 &3k LiH . MIC—1 78k frbga & Ji i A r ke AL
FEATYER, RERE ] MIC—1 w3 1375 S s 20 At
T, SR ARG 5 JiAE H G 2 i A5 200 M s b
¥, MR EEES 5EH . ZmFREN,
B SR RO S R MIC-1 K eis ™ x|
FIEAE T R, I MIC-1 K- T . HB
FRHAE " AR, MIC-1 A6 B NP A 2P S i 3Ra8
FHPER = 90%, H 5k ELE5 56 R 2 DIAH G o i 4 ss
fe i, BEEE MIC-1 K PF-REaRiE, 2% ™ E
ROC HhER I Mo, 8 288 8w KEF, MIC-1
It FUE 574 pg/ml, 12T 9 AR FOA S 5331
J 82% 1 83%. ANWEFT K I, NSCLC 2 MIC-1 /K
fefm, UEAH MIC-1 ATREZ 5 NSCLC &4 . b,

T NSCLC ikATFARIGYY, #eteaqibyry
M R, B IR XT NSCLC 8 35 W e B0
UK ENEE AR (1 EGFR. KRAS 3K & F K RET
FilG R AE ), SRR BOA IR ARG ST T e e
AR NSCLC BE WA MFBEZ—"". HAl, NSCLC i
VAT EEENTE EGFR #HIFIA ALK #0il5], H2e
YA RPECARIERIESL, HAEEE . JEEEe
F AR A K A T2 AR B BV e 50, AR
TREAR M b AR A R ). S B SE  R B
JEIRIT I NSCLC B A 2% K 35.5%, 2015 432
B E S LR A e g de m e 1, IR IR E S ek
BIIRIT R BRI AR ERY T Rk sk, Ik

HATRRRIAYT

ApsEr, MIC-1 A] i TPFAl NSCLC £ 75 48 i)
TRITITRL. Uk s AR, MIC-1 BEM: R A
BEIGERIGITSCRA K. ZW5EHRGE 7R, EGFR
FERGEAR 7 5 FEAEPAESM I 18, 19, 21, XUy
SRIE R R AE W] 51 EGFR % 2 R I Bl 15 1 4o 7
PETERS %5 " 48111, EGFR & RAFE 5 NSCLC 4
R RRYT RO B VI SE . RS HT EGFR 3 H %78
SR ERI TR R, RIS B EIRIT A
RORE TR AR, SEEAFITEs R —8",

EAh—Tiftds i, HAGEIER e 5IRig et
] 3R 7 B T4 NSCLC 41 rp 7 52 955 TG 1 e A A7 ) [a]
SAERTETCZES ™, SRR RAST. ZHRES
Mrig s, MIC-1 0B R iEAh NSCLC 4 1 1 2245 4
Z—. MEHTA 5§ " fg1i, & MIC-1 /KRR &S5 H
Jo g A A T I AE T X T A P 4B MIC-1
X NSCLC 4L H5 i S, &30 MIC-1 mfig 25
M) S8 25 T S S PRI 2R . [k MIC-1 41, NSCLC 2
TNM 53, EGFR R 82485 1Al 5 £8. 35 s 2% DI AH
oK, 55 AT P R EAE RRAE R —3

AR FAFHE—E SR BRPE (Bl | VBRI 5
BBl (B ), PRl 5 AT RS . TR 1 R
ZHUL Y, fEEIFFE AR . AR R,
. IV NSCLC 82, MIC-1 /KF5 NSCLC ##1If
PRI ERRFAE I OC R T REAAAE I fey, ARFREIC L L VI
NSCLC B FAE#E— 2514

Zx LTk, MIC-1 AIAE R —Fhogr i by br ik H
Bl NSCLC RIS WT . T7a80 Al K s il
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