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The patients with advanced esophageal cancer who carrying non-AS. 1 type relat-
ed MHC-1 molecule A transmembrane region allele have high sensitivity to NK
cell immunotherapy
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[ Abstract ] Objective: To investigate the effect of non-A5. 1 type MHC class [ -related molecules A ( MICA ) trans-
membrane allele on the treatment efficacy of chemotherapy combined with NK cell immunotherapy in advanced esophageal

cancer patients. Methods: One hundred and fifty-two patients with advanced esophageal cancer ( TNM T[-IVa ) under-
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went systemic chemotherapy after palliative surgery between April, 2013 and October, 2015 were included in this study.
According to whether the MICA transmembrane allele was A5. 1, patients were divided into four groups to observe the clin-
ical efficacy: A5.1 chemotherapy + NK cell therapy ( AS. 1 + NK group ); A5.1 chemotherapy alone ( A5. 1 group );
non-A5. 1 chemotherapy + NK cell therapy ( non A5.1 + NK group ); non-A5. 1 chemotherapy alone ( non A5.1 group ).
Eukaryotic expression vector pTE-1AS5. 1 carrying MICA allele AS5. 1 was constructed and used to transfect esophageal
cancer TE-1 cell line. Western blotting was used to detect the effect of pTE-1AS5. 1 transfection on the expression of MICA
protein in TE-1 cells. The sensitivity change of TE-1 cells to NK cells before and after the transfection was detected by
LDH. ELISA was used to detect the soluble MICA in serum of esophageal cancer patients and the soluble MICA content in
the supernatant of TE-1 cells before and after transfection with pTE-1A5. 1. Results: After 3 years of follow-up, the medi-
um overall survival ( mOS ) of A5.1 + NK group, A5. lgroup, non A5.1 + NK group and non A5.1 group were 15.0
months, 16.0 months, 22.4 months and 16.0 months, respectively. The mOS of non A5.1 + NK group was significantly
longer than that of other groups ( P <0.05 ). There was no significant correlation between age, sex, ECOG score, geno-
type and prognosis by Cox multivariate regression analysis ( P >0.05 ). The cross analysis of genotype and NK therapy
showed that the mOS of non AS5. 1 + NK group was significantly longer than that of the other three groups ( P <0.05 ). The
expression of MICA in TE-1 cells was significantly increased after transfection with pTE-1AS5. 1, and the soluble MICA se-
cretion in culture supernatant was significantly increased ([ 256.2 +45.3 Jus [ 45.3 +11.5 ] pg/ml, P <0.01 ). Com-
pared with pre-transfection, the killing rate of NK cells on TE-1 cells over-expressing MICA was significantly decreased
(029.5+7.21% vs[42.5+7.1]% , P<0.05). Conclusion: Compared with esophageal patients with MICA-A5. 1 al-
lele, the efficacy of combined treatment of NK cell therapy and chemotherapy for patients with MICA-non AS5.1 is better,
which is closely related to low level of soluble MICA.
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Tab.1 Univariate and multivariate analysis of variables associated in patients with esophageal cancer

Variable Mean survival Pl P2 Hazard ratio 95% Cl
( t/month ) ( Univariate ) ( Multivariate )

Age( t/a)
<60 78 17.0 0.484 0.297 1.087 0.572-1.186
>60 74 18.0

Gender
Male 73 16.0 0.721 0.574 0.316 0.630-1.292
Female 79 19.0

ECOG
0-1 85 18.9 0.753 0.930 0.008 0.684-1.416
2-3 67 17.0

Soluble MICA
Yes 91 15.0 0.000 0.000 62.919 0.066-0. 192
No 61 29.3

A5.1 gene
Yes 75 16.0 0.168 0.000 25.529 2.104-5.400
No 77 18.9

NK therapy
Yes 83 18.8 0.104 0.128 2.322 0.507-1.089
No 69 16.0

A5.1 gene/NK therapy
A5.1 +NK 44 15.0 0.040
A5.1 31 16.0 0.041
No A5.1 +NK 39 22.4 0.000 27.290 1.505-2. 460
No A5.1 38 16.0 0.015
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