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[ Abstract] Objective: To identify the association of NKAINI expression with clinicopathological parameters and prognosis
in endometrial carcinoma (EC) patients. Methods: We evaluated the role of NKAINI in EC using data publicly available

from The Cancer Genome Atlas (TCGA). The relationships between clinicopathologic characteristics and NKAINI were ana-

lyzed by the Wilcoxon test (or Kruskal-Wallis rank sum test )

[EfEBM] 2019-12-04 [fEEIRH#] 2020-03-04 and logistic regression. Cox regression and Kaplan-Meier
[(E£mH] "EHXARBEESHHE (45i'5:81872123);  method were used to analyze the relationship between clinico-
10748 = A2 BB A A SRR TR (G #0eR [ 2018 1479 ) pathologic features and overall survival (0S) of TCGA pa-
[BIEE]  ° DEK, E-mail : maxiaoxin666 @ aliyun. com tients. Gene Set Enrichment Analysis (GSEA) was also con-
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ducted by using data from TCGA. Results; Increased NKAINI expression in EC was significantly correlated with stage ( OR
=2.04; HI/1V vs I/11) , grade (OR =2.41; moderate/poor vs well) , status (OR =2.11; with tumor vs tumor free) , peri-

toneal cytology (OR =3.29; positive vs negative) and histology ( OR =3.49; serous/mixed vs endometrioid) (all P <O0.

05). Kaplan-Meier survival analysis revealed that EC with high NKAINI expression had a worse prognosis than that with low

NKAINI expression (P <0.001). Univariate analyses showed that high NKAINI expression was significantly associated with
a poor OS (HR: 1.04; 95%CI. 1 -1.08; P=0.016). Multivariate analysis showed that NKAINI remained independently
associated with OS (HR. 1.05; CI: 1.01 —=1.1; P=0.013). GSEA revealed that cell cycle and spliceosome were differen-
tially enriched in the NKAINI high expression group. Conclusion: NKAINI expression may correlate with the development of

EC, and its high expression might be used as a potential prognostic molecular marker of poor survival in EC.
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Table 1.
tients Based on Data from TCGA

Characteristics of Endometrial Carcinoma Pa-

Clinical characteristic Total Percentage ( % )
Age

< 60 181 33.2

= 60 365 66.8
Race

White 374 72.5

Black 109 21.1

Asian 20 3.9

Others 13 2.5
Stage

I 342 62.4

11 52 9.5

111 124 22.6

v 30 5.5
Grade

Gl 98 18.5

G2 120 22.6

G3 312 58.9
Status

Tumor free 426 84.5

With tumor 78 15.5
Pathology®

EEA 405 74.9

MSE 22 4.1

SEA 114 21.1
Lymph nodes ( pelvic and para-aortic)

Negtive 70 13.4

Positive 453 86.6
Surgical approach

Mini-invasive 201 38.7

Open 318 61.3
Peritoneal wash

Negtive 350 86

Positive 57 14
Residual tumor

RO 371 90.7

R1 22 5.4

R2 16 3.9

* EEA; Endometrioid endometrial adenocarcinoma; MSE . Mixed serous

and endometrioid; SEA: Serous endometrial adenocarcinoma.
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Figure 2. Relationship between NKAIN1 Expression and Clinicopathologic Features
A Stage; B: Grade; C: Status; D Peritoneal cytology; E: Histological type; F: Impact of NKAINI expression on overall survival in
EC patients in TCGA cohorts.

EEA : Endometrioid endometrial adenocarcinoma; MSE: Mixed serous and endometrioid adenocarcinoma; SEA ; Serous endometrial ad-
enocarcinoma; TCGA: The Cancer Genome Atlas.
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Table 2. The Relationship between NKAINT Expression ™ and Clinicopathological Characteristics ( Logistic Regression)

Clinicopathological characteristic Total (n) OR in NKAINI expression P

Stage (III/IV vs I/11) 548 2.04 (1.39-3.01) 0.003
Grade (G2/G3 vs GI) 530 2.41 (1.53 -3.87) <0.001
Status (with tumor vs tumor free) 504 2.11 (1.29 -3.54) 0.004
Histology ( MSE/SEA vs EEA) 541 3.49 (2.31-5.38) <0.001
Lymph nodes (Nx vs NO) 523 0.62 (0.37-1.04) 0.070
Surgical approach (open vs mini invasive) 519 1.15 (0.81 -1.64) 0.440
Peritoneal wash ( positive vs negtive ) 407 3.29 (1.79-6.33) <0.001
Residual tumor (R1/R2 »s RO) 409 1.13 (0.58 -2.22) 0.720

* Categorical dependent variable, greater or less than the median expression level.
Abbreviations as indicated in Figure 2.
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Table 3. Univariate Analysis and Multivariate Analysis of the Correlation between NKAINI Expression and Overall Survival
of Endometrial Carcinoma Patients

Univariate Cox Multivariate Cox

Variable

HR 95% CI P HR 95% CI P
Age 1.03 0.99 -1.06 0.118
Stage 2.3 1.71-3.1 <0.001 1.38 0.93-2.05 0.111
Race 1.19 0.83 -1.69 0.340
Grade 1.94 1.16 -3.24 0.012 1.42 0.78 -2.59 0.250
Status 8.75 4.55-16.84 <0.001 6.25 2.75-14.19 <0.001
Peritoneal wash 5.91 3.02-11.57 <0.001 1.48 0.6-3.64 0.398
Residual tumor 2.44 1.59 -3.75 <0.001 0.84 0.5-1.42 0.513
Surgical approach 0.72 0.36 -1.43 0.344
Lymph nodes 0.46 0.21 -0.97 0.042 0.64 0.26 -1.57 0.335
Pathology 1.51 1.07 -2.13 0.020 1.16 0.76 -1.79 0.491
NKAINI 1.04 1-1.08 0.016 1.05 1.01-1.1 0.013

HR : Hazard Ratio; CI: Confidence Interval.
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Figure 3. Enrichment Plots of GSEA Results

A Cell cycle; B: Spliceosomes are differentially enriched in NKAINI-related EC.

GSEA; Gene set enrichment analysis; NES: Normalized enrichment score; FDR: False discovery rate; FWER: Family-wise error

rate; EC: Endometrial carcinoma.
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