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[ Abstract ] Background and objective Thyroid transcription factor-1 (TT'F-1) has been widely studied in non-
small cell lung cancer, which is considered as an independent prognostic factor in patiens with non-small cell lung cancer.
However, there are few studies on the prognostic value of TT'F-1 in small cell lung cancer (SCLC). The purpose of this study
was to explore the relationship between the expression state of TT'F-1 and the sensitivity to first-line chemotherapy and
prognosis in patients with SCLC. Methods A retrospective analysis was made on 234 patients with SCLC who were diag-
nosed and treated in The Affiliated Hospital of Qingdao University and received platinum-based chemotherapy. The clinical
characteristics, treatment and survival of the patients were followed up. Chi > test and Logistic regression model were used
to analyze the relationship between TI'F-1 expression and chemotherapy response rate. Kaplan-Meier method and Cox pro-
portional hazard regression model were used to analyze the effect of TT'F-1 expression on survival time of patients. Results
Among the 234 patients, the positive expression of TT'F-1 was 188 cases (80.3%), and the negative expression of TI'F-1
was 46 cases (19.7%). The objective response rate (ORR) of first-line chemotherapy in patients with positive expression of
TI'F-1 was higher than that in patients with negative expression of TI'F-1 (70.7% vs 47.8%) (x*=8.681, P=0.003). Logistic
regression multivariate analysis showed that the expression state of TI'F-1 was an independent predictor of ORR in first-
line chemotherapy (OR=0.216, 95%CI: 0.076-0.615, P=0.004), however this difference was only reflected in LS-SCLC. The
median progression free survival (PFS) of patients with negative expression of TT'F-1 was shorter than that of patients with

positive expression (6.9 months vs 9.0 months) (¥*=9.357, P=0.002). The median OS in TT'F-1 negative group was shorter

TEF B 266003 11, 715 EHUEEEBEMIE R (KA, A, Beer, RIEE, Rk, 220M) 5 266000 155, &L LE#EE
BeE Rt (FFmg ) GEINEE: 2404, E-mail: qdlihongmei200S@sina.com )

HRERERERERE
www.lungca.org



T 548 o i i 98 2

4520204F7 5523 %4573  Chin J Lung Cancer, July 2020, Vol.23, No.7

than that in TI'F-1 positive group (13.3 months vs 20.1 months)(x*=12.082, P=0.001). Conclusion TIF-1 expression is

an independent predictor of first-line chemotherapy response rate and survival in patients with SCLC, and may become a

biomarker to predict the efficacy and prognosis of SCLC.
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Tab 1 Relationship between TTF-1 expression and clinical features in 234 patients with SCLC [n (%)]

Clinical features n TTF-1(-) TTF-1 (+) X2 P

Gender 0.213 0.644
Male 177 (75.6) 36 (78.3) 141 (75.0)
Female 57 (24.4) 10 (21.7) 47 (25.0)

Age (yr) 0.160 0.690
<60 113 (48.3) 21 (45.7) 92 (48.9)
=60 121 (51.7) 25(54.3) 96 (51.1)

Smoking history 3.498 0.061
() 61(26.1) 7(15.2) 54 (28.7)
(+) 173 (73.9) 39 (84.8) 134 (71.3)

KPS score 3.543 0.060
>80 164 (70.1) 27 (58.7) 137 (72.9)
<80 70(29.9) 19 (41.3) 51(27.1)

Stage 1.895 0.169
LS 133 (56.8) 22 (47.8) 111 (59.0)
ES 101 (43.2) 24(52.2) 77 (41.0)

Liver metastasis 0.113*
) 209 (89.3) 38(82.6) 171 (91.0)
(+) 25(10.7) 8(17.4) 17 (9.0)

Brain metastasis 0.036*
() 220 (94.0) 40 (87.0) 180 (95.7)
(+) 14 (6.0) 6(13.0) 8(4.3)

Bone metastasis 0.180*
) 210(89.7) 44 (95.7) 166 (88.3)
(+) 24.(10.3) 2(4.3) 22 (11.7)

*Fisher exact probability method. KPS: Karnofsky performance status; LS: limited-stage; ES: extensive-stage; TTF-1: thyroid transcription

factor-1; SCLC: small cell lung cancer.
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Tab 2 Relationship between TTF-1 expression and chemotherapy response in 234 patients with SCLC [n (%)]

Items TTF-1(-) TTF-1 (+) X2 P
CR 1(2.2) 5(2.7) - -
PR 21 (45.7) 128 (68.1) - -
SD 19 (41.3) 51(27.1) - -
PD 5(10.9) 4(2.0) - -
DCR 41/46 (89.1) 184/188 (97.9) - 0.016
ORR (total) 22/46 (47.8) 133/188 (70.7) 8.681 0.003
ORR (LS) 10/22 (45.5) 83/111 (74.8) 7.506 0.006
ORR (ES) 12/24 (50.0) 50/77 (64.9) 1.722 0.189
CR: complete response; PR: partial response; SD: stable disease; PD: progressive disease; ORR: objective response rate.

% 3 2346ISCLCEE — 2L frORRIE X E & LogisticE)A L E R /317

Tab 3 Logistic regression analysis of factors related to objective ORR of first-line chemotherapy in 234 patients with SCLC

Clinical features B OR 95%Cl P
Gender (Male vs Female) 0.257 1.293 0.644-2.594 0.470
Age (<60 yrvs =60 yr) -0.085 0.918 0.521-1.619 0.768
Stage (LS vs ES) 0.31 1.365 0.756-2.464 0.303
KPS score (>80 vs <80) 0.561 1.753 0.949-3.237 0.073
Smoking history (- vs +) -0.265 0.767 0.385-1.529 0.451
TTF-1(-vs +) -0.928 0.395 0.201-0.799 0.007

x4 23451 BE IRRFEFHESOSK RN B ERRCoxEIALRFEAH

Tab 4 Univariate and Cox regression multivariate analysis of the relationship between clinicopathological features and OS in 234 patients

Clinical features Univariate survival analysis

Multivariate survival analysis

X2 P HR (95%Cl) P

Gender (Male vs Female) 2.565 0.109

Age (<60 yrvs =60 yr) 0.702 0.402

Smoking history (- vs +) 4.015 0.045 0.793 (0.577-1.091) 0.154
Stage (LS vs ES) 25.015 <0.001 0.602 (0.447-0.810) 0.001
KPS score (=80 vs <80) 48.503 <0.001 0.368 (0.267-0.506) <0.001
TTF-1(-vs +) 12.082 0.001 1.724 (1.210-2.455) 0.003
Chest radiotherapy (- vs +) 16.600 <0.001 1.455 (1.087-1.949) 0.012

OS: overall survival.
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Tab 5 Cox multivariate analysis in patients with LS-SCLC or ES-SCLC respectively

Clinical features LS-SCLC ES-SCLC
HR (95%Cl) P HR (95%Cl) P
Gender (Male vs Female) 0.864 (0.538-1.39) 0.548 0.933 (0.523-1.664) 0.814
Age (<60 yrvs =60 yr) 0.806 (0.546-1.188) 0.275 1.143 (0.739-1.767) 0.548
Smoking history (- vs +) 0.82(0.527-1.276) 0.378 0.708 (0.378-1.325) 0.280
Chest radiotherapy (- vs +) 1.566 (1.008-2.433) 0.046 1.528 (0.969-2.411) 0.068
KPS score (=80 vs <80) 0.309 (0.194-0.493) <0.001 0.478 (0.301-0.759) 0.002
TTF-1(-vs +) 1.622 (1.264-2.018) <0.001 2.289 (1.400-3.743) 0.001
A B
1.0 1.0
0.8 0.8
[} [0}
T 06 T 06
© ©
2 =
> >
S 04 5 04
(%] (%]
- TTF-1 (+)
0.2 TTF-1(4) 0.2
1 TTF-1 ()
0.0 TTF16) 0.0
0 20 40 60 80 0 20 40 60 80
PFS (mon) 0S (mon)

Bl 1 HFFiLk. A: 2346ISCLCERETTF-1RIZSPFS#%Z (P=0.002) , TTF-1 (-) H{IPFS 6.9 A, TTF-1 (+) PFS 9.041A; B: 234fISCLCEETTF-1RiE50S

#%k (P=0.001) , TTF-1 (-) #H4Z0S 13.34A, TTF-1 (+) 0S 20.11A,

Fig 1 Survival curve. A: Kaplan-Meier survival curves of patients with SCLC. Comparison between TTF-1 positive and TTF-1 negative groups shows

a tendency for better PFS in the TTF-1 positive group (Log-rank test: P=0.002); B: Kaplan-Meier survival curves of patients with SCLC. Comparison

between TTF-1 positive and TTF-1 negative groups shows a tendency for better cumulative survival in the TTF-1 positive group (Log-rank test:

P=0.001). PFS: progression free survival.
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