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Abstract

Objective: To investigate the relationship between expression of TTF-1, TS and chemotherapy effect
of pemetrexed in advanced lung adenocarcinoma. Methods: Eighty patients with advanced lung
adenocarcinoma treating by pemetrexed were enrolled in this study and their tumor samples were
collected retrospectively for analysis. The expression of TTF-1, TS protein in tumor samples was de-
tected by the immunohistochemical method. The data of therapeutical effect and toxicity were col-
lected and analyzed. Results: The TTF-1 positive staining accounted for 71.25% (57/80). The TS
positive staining accounted for 22.50% (18/80). TTF-1 and TS expression in lung cancer tissues had
negative correlation (r = -0.356, P = 0.002). The response rate (CR + PR) was 46.25%. The efficiency
of patients with over-expression of TTF-1 (64.91%) was significant higher than patients with
low-expression of TTF-1 (39.13%) (P < 0.05). The efficiency of patients with over-expression of TS
(27.78%) was significant lower than patients with low-expression of TS (51.61%) (P < 0.05). The ef-
ficiency, median progress time and 1-survival rate of patients with over-expression TS and
low-expression of TTF-1 (28.57%, 3.9 months, 28.6%) were all significant lower than patients with
over-expression TTF-1 and low-expression of TS (81.13%, 7.4 months, 69.8%) (P < 0.05). Conclu-
sions: The expression of TTF-1 and TS is associated with chemotherapy effect of pemetrexed in ad-
vanced lung adenocarcinoma and can be used to detect the sensitivity.
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H I ST B S P TTF- LRI TS RIA SRR th BATTT IR R . A BB 806I8: 23
3% th FEAGTT I B B R I ROR B RN . AL SR R R A TTF- 1M TSE A MRIX,
HXTTRGHAT . Z5R: TTF-1PHHRERRNT1.25% (57/80), TSFHHERIARA22.50% (18/80).
TTF-1FITSHE i Rk 2 AR = -0.356, P = 0.002). ITHBE(CR + PR)N46.25%,
TTF-1(+) BEH K (64.91%) BEEHE TTTF-1(-) 8% (39.13%), ZFHEEM(P<0.05). TS(+)EBH
ARUE(27.78%) EEKTTS(-) BF51.61%, ZRH BEH(P < 0.05). BRAKN B7R: TTF-1(-) HTS(+)
HAEMFEKR28.57%, PARTEFRAEBENEIHN3.INE, 1E4FEK28.6%, TTF-1(+)HTS(-)HAGHE
N81.13%, FMNEERIBHIFAN7ANE, 1FEEFRN69.8%, ZRH BEMEP<0.05), Fib: B
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1. 518

iy & H AT SV B P9 RO AR RIAE T R e AR, SRR R YT i — B S T U A B A
Jirfegs v B A/ A R A R B R I 25 S BE A R ST 250 K0T B, T OIS AEAT A T K R i
J&. SR TJE EGFR. ALK, ROS &5 AH 55 K A2 5 PD-1 ARFIA G 1 /N M e, A0 302 b
W—2in)T, JUHIR B R iR, 15 5% h 28 N A 07 SR AT T R[4 (HAIRIK L 3RAT
KB FEFATT J7 5 AR PR 2 SIARTR] . o BESRTHE R s J8 8 B b, W P AEBR AN RI RO ROCR
SETR I RIT R R T 25 5 R AL SR A o 245038 1 2 AN 245 ) 3k PR A 2 IR g & e LW i
AL LA FE R AL 5 NSCLC A6I7 197 R0 6 [2] . BFFTIESE, i A2 e TTR-1 JERR 4 36 K dE
KPR, TTR-1 il 5 AR/ a8 0 H 2 Bgee KR Y797 RO B AR [3]0 TS & — iR it 1k
W, TS /& dTMP Mk & FRERE, 7£ DNA &R SBE . RS el AR SR N EI4]. &
R HT R TS RRIA A B v A S il ZE ALy T P Rk 28, TS FRIA/KT- 8 0 v fE 2 545 5 ih ZE i 245 J5
PI[5]. i, ATl 7> 4 80 i G IR/ N i ee &6 ) TTR-1 Je TS 3R F3RIAKT, S i S i 28
HRE WAL T 7 SR 097 2o A, M08 P — 3 S AT 7 RO UG ARSI, AT Al PR 35 15 7 SR 42 it
Ly BURAE ) AT

2. BIRER*®
1) FFFENR
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Wbk be 2012 4 1 H~2016 4 6 H 4L 80 17 M il S8 % . 404 33~78 &, P 4ERE 55 % . Hrp
Sk 44 4, Lotk 36 B IRERIIIB 34 34 45, IV 46 1. 5 FRAL L3 4% WHO 4143273 25(1998) br i,
53 W4 1997 4F [E Frbu)m Bk B (UICC) T IbriE . BT N BFE RS LU KM © B2 2 sk (T
Ry CAEBR, ABRBIEL, WEEVIHG CT e A4 5 o fIERD) e AR N e, @ BRAER#E2
AT BTG RIS B R 5848, 3 Karnofaky vF43 > 70, FitAEAFH > 31N, @ AREMMEEIERR
AYEIT R ® ML BT OHBEIEE, TITRARE.

2) WITH

155 it 28 500 mg/m?, FRKiGE 15 min, dl; 1SR 75 mg/m? 4y 2~3 KERIKETE. 21 KA
W, =T 2 AN TR M EEA RN, AT AS ST AR AN SRR 400 ug BADIELE 5 R, I
— RAbFYEAE R By, 1000 ug, Hi— RIFLE H AR ZERIL v 4 mg/bid, #4: 3 K. HM4 T 5HT; 24t
FUTRR: sy WX,

3) AN T

K G U4 3 F oAV - S (SP vk det, SP Al FAb st il AEYHEARS
FBRAF], FPiR TTF-1. TS ZBEhuans T RoUs LAY TREARA .

B A F G 4 W 2K R bb JE L ilE 27K, 3% H,0, /EFH 15 min,  DLBHWT P9 Y5 M SR A P g
WEE YIA B 10 memol/L AR IR S v R A M DB S h s WA RN E s AR, ZRWE
15 min, HEAGEFFREYUE. ME2ZRME, WMA—P, 4CHER. HINEYERCEPR 196, BT
FAYIEG - BRIV AR TIEW, EEMNE % 15min, DAB &, FHAREY, ik, HHA. FMbk
IV BAPEFI B X R, BRSO O RN RIE FIVE R 2T B, TR DL PBS AR — it

4) S5 RH W

TTF-1. TS 75l LU AZ s o3 H IR BRSO R BH R A o 4% 20 8 AR iR R T 3 3R 08
[6], HEHE (o nm 5 K S0 PR 40 BT o5 B A9 20 3030 9 0~3 3. GeasmfE. REM A0, Bkl
FEFEER2 5, BHERN3 5. MG /723 S5 FRFLER 10 LS, AN oF % 100 /N2
Mo THEHAFIRRTE B 2 E . ARSI E 2 S0 PR A 7% <5%5 0 77, 6%~25%
N1y, 26%~49%A 2 43, =50%H 3 4. PRIRVESARIN, 0~1 73 8(=), 2 43 9(+), 3~4 73 H(++), 5~6
TIREHE) (F) (F4) (H+H) BRI .

5) T RPN

T 2 FIEE R JG EATI T R0, BEVTR AN 1 4F . 4% RECIST SLARSRT RPN ARAEY Jv: 584228
fi#(CR), HBZMA(PR), FRFaE(SD), HIiiE/E(PD). L CR + PR TR ZMA K, Fo i b fin
P R ) J 1 AR AR AR

6) it

J%FH SPSS 13.0 Giit B4, TTF-1 fl TS Rk S54by7 A 3R R 2 Kl — & MM R A Spearman
SERARNE BT, BAP<0.05 NE SR . k4172 rRH Kaplan-Meier ik, H Log-rank fi

3. &R

1) HBEHFNERELER

80 M M i An A 23 TTR-1 BHIERIAZ )y 71.25% (57/80), HA 551Ny 70.45%, ZothN
72.22%; >55 % N 69.77%, <55 % A 72.97%; LiRIIZ 2K, THiit2m (P >0.05); illIB i
JiE TTF-1 RIA% N 82.35%, IVIAMRE TTF-1 RIA%E N 63.04%, WE ZEFAH ST R (P <0.05).
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TS FAPERIEF N 22.50% (18/80), FHerh ity 22.73%, il 22.22%; >55 % A 23.26%, <55 %N
21.62%; EiRIL P KN, TG (P > 0.05); MIIB Wil TS RiER N 14.71%, IV Il
TS RIEHE N 28.26%, MHE ZEFAH G FE L (P <0.05). WK 1~4 Fi% 1.

2) WITIT R

AR 2 1) CR, 354 PR, 30 f] SD, 13 §fi| PD, A RN 46.25% (37/80). Hrt, TTF-1(+)H
HE MR E(64.91%), TTF-1(-)BFHH EM(39.13%), Z=53H BEVEP < 0.05). TS(H)HMHEREN
27.78%, KT TS(-)ZHK) 51.61%, %A B3P <0.05). BEAKMER: TTE-1(+) H TS()HA RE N
81.13%, TTF-1(-)H TS(+)HAXFE N 28.57%, W& EFEEP<0.05). L2, %3,

3) FiE S TTF-1 0 TS fkaset:

TTF-1 A1 TS JLEZFIAFHIEF 4 4], JLFEZIEMITER v 9 4, TTF-1 FKIEFHME. TS FikBI1E# 53
i, TTF-1 A M1, TS A B ¥ 14451, 4 Spearman 25 2 K 5 504 m] S0 5 2 35 52 A7 A % (r = —0.356,
P =0.002).

4) HELEREM

FTa B ERBE G, BEVTZE 100%, BEVTI A 1 4F . TTF-1(-)TS(+)ZH M AL 5% ek N 3.9 M H
1EAEAFH N 28.6%, TTF-L(H)TS)HRIT AR IR N 7.4 M H, 1 FEALFEN 69.8%, ZRIH
BEMEP <0.05), WK S5, FEFIT RO R G R NES R, AR BT S

Table 1. The expression of TTF-1 and TS in the lung tissues of the 80 patients
F 180 fIBEHEAP TTF-1 5 TS HIRIEER

ks TTF-1i33A TSHKA 7 P
i RAFAE n [{31E3 [51E3 FA [51¢3

5 0.793 >0.05

5 44 31 13 10 34

% 36 26 10 8 28
W 0.825 >0.05
<55 37 27 10 8 29

>55 43 30 13 10 33
73 9.422 <0.05
1B 34 28 6 5 29

I\ 46 29 17 13 33

Table 2. The relationship between the expression of TTF-1, TS and chemotherapy efficacy
F2.TTF-1 5 TS MRS AR X FR

PD SD PR CR RR 7 P
TTF-1
+ 9 20 26 2 64.91 11.337 <0.05
- 4 10 9 0 39.13
TS
+ 4 9 5 0 27.78 7.464 <0.05
- 9 21 30 2 51.61
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Table 3. The relationship between chemotherapy efficacy and clinical pathology

= 3. WIS IERRIEZ B X FR

gy n PD SD PR CR RR Ve P
HARIE 14.163 <0.05
TTE-1(+)TS(-) 53 6 5 40 2 81.13
TTE-1(+)TS(+) 4 1 1 2 0 50.00
TTF-1(-)TS(+) 14 5 5 4 0 28.57
TTF-1(-)TS(-) 9 2 3 4 0 44.45
Figure 1. The high expression of TTF-1 in lung tissue
B 1. fhfEsh TTF-1 BIS3RIA(SP x 200)
Figure 2. The high expression of TS in lung tissue
2. BvfER TS B ERIA(SP x 200)
Figure 3. The low expression of TTF-1 in lung tissue
& 3. BhfEEeh TTF-1 BI{R3RIA(SP x 200)
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Figure 4. The low expression of TS in lung tissue
4. BhfRLELRHF TS MIMEFRIE(SP x 200)

— TTF-1(+)TS(O)4L
------ TTF-1()TS(+)4A

T T I T T T I
2.00 400 6.00 800 10.00 12.00 14.00

FR A TG 9 3 FE B[] (PFS)

Figure 5. The cumulative survival situation of the patients
5. BERITERER

4. Wi

it 68 At S g UL R, R R A DG R T IR IR R B A . R /N4 i
(non-small cell lung cancer, NSCLC) 15 it 4 i ft] 80% 2 85%, H:JiRfE 4] 30%~35%. % %1 NSCLC #§i2
B O THE, A AEAFHN 1A A, 5 FAEERAE 16%, TEHkzE. AR HTLLFRMEH,
i ZHURFAE 5 TN IR SR EEER[7]. 17 & NSCLC M EZRIT T8, H N AMEr
i 5 i FE MR A BN S W i B ) — 2R IR AT T R . AR A TRATIH 2RI 2 BRI AR 030 A TE
RERRARN, R FERAIT 7R, HIr s S A Z R, SRS B0 45 55 i 28 1) Uk
PEARNE . FERXAIGHLT, T EIZW . 1897 BT kA 6e 5 2l Ak 5 BAT 10 it e 2 23008 22 3 B4 A0 TNM
(tumor-node-metastasis) 7> ¥ . FHAIT 2T RATTIAE AR, H)E MRIGIT TT S, W RER R [ i k2>
CHRARFNTCRAST” o DRI, 43 BR A A0t 12 0 oA it R T R e, RO A BU T
WA R AE B0 I AR T R E

TTF-1 (AR EAA Tl 2P S s A B TTR-1 w] LAY FORIRER & B BE R e e e 3R 0E 9 AR ek
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AR IR R T, I r 44 9 ORI S R 11 TTR-1 AR NKX [F]J5#E-1 (NK2 homeobox 1,
NKX2-1), & NKX2 #FIEHFHERR R 2 —. TTF-1 0T ARG ik 14913.3, B =ANMME TR AN
TR BRI R G A I 5 — A RS A S R 7. TTR-1 g B & 371 MR, 2
X4rFih 38 kDa A% 1, A B HLA A T HUIRE . PRIRGE ERZ I 10 B Clara 4 K 3568 43 oK i w1 0]
125, AR A i o 22 R 40 B R R R P IR [8] 0 TTR-1 S fm o ok R B — A3 (14 i 8 4
TR, 2 U B R S 0 2 R iC A, T O S LR I 1R 2 W A S 502 W T AT
A B 2 B FH A AL [9] -

HATCT TTF-1 25 st 1) s ot 7L I, (HRTE TTR-1 BIMERIA 54X /AR
KI5 . Winslow S5 [10] &R S Son, RIS TTF-1 FI5RA 2 NI TTR-1 R 5400
BFEPUR (KI6T)RIE RAMEARDE, BUWAE TTF-1 RSP E, R0 GE 2 A, S B i 5 i
If. TTF-1 PHMERIE S BE USRS Z KRG Gt E . FNEAEE NN, TTF-1 HEERIEZ
il B A AR TSN E, W0 Lee Z5[11]1504T 118 BIAR )G R A MEIGIRE UG, 5 TTF-1 JEHY
2 BB R AR ARSI A RS R R . FRAT DB AHE TR I, TTF-1 BH PR B3 A s ok e
W 7AAH, O TTR-1 2 g Joidk e o A0Ch 3.9 N H, $2R8 TTR-1 P B M s 8047 -
PLERFFEIRS TTF-1 515 2 [ 45 RAX ARG — . IXATRER S TTF-1 78 fifide b i 3 L A Be
SR RES TE MR (A R BE TTR-1 PE IR ARG, 124 M1k, AT TTR-1 A& SHLTT 254 2 1)
TRURBMEAR SC I RF TR IE o FATTIC L TRURIF T 38 5 [ i 14 43 B 0 TTE-1 BH A 58 2 %o 355 55 il ZE IG5 I (1
RE N 64.91%, =T TTF-1 Bk R# 1 39.13%.

TS 2 — P BRAUCBIVERE, HPIAFHE IR Y, /2 DNA SRR OCHERE, tWssedh 28, 5-HUR
mznE (5-fluorouracil, 5-FU) A HERIALTT IOSE A1 B TS J2& 7 P I 15 DU R 1 BR AR P17 1) OC Bl , TS s
Ak i 8 PR W5 15 % £ B2 (deoxyuridinemo nophosphate, dUMP)FE B i 42015 5 g 4% 17 B2 (deoxythymidine mo-
nophosphate, dTMP), dTMP i — B 7E4H M AR A = BEER I ms e, — SRR mENE )y DNA & A S 1)
BEARJERL, MG, TS 2 dTMP Mk & B IEEY, 7E DNA &S E . UM 55 b b JR s B 2
MfER[12]. FH TS RMERACH CHNY, MR AZ TR DNA & B B EZ TR . KR
KPS DNA BB, S BUSE YA F2 o Fm e KU S8 i s voe 2 TS 25 DNA E il FiE
5, R ETERMERRIKEEE, R MEMERN TS K —RM 25 S P BRWF, EEARN AN 2 RA KR
RPN HIWHE TS, S MiRiL 5 (dihydrofolate reductase) A H 2 M i A% T I Bt 4% 7% g (glycinamide
ribonucleotide formyltransferase), M4 0il| FIIX JLFR A 25 15 R4 RIS NE G BT SBR[ 13]. 252401 2
[14]7 TS ARFIA M B 0T WRE S i 2y BR WAR AR, TS ik /KPR 39 0 o] B2 455 35 ith ZE i 24 5 [
BAVA LIS 8 FIAUE L, B BB AT AL TS BH 4L R X 55 58 ih ZE A IEH 0 BRI T
TS B2 3% (27.78% vs 51.61%). 73T TS 5HE R ZH, WATKIL TS MAYEEZ R, A Tosm
BRI, WUEZE, 1 FAEAKRK, S5H S RIREA . B SER R EHE Bon, MR
FRAZIR TTR-1 R TS MRIA R A OC. WS BB STy AU UG A G, TEE R I = R K.

AR TE U 3R B AE MR IR R IEACE AN, K B E M0 B A S PR T R, RS R R 3R I (3%
R M 258, WA RIEENEIT B, B2, KSR IEETE, DSECARTIEERT 7T
B AT A RN REE I R H RS bR, DR KT 2 IS DO R A L I R o A W e
BEWNRIT T E o AR EXST BUR AR RN ZE 57, 1% P 22 SS9 76 TG A [R] ) £ 2 T e A
7, AMEAIEYT kBN 2, BRIk, S0 o F AR S RRIE 1A 5] B it 25 1 06 & i i A4k va
7, TG FE VR YT BRI A, KSR NSCLC M A E AR Z —.
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