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OF ADVANCED NON - SMALL CELL LUNG CANCER

LI Wen —xin, Sarula, Wuyungaowa, et al.

( Department of Oncology, Inner Mongolia Deoples Hospital, Hohhot 010020 China )

Abstract ;objective: To evaluaie the efficacy, influencing factors and toxicity in patients with
NSCLC by erlotinib. Methods: Patients with NSCLC who had been previously treated with at least one
course of platinum based chemotherapy received 150 mg oral doses of erlotinib once daily until disease
progression. Response rate, progression free survival, overall survival and toxicity profile were ana-
lyzed. Results: Sixty patients were enrolled into the study from 2008 — 12 ~2010 - 12. Among the 60
NSCLC patients, 3 patients got complete response (5% ), 25 partial response (41.7% ), 20 stable
disease (33.3% ) and 12 progressive disease (20% ). The overall response rate and the disease con-
trolled rate of erlotinib was 46. 7% and 80% . The median progression — free survival time was 10. 2
months ; the median survival time was 16. 3 months; the one - year survival rate was 66. 7% . The me-
dian PFS of patients with adenocarcinoma and with non — adenocarcinoma was 8.5 months vs 3.2
months (x* =15.944,P =0.001). The median PFS of patients with rash and no rash was 8. 2 months
vs 1.2 months()(2 =19.377,P =0.001). the most common side effects were rash and diarrhea with
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90% and 11.7% , respectively, but usually were mild. Conclusion : Erlotinib is effective and safe in

the treatment of advanced NSCLC patients.

Key words :non — small cell lung cancer; Erlotinib; Targeted therapy

U2 IOk, iR 1 B R A R, 7E
ZHRRIBERP TSR WG S
AL, Lot R 0 o 88 — 7, 1 Sl /IS 40 B B 98 (non -
small cell lung cancer, NSCLC) £ 5 fifi & 5 80 89
5% ~80% , H& 1 & J it 59 5F 46 T2 89 & AL IR
R 2173 ARSI B R R 3R 504 i
R, kEFRYES, BHEE, e, 8
RUMEH] NSCLC MIARIETRYT 2 LIRS W R BR &
%3 RUT A — LT R, AR
30% ~40% , FHAAEFE 9 ~ 11mo, 2a EfF R
20% , B G P 254, BREI TIRTF F R

BU AR, BEE T R TR
BARAW KR, 7+ F RS NSCLC 3357 &
TR, BREERREPRELGYZ—,
B AFREEKE T2 (epidermal growth factor re-
ceptor, EGFR) ¥ %, LT AR Al A K55,
e e 440 i & AR R T, E T BB R/ B A
B = ZERIARTT . ABFSESS T 2008 - 12 ~ 2010
- 12 j FHJE I8 JE 16T 38 NSCLC 60 41, X 3oy ¥
AR RS AT WLEE, IR 5 R 4Rk iE
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Tab.1 The relationship between clinical feature and effectiveness of lung cancer patients

iif5 PRASE n CR PR Sh PD RR(%) X P

B 32 0 14 12 6 43.8

5] 0.234 0.628
ik 28 1 13 9 5 50.0
=65 11 0 6 3 2 54.5

Fis 0.336 0.562
<65 49 1 21 18 9 44.9
0-1 51 1 24 18 8 49.1

ps T4 0.257 0.612
2-3 9 0 3 3 3 33.3
41 1 21 11 8 53.7

bospL e 2.543 0.111
LRI 19 0 6 10 3 31.6
H 34 0 13 14 7 38.2

8 2.241 0.134
x 26 1 14 7 4 57.7
oy 47 1 26 13 7 57.4

423 10.129 0.002
x 13 0 1 8 4 8.7

%2 ABEW Logistic & B & 47
Tab.2 Multivariate analysis by Logistic of Efficient

B OR 95% CI PE
o 0.78 0.233 ~1.882 0.585
£ 0.93 0.887 ~1.143 0.334
SRR 9.88 2.033 ~76.397 0.034
UL 3.33 1.223 ~8.797 0.298
PS ¥4 0.87 0.372 ~1.889 0.547
& B 9.04 3.375 ~19.978 0.013
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] >1.5 x 10°, /MR > 100 x 10°; @ ifL i BH
AEBTR < IEW LR L5 £5;QmEAUF < E#
FPRE 1.5 EELLENE R 2 >60mL/min;
%3 CoxMAEHELHRELETFEEHN
Tab.3 Coxmodel multivariate regression analysis of progres-
sion - free survival
* R mEAK w0 o, ¢
REER 1121 0.362 4.087 0.001
B B
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Tab.4 Toxicity observed after Lung cancer patients taking er-

-2.016 0.713 0.103 0.001

lotinib
REEM o 1 B B N Ree(%)
B B 54 41 12 1 0 90
B B 7 6 1 0 0 11.7
FFohisR 9 7 1 1 0 15
40 s L 2 2 0 0 0 3.3
#F M 4 3 1 0 0 6.7
1.2 #F#*%
1.2.1 #xprdk JREBREAEF KRAFAL™,H

& 150mg/ 3Kk, F AR, 1 W/d, B3 MR #E RS
BIYE AR Z AR ik

1.2.2 73 FELXSEIR N TITME TR
A 8] ( progressionfree survival , PFS) | A {3 4= f7 i [H]
(overall survival ,0S) 1 1.2 EMAEFER, REX
SRIRVR AT BORA RE AT,

1.2.2.1  JoiEdE Rt A o R E i & Je 7T 46
S Prbye s R I ]

1.2.2.2 EHPTR 1RITIEEH 4wk 2B 8wk 171
BB CT FAH AL B AR F R 2, ITFHE 7 28
ARE 52 1988 97 BV A s #E ( Response  Evaluation
Criteria Tn Solid Tumor, RECIST) ! 433 . 52 42 4%
f#% ( complete response, CR) , & 43 2% fi# ( partial re-
sponse , PR) , %3 %€ ( stable disease, SD) , 5% 3k J&
( progressive disease,PD) , SE&ZEfk + Tl
VT HAAS %% R (response rate, RR) , S22 &} + 550
SRR + 4 5E ¥R 9 5 % 2 ( disease control rate,
DCR) , 52428 fift MR 41 22 Al W N T5 15 4wk J5
HHINTRL

months
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Fig. 1 The comparison Survival curves of patients with differ-

ent gender
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Fig.2 The survival curves of Adenocarcinoma and lung canc-
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Fig. 3 The survival curves of skin rash patients and no

skin rash
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1R RN EERERG . E CT . L% #LF
I AR A , I PR PSR 1998 A INAB0ZE SR AL 4
B, SN MR, £ 57 H# SEH CT
Ry, B A 1k AR 25 (e AT 4 SE 32 Bl
B RURER L i 4 19 & AR, BE D AR L I [R] 5 2010
- 12 - 30, 3R A R RO B AU A .
1.3 %itFas

J37 JH SPSS13. 0 3R #ATHE AL . & Ha KT8
B SR A S W BR P B 2 xR Fisher
KRR Z R R Logistic BS54 ; 277 73 H7 %
FH Kaplan — Meier 3% fil Log - rank &35 LA & COX
ZHREAFEI,

2 HR

2.1 ANARAKLKRERL

%if 2008 — 12 ~ 2010 — 12 FBx 60 HilHEZ T &
#; JE (erlotinib) EAP( Expanded Acess Program) ¥ H
YETY B IA IR0 /I 200 R 9 e A ke DR e
15047, 60 BilRE A, 5514 32 4, &tk 28 ;48
W33 ~77 %, RALERE 55 & R IR 41
1,4k Bf 9 19 $il; 2 B8 IR A& (Eastern Cooperative
Oncologhy Group, ECOG 343 ) :1 43 52 4,2 43 5
1,3 43 3 .
2.2 EHRITHGRH

445 60 il AT LAPES TR, EHoH CR3 £
(5%), PR25 f5] (41.7% ), SD20 i (33.3%),
PDI12 il (20% ), RR K 46.7% , & % ¥ i &
(DCR)80% ,
2.3 REHFALRAR ST HEF

B N 3% BB R RIRIE 4 A A T B L %%
Ay b, g RN R AR RR & T IRE R A
(53.7%vs31. 6% ) , AR AERG A BIH RO TR IH
WA (57. 7% vs38.2% ) , B AF R T &
Mg A (43.8%vs50.0% ) A EIR=HAEMEER
TR EL(P>0.05) (£ 1), #H—HFEL
Logistic &2 [HZ Al 943 B R BEK BN B A
EERABITTERERER THRELANER
T, R BEHRA, ZREFIHTFZEL(P<0.05)
(%2),
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2.4 EBSH

s AFETT 2 2010 - 12 =31, 24158 At fr
T RAETER 10. 2mo, WP AE AR 16. 3mo, 1a 4
FH66.7% , Hh B AERH 13. 0mo, Ik
H A 18. Omo, ARIERI R 22 5 4
WY (X* =2.334,P =0.127) (B 1) ; BB
ATtk B4 77 4 8. 5Smo, dERRIEHR AN 3. 2mo, £
FAGIHHEL(X =15.944,P =0.001) (E 2);
KU EZE DT RAEED 1. 2mo, I KB
# 8. 2mo, BB HEBR ML B E S R
FEK(x* =19.377,P =0.001) (& 3) ;COX R £
RSB Es RAR R R A LA R8T i B i 3
FBEMR AT AT EARE(ERI).
2.5 SR EEH

AR R A RS, N
90% ,%H 1 -2 B L1 6% 3 B, 20 HITHE,
INATTERRZG i B R B, RIS, Bk
1 -2 B, RIS, M BATiFEe . A 15% Bm A BT
IBIL 34675 ¥4 1 -2 B, AR AT 25 4 (Rl it 4R SE iR
7y, RE s ESELE . AR ALE L B
WBC . Hb (A%, ToFR FrikAb 28, 60 5 A K i 9
BB (R 4) o

3 iFig

H 20 42 90 FARLIK, ST T AN
ARG, 35 17 A4 & B F 3% 4K (epidermal growth fac-
torreceptor, EGFR ) J2&—Ffi 25 B {1 T S BRI B 2 1
7E NSCLC w5 #1807, Bk 2 1R 8 e 10 1 41
(TKI) 43835 NSCLC Y897 R s, JEEE
JE (erlotinib, 4% % 81 ) 21 8 . | %/ - F HER1/
EGFR & FR BRI #1577 ,2006 FeH E Edi AT
JE/INGE LB s A BRI T . Bl W ATP
L5 4 P9 s B TR 4 L IR B AR AL, 2 R
WHE B 155, RERS R B0 2 K B R R A R, 8
FHRMET,

EREZPLNHERMR BR2I R E
RV BRI A A MR R 8.9 % (R
FIH <1%), BRREHR EH 4% (LA
29% ), MST Jy 6. Tmo( ZR{HI2H 4. Tmo) , 1a H:47
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BHR31% (ZRFH 22%) . ZBIRE — WIEE
THZEAAEL, JEEE e o] LIE K E R AR
AR R AN B AT . B RS JF R 9 TRUST ff
LR, BT R AR DCR 2y 68% , (3 o ik J8 2k
TEWI(PFS) H 14. 3wk, 1a E7E% K 38.6% , WU
5% A DCR } 78% ,PFS5. 78mo, 1a A 7E 5 K 60% .
AT MR UEN 46. 1% , L T R
1 10. 2mo, 1 {37 4 fF # 16.3mo, 1a 4 77 %
66.7% ., BHEAET BR21 W53 452, &5 TRUST 5%
DA R ZSESES B

BR.21 B 45 5N, AR SR A 5. 4
12 A PR R BIER S e A3 B 3R 25, T AE
ik AERRE T H R A ST AU R, EG-
FR 2875 5 o8 B WU A 56 | T EGFR 28
AE M W R E R E R A R
B IRAITERT ST b WL BB R A B RR
B TAEMREE A (53. T% vs31. 6% ) , AEM AR R A Ay
AR T RIAREA(57. 1% vs38. 2% ) (HAMFE
ZRBIGEIHE L (P >0.05) . WHES F$ER
DK BIRATAER G F UL % 3 BRIB R A\ Tk
HAEH 8. Smo, JERRFER A K 3. 2mo, 2 FA G it
FE (X =15.944 P =0.001) (B 2); NB—H
T BB T JEI% R e AT R 9 s A B9 7 BB TR I
RN o AP RIS B M BIXTT SRR mA , #E
AP R 60 {5995 A rh 53 4 32 i), Lo i 28 13,
BV S T EIR AR WA R Z 4 F h 43. 8%
50% , TEAEB 60 fil A, B S LR AR
AT 354 13. Omo A1 18. Omo, e Mg (37 A=
FHEBHERT Smo HER AT FE L, F
BAELUR PR R ORIk gL

BR.21 BRI £ H R 4T Bw, W BRI
FEWARR A AL RS IR E Y . BRAOTER R+
i1t Logistic 2 A2 [ 9 43 47 7 s B 280 A it
A EER AT A RUOR B3 5 TR
ERE . TREHRAN, ZRERITER L (P <
0.05), RHIEEEH A THERAEHFH 1. 2mo,
ML 8. 2mo, BB AR R AL EE B
MBI B K (x* =19.377,P =0.001) . RH
COX Z R ZE AT AR R s A LR R T T

AR E B RAE L HRAE S T EA
R

54, BRTHRGES AT T R —RIAT R
RN IR AR R 25% -35% ,1a HEAfF %
7 30% ~40% ,2a A {7 %K 10% ~15% ' Tite
ARBGE RIS R A 4 ZERIE T R AR/
BRI 09 la A% 66.T% 2a HEAFE 11.67% ,
AN L — LRy 4 R5E 8], S MR A B E &
HIT Sa, 1 48 7% B B B O 46 B OE B — Fig

LA MR WS FE AR A
KERIEG, B RARN 0% , TG KAEH
11.7% , kK kH4 3 B EETE, EMEER S R4
R 67% ~75% ,JH1E 5% 54% ~56% , B MR
kAT B R R, B A A A R A
Ko OB ALIIFTIRER® (B EH ),
T WA YT (I U B2 5 R AT AT kSR
W RIRYT  E H AR — I 11 30 R 56 v, 60 51
i A A 4 ) H BRI A 2 (6.79% )1
BR. 21 #3535 485 Bl fEE i A Hh A 3 i s B e B
e 48 (0. 62% )1 B 5 3] B Ail 1k i R 22
PR B R R A . BUOE, LR 2t
BT,

i EPTR RIS B R IR YT M NSCLC A R
WFRYTTR, A HLEERI R 5, el NSCLC k5 A
R THNAE, LIS ER 24 Ay @1 1
B EESRALTT TCIEA L, 5 T 2 2 ARSI PR
RN BB 32 49T RS B2 AT Wk A, i
SER R B AT R, X 2 AR T %2 A
FRETT ¥ iE . 74, BEEM BB HARRIT A
BE, SRR A 2855 TR B Y #1725 03 777 Y
WS, 3 — 20 58 B B R A B AR (FISH 3[R )
55 PRI 258 BT A BRI N X it
i R R RE (RT3 A B A M (B AR .

B2 3k

[ 1] Ahmedin Jemal DVM, Rebecca Siegel, Elizabeth Ward,
et al. Cancer Statistics, 2009[J 1. CA: A Cancer Journal
for Clinicians ,2009;55(4) ; 225 - 249



MEFEFHRER 20114E128 $33% $oi

(2] R—Te W ER, Bhisk, . F B A& GRS [M]. L
A NRIAH AL, 2007573
[3 ] A, 56 W, XUFT, 45, B30 96 /N0 LI ERCC1 A
BRCAL HY3R1K X SR 25 ¥E RO MG KB [ ). A 9%,
2009;29(6) :571 - 574
[4]JBZS:, RS, £ 38, 5. JERE R IGTT BRI
Mt 92 Bk R AL [T ]. o B A A& & &, 2009; 12
(12) ;1305 - 1308
[5]Helena Linardou,lssa J. Dahabreh, Dimitrios Bafaloukos,
et al. Somatic EGFR mutations and efficacy of tyrosine ki-
nase inhibitors in NSCLC[J]. Nature Reviews Clinical On-
cology ,2009 ;6 :352 - 366
[6]NATHAN A. PENNELL,THOMAS J. LYNCH,JR, et al.
Combined Inhibition of the VEGFR and EGFR Signaling
Pathways in the Treatment of NSCLC[ J]. The Oncologist,
2009;14.399 -411
[7]Maemondo M, Inoue A, Kobayashi K, et al. Gefitinib or
Chemotherapy for Non — Small — Cell Lung Cancer With
Mutated EGFR [ J]. N Engl J Med, 2010; 362 2380
-2388
(8L, PhENE AT 4k, %5, 287 pS3 MDM2  cas pase
=3 e NI RIE R EX[T]. ARFEF R
#4R,2009;31(1) :29 35
(9] Esrar, ZEEE, FNEIR, %. GST - \TOPO - I 7E4E/I
NN AL BT RIS R HIRR B L[] ARFEF
% 23R ,2007 ;29(3) 160 — 163
[10]4kE , ol XIRE. KEMRE SIAK SR
/NS I R [ T]. AR & & # Be F 3k ,2004;3
(26):195 - 196
[LLIRFIR, #IRE , £ L5, % B RIHTRAIED
AR K R G VEA [T ], o B & &, 2009512
(12).1229 -1236
[12]Eric Van Cutsem,Walter L. Vervenne, Jaafar Bennouna,
et al. Phase III Trial of Bevacizumab in Combination
With Gemcitabine and Erlotinib in PatientsWith Metastat-
ic Pancreatic Cancer[ J]. JOURNAL OF CLINICAL ON-
COLOGY ,2009;27(13)
[13]Shepherd F A, Rodrigues Pereira J, Ciuleanu T, et al.
Erlotinib in previously treated non — small — cell lung

cancer [ J]. N Engl ] Med ,2005;353(2) :123

. 455 -

[14]M. Ransonl, M. Reck, A. Anthoney, et al. Erlotinib in
combination with pemetrexed for patients with advanced
non — small — cell lung cancer (NSCLC) : a phase I dose
~ finding studyk [ J]. Ann Oncol,2010;21 (11) ; 2233
-2239

[15] Martin L. Sos, Mirjam Koker, Barbara A. Weir, et al.
PTEN Loss Conttibutes to Erlotinib Resistance in EGFR

— Mutant Lung Cancer by Activation of Akt and EGFR
[J]. Cancer Res April 15,2009 ;693256

[ 16 ] Tomoaki Tanaka,Masaru Matsuoka, Akihisa Sutani et al.
Frequency of and variables associated with the EGFR mu-
tation and its subtypes [ I]. International Journal of
Cancer ,2010;126(3) .651 — 655

[17]Yi - hua Sun,Rong Fang,Bin Gao,et al. Comparable rate
of EGFR kinase domain mutation in lung adenocarcino-
mas from Chinese male and female never — smokers[ J ].
Acta Pharmacologica Sinica,2010;31.647 - 648

(18] 7% PRiT. EGFR 725 EGFR - TKis 7E3F/NR
MERE R B SER [ J]. 5 & B ,2011;32(8) .
1084 - 1086

[ 19 ] Federico Cappuzzo, Tudor Ciuleanu MD, Lilia Stelmakh,
et al. Erlotinib as maintenance treatment in advanced non
— small - cell lung cancer: a multicentre, randomised,
placebo — controlled phase 3 study[ J]. The Lancet Oncol-
0gy,2010;11(6) :521 - 529

[20] Alejandro Forner,Carmen Ayuso,Mar a Varela,et al. E-
valuation of tumor response after locoregional therapies in
hepatocellular carcinomal J]. Cancer,2009;115(3) :616
-623

[ 21 ]Shepherd FA, Pereira JR, Ciuleanu T, et al. Erlotinib in
previously treated non — small — cell lung cancer[J]. N
Engl J Med ,2005;353(2) ;123 -132

[22]Tamura K, Nishiwaki Y, Tamura T, et al. A phase IT
study of the HER 1/EGFR tyrosine kinase inhibitor, erlo-
tinib, in Japanese patients with non — small cell lung
cancer previously treated with platinum — based therapy

[J1. Ann Oncol 2006 ;17 (suppl 9) ;221 - 222

(Fr4x4% 4% A2 3. 97)



