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[ Abstract)

patients after failure of gefitinib treatment and study the relationship of efficacy and clinical characteristics. Methods We did a retro-

Objective To evaluate the efficacy and safety of erlotinib on the advanced non-small cell lung cancer( NSCLC)

spective analysis of advanced NSCLC patients who previously treated with gefitinib and showed progression from June 2006 to February
2009. And then patients received erlotinib 150mg/d until disease progression or intolerable toxicity. The efficacy, side effects and the
relationship between efficacy of two EGFR-TKIs and clinical characters were observed. Results A total of 15 NSCLC patients were en-
rolled in this study. Among 15 patients, one had a partial response and four had a stable disease, resulting in an objective response
rate of 6. 7% , and a disease control rate of 33.3% . Four of five patients had benefit from gefitinib. The median time to progression
and overall survival were 111 days and 223 days respectively. The patients who had obtained disease control with erlotinib, had showed
a longer TTP (111 days vs. 35.5 days, P <0.05) to previous gefitinib than those who have progressed during erlotinib treatment. The
most common toxic effects were skin rash and diarrhea. Conclusion Erlotinib seems to be effietive in patients with advanced NSCLC
after failure of gefitinib, especially those who had benefit form prior gefitinib treatment. But erlotinib should not be given routinely.
Careful selection of these patients is need.

[ Key Words] Elotinib;  Gefitinib;

Non-small cell lung cancer

FAER, WE LR R, AMTEEREENE 2530 FHmFE B, NSCLC #) H A7 A= £ i [8) (LA ZE

o, A RAEFIT R IR L KAt & 2005 2 0 i
JER , fififeE A B4 BT, H AR R C RO R E B
(BRI . /N (NSCLC) %09 % o i
B8 BB T0% LA Lo BRI AR AT B A
"\ EBEETH LS FEFRPAD 5% . FEid

KT 34MH, mJLFS TR 258657 NSCLC &
KT, BB NSCLC 4l kR i, | 2
‘IR

HAE R AT RE R H RS 2 A TRIT
e SR B E NSCLC i D RS TEE m 259, BT



- 618 - IR 2010 7 HE 15 %55 7 ] Chinese Clinical Oncology,Jul. 2010, Vol. 15,No.7

¥k b R an A K B F 3%k (EGFR ) % 20 % $ B4
HIF(TKIs) . FIHEBRRA TR EAMHLUKIL
LA FIE FAVUE, 3t B R 35X 1 25 4 R i B
AR A5, (B 7E W PRI A A 3k 7 A4 24 W il S A7
BEERFEMGIERESE ., HEERCRIEBEREESR
5% M5 K PAS0 i S, pr Ll e & B R ek
A BAR M A YT B 3R, 7R B AR VR 2 B B AT X BF
AR EGFR BVE A AR IHIE .. BRILZ S, &
e JE FJE 1% B JE 19 B KT 32 770 2 43 31 2% 1000mg
M 150mg , SR T 2 1% 25 J& #E I bR b 10 3 B0 R )
1 150mg, B A HB AT 2718, i 5 JER e i #
it FA0) B 250mg, T3 /N T 24 1 B Kl 32 7 i o
AR BEOR [F] 5 B4 AT LR AR AT IX P AF EGFR-
TKI AT REFTEA IR RAF M . 7GR TAE &
B, #a 3 EHIER R ME R NSCLC BHE A TERE
W R ARSI IT S T BT R R . 2006 4 6
A E 2009 4E 2 A ff 54 8 B B i PR I PR BRI IR 4
Bhcig 15 B3 S8 JE it 25 19 F 2 ] NSCLC 3,
NEFRJE IS B R Bk SL R I I AU T, B A5 R i 4
wmF,

1 #BEHE

1.1 —fEfH  $E 2006 4E 6 A £ 2009 4E 2 A
RPN RIHERR NSCLC B3, A B 415K
L, B/A0H — 46 0TI & BR AL, BT AT ST RO
fhio HHALK RISl IE R . T BEHE
HAER WA R MR, F o ERERRT . B
A3 () ERE IR R G L2 o8 T % ;
() EHE R HMIBITE— B EE A b E
R B e TKIs 18], 7044 88 5 00 47 % Bk
I7. BB (2593 A 1E AR BT 32 | 20
JRBE e BB e Z BT o HoAlh TKIs 254534
TR EER e BE NOREAELDE T,
ECOG PS 4> 0 ~ 3, BiitEf£RtE >3 N H., WFE
1.%2,

1.2 %HFF% FHIERE (FTHARERZGE BA
A=) ,250mg, 1 I/ H S ER S YRR, fEi
BRI ARV IR B SR SR VR YT . IR EUR
S T S A T T 5% 1 B 1 ST P A4 1k R A i AR
. EERAFERRAE—BREETFHRAIEE
BR( LY RHAFRAALEF),150mg, 1 K/
H, R FRfERM LN ZHBRER Y E RN
100mg,1 K/ H. BEEEEHNERIEHIBUES

HFTARZ B LIS R A 21 K. IR EE R
s FHRIEFAA AT 258 B 3R iR S RE %
e,

1.3 #FHAEFEINREFNFE SHBEHET
B 0T R B RS AR A S R IBYT R
JE WA T I CT HIE M, JT BOFH %
RECIST 1.0 #5#E4r I e 22 g (CR) , B2 & &%
(PR) , 8% (SD) It/ (PD) . LA CR +PRITHA
BE(PR) ,FHEES 4 ~6 APHIT—IK CT 3,
LA CR +PR + SD IF S E K E (DCR) , KRt
JERFE (TTP) Ay B 1897 TF 4R 28 M 8 B i) et f 5
HFFHI(0S) HIGIr FFR BFE TS8R Bt |, B
Bl Nk WHO B4 A 5 TS EEHERIM
S ERRMEREAT RN, 2 0 ~4 4R,

2 5 R

2.1 FEMs7a H2006HF6 HE2009 F2 A3t 15
BlsE Ak, ABEPAER R 79 5, HHE 10 4,
LS Bl eI RIASTZAT,6 BIELST 4 B
BOT. 7 PIBEGREIE K, A3 Hl,RE 4
Blo fENL 7 BB E 4 BIRATE B R IE IR, T
HHE AR RIS 8 BlEE X1 gk, AR
BHERIERS GIAEYRBRMEE; B3 4
(60% ) , %tk 2 f5il54 BilRRHE (80% ) , 1 B4R 3L Al
1, 2 IS AR EIRITITROFN R PR, 55 2
BiFk4S SD HAksudlE >6 4~A 1 i PD, i TTP
181 K. JEI®ERHIrRCH PR 1 61(6.7% ) ,SD 4 il
(26.7% ) ,RR 5 6.7% ,DCR ¥ 33.3%,

2.2 A48 2415 FIREK A TTP 1 0S 43
B 111 K0 223 K, #HE—B 0l LIS, JEH
BRI 5 IR F AR K 10 FIRIGE KK
TTP(111 K vs. 35.5 K, P<0.05), W3,

2.3 FRERE RALBEBERNEERRKMN
BB MIRYS , b BB R 80% (12/15) , 1815
RARN 40% (6/15) , HAA BN 284

3 3 it

Sy FHR VA ST 25 B 51 T 8 M B Y6 T PR
T—##FmF, HIEHERMLIEEEIEN EGFR-
TKls , BA7 3 40 g 2 74 A 47 55 800 1) 46 R, 7 BELBRR
EGFR-TK F3% 1 , 490060 Beh g 4 i Ak 46 L 56 7% il
MmEA K, MG AME T, £ IDEAL 1 Fl IDE-
AL 2" IR A & rhuts SUE R T A PR IR0 E



e BER IR 254455 2010 46 7 H 55 15 %% 741 Chinese Clinical Oncology,Jul. 2010, Vol. 15,No.7 - 619 -

21 156 &F8—KHER

£2 15 Bl BFREBHRGTHAEN

I PR s B 4 n Bt (%) e n BrH(%)

HOLERS(B) 79(60 ~86) HIRITHE G

el 1173 6 40.0
2 10 66.7 Y Cig 4 26.7
% 5 33.3 A7 R %

PS 4> 1~2 3 20.0
0.1 5 33.3 >3 3 20.0
2 8 53.3 412 2 TR
3 2 13.3 JEEEHRE(A)

b il <12 7 46.7
s 6 40.0 12 ~24 5 33.3
403 LI 4 26.7 >24 3 20.0
B 5 33.3 e (3 B ] 13(3 ~31)

T KR B FHARRBITRL
IEFER 4 1 6.7 PR 3 20.0
2 22 1% 4 ° 7 46. 7 SD 4 26.7
MARAE 7 46.7 PD 8 53.3

b . s BRI AR ST

B : ST SRR TR ()

Haoh 7 46.7 <1 10 66.7
B 4 26.7 :

2-~3 3 20. 0
FFHE 3 20.0 >3 2 13.3
i 3 20.0 L )
VLt SRR > 1 4 bl 1Q-3)

A3 SHRERREITELEHNL
pER A A HIEER JEEE R AR TKIs
(%)  wmsrss: PR TIP(R) JRYFSEE 97 TIP(R) 08 (K)  FHI(K)

5’4 & 86 —gk PR 181 =k SD 111 280 17

54 . 7 — gk PR 173 — SD 100 144 33

B & 79 —4k SD 187 =4 SD 111 223 14

5 = 79 —2k SD 212 —4k PR 505 511

;] ¥ 68 gk PD 39 —k SD 147 221

5, H AR R fEXT NSCLC f= A= R4 F - ele & 16 K
SR, T EF L ARBPABREEREENE
2% ,2003 4 5 AYENBEI NSCLC =£3AI7 259
HEEIER L. W RIENE 2 1 EGFR-
TKIs, K M AE. £ F .00 W E B T 8 1E KK 5%
BR. 21" 45 48R, JE 3% 85 JE 15 42 B0 28 A L FH
JERAETER 2 NAH (6.7 vs. 4.7 2~H,P<0.01),
JEIBERE T 2004 4F 11 HAEXE b, gt e N
B NSCLC —RIGT 254, @adin JLAERIRH ,
BATR B H IR e 25 0 B & R eis
RERE BT TR BN SMFEEERE T
MI%BFST, Cho 4™ EBME/HT T 21 # NSCLC 7
IR 2G5 ki NIE R R AT AL, SR H

RR 9.5% ,DCR 28.6% , 1 {if TIY 60 K, i 0S
158 K, Gridelli % 138 3 BRI S K H B H
IR R 25 Y i B 1 RO JE AR R S5, 3K 1 ] PR 2
1) SO 13N HAMTANA) o RATHBIITER,
15 975 A5 B M 24 B s 2 1 IR B e J5 , 3 PR 1
#),SD 4 %, RR 5 6.7% ,DCR 3} 33.3% , L&t
G4SN B R R 7 R B T 25 /5 0 SR B I T 9R A
JB, By B AT R . 852 R JLAEE Y A
SCHRYERE, 4% R 40 F . EGFR %878 5 EGFR-TKI
I PRI 20 — <E B AR 26 1 , R AE £ £ F EGFR-TK
X8 (19-21 S BF) . 19 5P BT HI G A 21 4P 8
T4 2 A% i g 4 JH %F EGFR-TKI SR, 20
AN T TR B R BRI Ak AR 790 3 35 A AR



- 620 - RBP4 2010 4E 7 HE5 15 %55 7 ] Chinese Clinical Oncology,Jul. 2010, Vol. 15,No. 7

SRR ERBUR (T790M) 7 X 2 B ATIA K EG-
FR-TKI P=A4: i 25 9 L2 ALH . BARAEEREME
BRI F—254, 3%+ EGFR 4 i Ja) 1% BH W £z
FORE VLS (B2 B A7 VI ac Xt 245, B RiD
WP, /> BR. 21 il ISEL B4 KA R iR 50
EREFRX 4R AR IEH T HEERM
BRI HBELER, HEBNE, £ Cho'™ HTF
i, LB ER TR 6 flRE, Hd 4 4
(66.7% ) > EGFR EAF 52 7, [A] i $4E J0) 72 BHL 0 8 A4
A EGFR-TK XIHMEE S L, e B e suF b 5
RENE L

Gregory % i\, i EGFR-TKI it 25 3 A8 &
RETEMA, BH T BEHE SRR BEEE
i 245 LA K I M RS 24 S5 (8] e — B B[R], 4k 22 i R 35
EBERRKRERBERNAEWB TR, AREATE
30% %), BV IR , (L e R 4E 28 rh— Sk 2 L 4TS
Xt EGFR-TKI % /&, Yokouchi 2" % 31 T 3
& BOARTER IR E TKIs [ 8] B, 2878 M it 25 3%
R £ 5, kX8 —Fh TKIs KIIGIT B 3.

F5h, BiFP EGFR-TKI (45 255 & A, JEI&
BHGZFIR N 150mg 1 R/ H , B RHRERAT
ZHNE, MEIRFCMAZRE R 250mg, U IXZY
BKTHZH B 131 (Hscfh sl —5
WIBF SR 38 2RSS, AR BB o R B, 5 3E
BJE 500mg 1 YK/ H 4 250mg 1 K/ H B K 3K 23
FoBH B2 BV T HL B B A R B ) B K T 4
Ko A, MG #HE, FIERHE 250mg 1 K/ HIR
JPIEIEEJE 150mg 1 ¥R/ H it 25 1) B — 3B 453K
BAEK,

L5 BRI, X R R U SR IR AR IR T
RS, BB Ao B EI RS,
AHFFT 15 i NSCLC & 76 iR F T &5 e i a1, B
WL KBRS AN, 5 & A Hofth ™ B N BETH 3% B9 75
BRI . HIEIEEEAE RN F IR RIRIT R IME W
HIEE N THIESEY AN EE, LMLk
FZEFEHEEEE.

BE 30k

[ 1] Chang A, Parikh P, Thongprasert S,et al. Gefitinib in patients

of Asian origin with refractory advanced non-small cell lung canc-

(2]

[5]

(7]

[10]

[11]

[12]

[13]

er;subset analysis from the ISEL study [ J]. Thorac Oncol,
2006, 1(8) ;847 -855.
Fukuoka M, Yno S, Giaccone G, et al. Final results from a phase
I trial of ZD1839 ( “ Iressa’ ) for patients with advanced non-
small-cell lung cancer( IDEAL1 ) {J]. Proc Am Soc Clin Onocol,
2002, 21:al188.
Kris MG, Natale RB, Herbst RS, et al. A phase Il trial of
ZD1839 (‘Iressa’) in advanced non-small cell lung cancer
(NSCLC) patients who had failed platinum-and docetaxel-based
regimens ( IDEAL 2) [J]. Proc Am Soc Clin Oncol, 2002,
21:al1166.
Shepherd FA, Rodrigues PJ, Ciuleanu T,et al. Erlotinib in pre-
viously treated non-small-cell lung cancer([J]. N Engl J Med,
2005, 353(2):123 —132.
Cho BC, Im CK,Park MS, et al. Phase II study of erlotinib in
advanced non-small cell lung cancer agter failure of gefitinib{ J].
J Clin Oncol, 2007, 25(18) ; 2528 - 2533.
Gridelli C, Maione P, Galetta D, et al. Three cases of long-last-
ing tumor control with erolitinib after progression with gefitinib in
adbanced non-small cell lung cancer[ J]. Thorac Oncol, 2007, 2
(8): 758 -761.
Kosaka T, Yatabe Y, Endoh H,er al. Analysisi of epidermal
growth factor receptor gene mutation in patients with non-small
lung cancer and acquired resistance to gefitinib[ J]. Clin Cancer
Res, 2006, 12(9) :5764 - 5769.
Gregoy JR, Mark GK, Binsheng Z, et al. Prospective assessmet
of discontinuation and reinitiation of erllowed or gefitinib followed
by the addition of everolimus{ J]. Clin Cancer Res, 2007, 13
(17): 5150 -5155.
Costa D, Nguyen K, Cho BC et al. Effects of erlotinib in EGFR
mutated non-small cell lung cancers with resistance to gefitinib
[J]. Clin Cancer Res, 2008, 14(21) ;7060 —7067.
Yokouchi H, Yamazaki K, Kinoshita I, et al. Clinical benefit of
readminstration of gefitinib for initial gefitinib responers with non-
small cell lung cancer[ J]. BMC Cancer, 2007, 7:51.
Comis RL. The current situation; erlotinib (tarceva) and ge-
fitinib (iressa) in non-sma; cell lung cancer[J]. Oncologist,
2005, 10(7) ;467 - 470.
Fukuoka M, Yano S, Giaccone G, et al. Multi-institutional ran-
domized phase II trial of gefitinib for previously treated patients
with advanced non-small cell lung cancer{J]. J Clin Oneol,
2003, 21(12) ;2237 -2246.
Choong NW , Dietrich S, Seiwer TY, et al. Gefitinib response of
erlotinib-refractory lung cancer involving meninges-role of EGFR
mutation[ J]. Nat Clin Pract Oncol, 2006, 3(1) :50 -57.

Wk H3%.2009 ~11 -19;  {&[ H1:2010 ~01 -25



