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P25 TTAHERER (JO16565 5lBRY 3 X 18 JO18396 #kER")
122V, 200942 HIBHETOT—%ty MEHW,
BEYF - [P ba— v - WIEELH (time to
progression : TTP), 444 # M (overall survival :
0S) - quality of life (QoL) - Z&MEIZ DOV TIHENIT 21T >
7z.
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EAED D 5 BB TR BB L 72
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gressive disease : PD) ] 232 S N7z iT £ TOMIM
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LEERE L 72 B 2 aERSEE & U LCS 8% 5-Bdann & 1t
NRC2HULEEFULZZRENS 1 AU TOLAICRS F
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LTAEVEFEMX, /N4 # V¥4 », Eastern Coopera-
tive Oncology Group performance status (ECOG PS),
MR AT S 2 ABRB AR 8 R £ T:H 1 mfTvy, Difgid 2
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(ver20) %M\ grade Z %2 L7z, ILD BH% (1
BRI, MY, ORI 2L 1o wTE, R
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INA F < — 1 —1ENTIE, EGFR {5 F28 Bl /2 12 [ 3%
L, HMBRMARAERICT & 72 & 12 L, nested PCR i
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4. FeaEtET
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ZaER (5242 (complete response : CR) + #45
ZE%) (partial response : PR)], #i%a > b o — &
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Pearson 12 & V) 95% FHIXH (CD %KD/ TTP
B L O 0S o gl 1X Kaplan-Meier #:12 X 0 3k 72,
stable disease (SD) HFIZH1F % SD fk#=HIR & LCS
2 a2 7R & OBRRIZO W TSI ATV, R/
TR X D eE R R A L7
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108 B (JO16565 5% 62 B, JO18396 75k 46 BI) O
AF G H e 1 60 ik (FEPH - 28~T74 %), MERNIE B
65.7% (71/108 Bil), MIAEIIIIRFEAHT 89.8% (97/108 1),
I Stage TV A3787% (85/108 ) % T 7z,
BRI LE (7 L) A3389% (42/108 B1), Rifba#idiat 1
LY A Y DBEH 463% (50/108 Bi) TdH -7z (Table 1).
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Table 1 Summary of baseline patient characteristics
and demographics

Patient and disease characteristics No. of patients (%)

No. of all patients 108
Median age (range), years 60 (28-74)
Sex
Male 71 (65.7%)
Female 37 (34.3%)
Histology
Adenocarcinoma 97 (89.8%)
Squamous cell 8 (74%)
Large cell 1 (09%)
Unclassified 2 (19%)
Performance status®
0 44 (40.7%)
1 63 (58.3%)
2 1 (09%)

Smoking history
66 (61.1%)
42 (389%)

Current or former smoker
Never smoked

Stage®
I1IB 11 (102%)
v 85 (78.7%)
Recurrent 12 (11.1%)
Prior chemotherapy regimens
1 50 (46.3%)
2 35 (324%)
>3 23 (21.3%)
Prior taxanes
Yes 84 (778%)
No 24 (22.2%)

"ECOG performance status. "Version 6, The Japan Lung Can-
cer Society.

BANCH LT, BEWIHZE OFEMD 30% LA EkA) 255k
ANz F72, wARESEEEIETE 7 103 o
95, NEE O /INE 54/103 61 (524%) & FEHUED
BEIGEO 57 (Fig.1). TTP Wyefiiid 10.7 8 (95%
CI:81~183), OS H4:fiiix 138+ H (95%CI : 114~
181) TH -7 (Fig.2).

F 7z, TG - e/l | o2 A3 585 (40 BI)
O TTP O YfEIX 864 A (95%CI : 3.6~13.9), OS
DOHFIAEIX 2207 H (95%CI : 135~ LEBRAKE) TH - 7.
3. TaE

AR 245 L7z 108 Bl &2 WL Z il L7z, &
SHEECHRIB L -BIVER L, 3895 981% (106/108 1),
THI722% (78/108 1), FZREHCNE 72.2% (77/108 ),
Z 9 FEE 694% (75/108 f5l) TdH -7z, Grade 3LLLT
FBHEDZ - 72BIWERIZ, 78955 4.6%, THIAY3.7%
TH-o72 (Table2).
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Fig. 1 Tumor responses to erlotinib for all patients
are shown using a waterfall plot graph. The maxi-
mum tumor change of each patient is plotted in de-
scending order.
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Fig. 2 Kaplan-Meier curves of progression-free sur-
vival (A) and overall survival (B) in erlotinib-treat-
ed patients.
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Table 2 Major treatment-related adverse events (20% or more inci-
dence in any grade)
NCI-CTC (ver.2.0) grade (%)
Event (preferred term)*  Grade Grade Grade Grade All | >Grade
1 2 3 4 grades 3
Rash 24.1 69.4 46 0 93.1 46
Dry skin 63.9 8.3 — — 722 —
Pruritis 56.5 130 0 — 69.4 0
Paronychia 21.3 8.3 <1 0 30.6 <1
Diarrhea 52.8 157 3.7 0 72.2 3.7
Stomatitis 324 74 19 0 417 19
Anorexia 204 74 4.6 0 324 4.6
Fatigue 21.3 8.3 0 0 29.6 0
Weight decreased 16.7 2.8 19 — 21.3 19
Nausea 14.8 37 1.9 — 204 19
Blood bilirubin increased 13.0 13.0 0 0 259 0
Alanine aminotransferase
increased 14.8 46 4.6 <1 25.0 5.6
C-reactive protein
increased 176 74 0 0 25.0 0
‘Categorized by MedDRA ver. 7.1.
Table 3 LCS improvement by best overall response g 350
, - = 300 @
Best overall No. of improved . Rate of Me.dlan duration 5 | (R2=0494
response patients improvement of improvement 5 250
(%) (range), days 2 200 -
Any 39/99 394 138 (37-528) E 150 -
PR 24/30 800 221 (58-528) S e o
sD 11/17 65.0 78 (44-311) 5 s . ° o
g o
PD 3/45 6.7 51 (37-57) c - e
NE* 1/7 140 146 (—) 2 o 2o
0 50 100 150 200 250 300 350

“‘Not evaluable. The cases of more than a two-point improve-
ment of LCS from the baseline for 4 weeks or longer are de-
fined as LCS improvements. The duration of each improve-
ment was measured from the first day of two points improved
to the last day of its prolongation.

BIVERIIC X B K3813 426% (46/108 1) TH Y, K
13 231% (25/108B1) TH o7z KIFEF 213K ED
B E o 72BEH E LTIIRB VRO L o720 8
OB X DIKIEE 2o 2 BER, BEEIIHIY
EWHEF 23RS E L o2 BELRD SN R
RS 72RHEIZOR M TH o758, 95 61 1T
PSP RETH - 7.

ILD £t 51%, 46% (5/108 B) (2FBLL, Grade 1
A% 1 B CMiE Grade 3L ETH - 72, ILD BFERIC XL %
FETIE 26T o7z,

4. QoL #Fifi

QoL ® t # =X, FACT-L 2526.7% (28/105 1),
TOI %%286% (30/105 1), LCS #%39.4% (39/99 fi)
ThHo7z.

Duration of SD (days)

Fig. 3 Relationship between the duration of SD and
symptomatic improvement by the LCS scale. Open
diamonds represent each case that showed stable
disease as the best response and improved LCS
score. The coefficients of determination are calculat-
ed by the least-squares method.

LCSOY s F TOME o gz 8.0 H (#iPA5~53 H)
ThHY, 769% (30/39 Bl) »HEHTHRGFIGEE 15 HLL
N RIS A58 S N7z, LCS e i o v g
121380 HTH -7z,

PUEBE SR L LCS WHELRDOMARICOWT, REBH
FHlA D LCS 12 & B AEIRSESR (%) 2K L7 &
HBAFM TPR & E SN BHEOWLHEFIL 0%
(24/3061) TH Y, 72SD DEEIZBWTDH 65% (11/17
Bl) DFERE LD RO b7z (Table3). 512, #&%
HASAFHMIAY SD TH - 72 & O SD fkFeii & LCS A
I 7 YELM E OBRICOVWTHRE L2 25, SD U
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Table 4 Improvement of lung cancer symptoms

Improved patients

Median time to Median duration

Symptom improvement of improvement

(%)
(range), days (range), days
Short breath 38/79 (48.1%) 80 (6-44) 1075 (37-498)
Cough 36/77 (46.8%) 8.0 (6-23) 1225 (37-544)
Tightness in chest 28/62 (45.2% ) 8.0 (6-42) 124.0 (30-413)
Breathing 26/87 (299%) 8.0 (5-28) 155.0 (29-528)

The cases of more than one point improvement of each symptom from the base-
line for 4 weeks or longer are defined as symptom improvements. The duration
of each improvement was measured from the first day of two points improved to

the last day of its prolongation.

& LCS U HEMM & OMICEDOMBESED SN (F=
0.4941), SD keI HIE LCS 2 a 7k b Hie 3 5
HIm A58 57 (Fig. 3).

LCS® 9 5, B - - o Lo - M
D 4 D ORIFERERICE T 2 2 3 7 OWUHEITOWTH
TRAT % AT > 72, TR SEED ) B, 299~481% D i
B TIEROUEN RO bz, MigMrEIRG . To
WY i T oiER D 80 HTH 0, SRS
BB O YLfEIX 1075~1550 HCH - 72, 72, w§
NOMFEREEREIR D 1 4E % 8 2 2 IRSGED S S5 B
RO 5N (Table4).

5. WEBNZ BT 2 B

W a T L-2560%, 2moEzE L EE (R
BHEKEGES0me) Z46THY, ToMmOEZIZTN
T 1 lHoRE GFEEES R 100mg) THERIT > ho—
WHRMHETH > 7. WP 25 BB 5 M EH 525
KRR E oMM ORIt 64 H, 0 E B
I SRR G- F TOMM O YLliE 107 H, #iEH
MoOmYLfEIE 281 HTH o7z, Tz, ol 25 Flr 21
Blc, &BETO TTP Ohfl (107:H) 2®2 5k
P A S 7z,

6. 3895 grade & OS DR

OSICEL, 3B DI grade & DR %E HET L 7.
OSDH X[ 5B 72 L/Grade 11 (2761) 388+ H (95%
CIl: 41~135) Th o 7=DIZxF L, [Grade 2 Ph_E | (79 1)
121664 A (95%CI : 125~24.2) T& Y, [Grade 2 A - ]
DELFE AR - 72, PEROIE & BRI 589E DFRSE
LRI L OB ARIE S Tz,

7. N F = — 1 — DFERT

MR T RECTH - 22 13 B 8Bl T 7 v v 18,
19, 20, 21 #38» EGFR #fn AR/, 2
DHIBLIT Y V19 DREERNSFUCRD SN, 4Bl
MAPREHESNS. 227V 21 DLSSREREHT
LZIBNEEHELTCZZ Y 20D TTOOMER%4H LT
BY, $EIEPD Thotz. TRUSNDERL LTidT

7V 21 OV8MRIER, 7V 190 I1759T A5
MEIBNFED SN, FFIEZENZENSDB L UPDTH -
7z.

zZ ¥

HAANNSCLC BEZI2B U A vaF = 7oHES
LOREWTu 7 7 A VEFEMICHE T2 L2 HWE
LT, EATEBINZ 2008 THRE (JO16565 3t
B X 0 JO18396 ikBk) DIEATHNT %47 72.

INTF =7 OHARNIBITBZEEIL 292% & BT
ThHY, BRBIOH H 70% 13 HERELED S 30 HELNO
B PRin TH A Z LAVRE Nz, ZOMGRIE, W T
FEhti X 7z BR.21 sRERY O ARFIBEDZR) 5 89% & 1T
EWVS, BORICHN, HA ATk EGFR #fx 74 %k
PERPE N &, FERRTFO [HE] BLO [
Bl oOwTFhoBEEHAED BR2IAKRL ) DHVI &
75, EGFR @ TERBHEOBEDOEEH, £ %>
kR, BRGEOEL o DEEZOND.

J4E, EGFR Bz TA%R% A3 % NSCLC ICh$ 54
MHERAHZ i S, EGFR O#EE T2 RIX EG-
FR-TKI OH#s R % Pl 3 554 F~—Hh—& L CTHEE
VLTETWAS, LA LayoS5m, L7z ENitEE
BHIARFICIZZ OHFEIIW S 2% > TB 5T, EGFR #
R ERRENERTEBEFTDTH 13HITH - 72
WESNZZ13FDHI BbTr Y YV 19ICREERZET S
561 TIZeBI PR THY, EGFRBIZTERZHET LR
TRNGE Lz F =7 O I HHE (OPTIMAL
KRBV OK R L FBTH 72, EGFR Bz LRz 4
3% NSCLC 1, fEROAMMA % Hie & U 7z0H &3l
MLUZEBENRTH L EEHETH LD, —HFTHAR
AT EGFR-TKI 12 & % ILD @384 2 &
AENZ E LSNP - TV BEYPY EGFR #1514
BAATHHRANEZIHNT 5TV 0F =7 OEFRKE
WZOWTEL R LHRADEBPLETHS ).

—7Ji, #EITHTHRREINDL Z EH% v NSCLC I2BWw
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TlE, 23 L 4T EGFR &5 2R OMAE I
T&LDIFTIE% L, EGFR B2 TARDOTFT— 737 0n
Biand, AHRRTY, BREREAE 0 B R CIRE S 2 e
BEDL 2B SO TIE [ - IB/E B
OFEREET L EH (40 B1) @ TTP O hIAEIE 757 H,
OS O gLfiIx 2207 H (95%CI : 135~29.9) & IEH#IC
BIFTHY, ZOMKHIE EGFR Mz FLRZHTETE
WG, IVRFTOBREYEET LI R CEER
T—=F LB THAY).

72, EATHI NSCLC BETIE, WPBOM#EITITHEST
G - IR P 8 7 &0 B R IERDSEAL T % 729, QoL &
oatix, AT NSCLC O EE 2 EMHETH 5. 4l
DOFFTTIX, LCS T HEDFRD B 17z 39 Bl DS IRTE
FCOMMOPIMEIL S0 H, F7/2769%DHEHE THRY
BIAG# 15 H DIN ORI HL 780 S, HEBRE
W25 BED QoL D EET 2RO NI, 61,
BEIn - % - o Lol - FFIREEED 4 5 o il Rk
FERDINT T, FERUED LD L b T TORM g
fliiZ 80 HERL, F72, wWTFhoifEbittiEiRd 354
HULEofie RS W p i sl Sz, mz ¢,
PROEHOLNZEBEDAL ST, SDEZFIZBVTD
65% D LCS DULHEHRDFHD S, & 512 SD ki i
ELCS A7 EMMICIEOMBESED SN Th
LOfRIII N OF=TI2L B QoL oY EIX, ERD
HEZHP2HL ST, BLVWEFIIBWfFTEs2 L
ERTEELAATH 5.

KA LT, EGFR-TKI X ZD1EHET 5,
F695 7 &0 O K REE R TR O SEBUHE D <
B LCmETIRIcoR s 2 ehmonTtnsb. 4
DFATICBVT Y, BEAILVOF = TOREF 7213
BOELRAMEHRTH 72000, FBITL L HIERIE 2
BloARTHY. KIFELZ S HFORIIERD S H, 61 1T
REEPHEBTE TV, /2, v FoToREE
P72 25 Bk 21 Bl Cld, &2BE T TTP Oy (10.7
M) Wz AEENEI RSN —T, BEORS
grade BIC OS % IL#E L 724558, & MARICHEEZE D
grade & AFARNCIEOMBA /R E Nz, TS OFRERE
i, TVaFoTOERRICH o TUE, WY
Wiz, WREFZEWEEEEERT 52 EPEETH
D, 29 LEWRERICEY, BOEEDEIESR
HILEERLTVD.

4l HAR N NSCLC B#E &2 G L L7z E T C,
INOF =T OEFNREENL < —h—, BEERE
ORI BIF 2 BEER RO SNz, vaF=7iF, ¥
TIZHEN. L 72 NSCLC DR H#EIL TH 5755, S5#HI1E S
512 EGFR Bz T2 2B 0 55/ 22 B R g, o
ZTDELRLMETUNRTEZHRET 720D T T AR

774 Tl LEEEZOND.

HEE AR E RS 7 — 5 Lo 72 ]J016565 3 & O
JO18396 BRIC B M SN/ BH S A, L IMEINT & F i
727 7 RIE R SIS 2o L E T
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Abstract

Efficacy and safety of erlotinib monotherapy for Japanese patients with advanced non-small cell
lung cancer: integrated analysis of two Japanese phase Il studies
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To provide the general profiles of efficacy and safety of erlotinib in Japanese patients with non-small cell lung
cancer (NSCLC), we conducted an integrated analysis of two phase II studies (JO16565 and JO18396). The objec-
tive response rate was 28% (30/106 patients). The early partial response-in (PR-in) (at least a 30% decrease in
the sum of diameters of target lesions, taking as reference the baseline sum diameters) within 30 days from start
of treatment was observed in 70% of responding patients (21/30 patients). The early symptomatic improvement
within 15 days from the start of treatment was observed in 77 % of improving patients in Lung Cancer Subscale
(LCS) (30/39 patients). In patients with stable disease (SD), a high improvement rate using LCS (65% [11/17
patients]) was observed, and the duration of improvement was positively correlated with that of SD. Therefore
erlotinib was found to show promising symptomatic improvement not only in responding patients, but also in non-
responding patients with SD. Favorable dose reduction was considered to enable maintaining antitumor efficacy
in patients who required dose reductions because of adverse events.



