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Thus, both hematwlogic and nonhematologic toxicities were
generally manageable, and in most instances, treatment could
be continued in an outpatient setting, resulting in a median of
five treatment courses (range, 1-15).

In conclusion, we have presented the results of the first
plhase II study of the combination of §-1 and irinotecan for the
treatment of chemotherapy-naive patients with advanced
NSCLC. This regimen yielded a response rate, progression-free
survival, and overall survival similar to or better than those
previously reported for platinum-based regimens. In addition,
this regimen was well tolerated and could be administered in
an outpatient setting. Given its efficacy and favorable toxicity
profile, the combination of §-1 and irinotecan is a promising
alternative for treatment of advanced NSCLC and a feasible
nonplatinum option to which molecularly targeted agents can
be added. The chemotherapy regimens of §-1 plus platinum

derivatives have been studied (11). We are currently conducting
a randomized phase 111 trial comparing carboplatin/S-1 with
carboplatin/paclitaxel for chemonaive advanced NSCLC. We
firmly believe that further trials comparing S-1 plus irinotecan
with platinum-based doublet chemotherapy (perhaps carbo-
platin/S-1) are warranted.
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Phase 111 Study, V-15-32, of Gefitinib Versus Docetaxel in
Previously Treated Japanese Patients With Non-Small-
Cell Lung Cancer

Ruacharoh Marwyannn Yutaka Nishowaki, Tomohide Tomnn, Nobovnks Yoo, Masohaeo Ui,
Knzilko Nakagwowar, [etsn Shovkai, Steehs Negoro, Fronio Dl Kowg Egue e, Kt Fitkwwhis,
Akt Toiwe, Kevsiihe Tonrii, Mitsater Horeho, Novivaeks Nhsanto, Hod Jiong, Yoliji ol Yokite b,
Nugahise Sarijon, ond Musaleio Fukyoka

A B S T A A COT

Purpose

Th:: phase |1 stedy (V-15-32) compared gefitinik (250 mg/d) wath docetaxel (60 mgim ) in pabents
(N = 4831 with advanced/metastatic non-small-cell lung cancey INSCLC) who hiad falecl ohe of two
chemotharapy regmiens

Methods

The primarty objectve vwas io compare overall sutvwal (o demonstiate nominfevonty for aelinnib
relativa to docetaxel An unadjusted Cox regression mooel was used for the pimary analysis

Results
Noninterionty m overall survival was not achieved thazard rano [HRL 1 12; 95 24% CI, DESD 1o | 40)

according to the predefined critenon (upper Cl imit tor HR < 1.25); however, no signiicant
. ety U difference in overall suivival (P = 330) was apparent hetween treatmenis. Posistudy, 36% of
A " gefitmb-tieated patients received subsequent donotaxel, and 53% of docelasal-neated
patients racewad subsequent gefitinib. Gefitinih sigmificartly unproved objectve responso rate
- . u ‘ and quality of life versus docetaxel, progression-fiae survival, disease conlrol ratas, and
b I symplam impiovemnent were similar for the two nemments Grades 3 to 4 adveise events
occutrad in 40.6%: (gefitinib) and B1.6% (docetaxell of patients Incidence of inteistival lung
disease was 5.7% (gefitinib) and 2.9% [docetaxel), Four deaths occurred due to sdverse
events in the gefuninib aim (thiee deaths as a result of inteistitial lung disease, judged 10 be
treatment related; one as a result of pneumonia, not treatment related), snd none occuired in

the docetaxal ann

. Conclusion
Noninferionty n overall survival between gefitinio and docetaxel was not demonstiated
according 1o pradefined criteria; however, thare was no staustically significant difference in overall
survival, Secondary end points showed similar or supenor etficacy for gefitinib compared with
docetaxel. Gefitinib remains an affective treatment option foi previously treated Japanese patients
with NSCLC
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In phase 11 trials (LDEAL | and 2), the cpider-
il growth factor receptor (EGFR) tyrosine kinase
inhibitor gefiunib (Iressa; AstraZeneca. London,
United Kingdom) 250 mg/d showed response rates
of 12% to 18% and median survival of 7.0 1o 7.6
months in patients who had pretreated advanced
NSCLE™ A subset of Japanese paticnts in IDEAL |
demonstrated a higher response rate (27.5%) amnd

In lapan; patients with advanced non-small-cell
long cancer (NSCLC) who fail first-line platimam-
based therapy often receive second-line docetaxel.'~
However, docetaxel has been associated with signif-
wcant levels of toxicity, especially grades 3 1o 4 neu-
tropenia (40% to 67% and 63% to 739 for docetaxel

75 mg/m” and 60 mg/m’, respectively).' ' In North
America and in Ewropean countrics, docetaxel, ™!
pemetresed,” and erlotinib® are approved second-
line treatments for NSCLC. '
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longer median survival (13.8 months) compared
with the overall population.” A phase 111 study
(Iressa Survival Evaluation in Lung Cancer) in pa-
tients who had previously treated refractory NSCLC

Shizuoka Cancer Center on March 9, 2009 from
Copyright © 2008 by the American Society of Clinical Oncology. All rights reserved.



Gefitinib Secand-Line Phase Nl Study in Japan

showed thar gefitinib was sssociated with o noosgnificant end 1o-
sard improved overall suevival yersus placcb, Preplanned sub-
wroup analvses demonstrated @ statistically significant increase in
suevival for getitinib compared with placebo in patients ol Asian arigin
Charand raties [VIR], (66 95% CL 0008 o 0915 1 = 00 maedian
survival. 9.5 13,5 months i and in never-smakers (HIR, 00677 95 CL,
09 10 0.92: 2 = 012; median survival, 89 v 6,1 months),"™"!

Reported here is the frst phase T study o compare the eilects
ol targeted therapy fpelitinib) with chemotherapy tdocetaxell on
vsentll survival in Japanese patients with advinced/ime,
istages B 10 1V) or recurnent NSCIC wha Lailed one or two chem-
otherapy regimens,

i

Study Design

1 his mlticenter, randumized, open-label, postmarketiog «inical study
PN conpared gtitinib with docetasel in Lpanese patients s bl
pretteated, focally advancedimutistatic sstages TR Jo IV o securient
SACLE Patients wiere randomiy assigiad b asing steatificatmm faciors ol s
Cremale v maded, performance status (85 0 e 20 histolognye fadenocana
e v otherst, and stdy site,

The primany eod poit was oveeall survivid, and the stody ammed 1o sl
noninfenority of gefilinib versus docetaxel. Secombary eid - points woe
rrngression - troe survival (PFS), time s teatment Failome, obiective nesponse
vt TOMRR, disgase control sate (DUR, aquatine o B 1001 ), discase-tdanal
svmploims, sty aod tolecability,

A e protocol amendment included explvatoy eod posits, such as
FOFR gene copy aumber, protein expression, and mutation stalus of (-
(LT IR TR

Patients

Aatients age 20 years on obder were eligable i they had the filloing:
Iistologicallty o extodogically confirmed NSCLE tstages T w0 Voot ame-
e b curative surgery o eadiotherapy, o postaperarive recument NSCLCS
tailure of prior treatment with one o o chanoihera. regimens (= |
platiumi-based regimen: life expectancy of Y imwonihs o greater; WHO S0
1wk surahle disease by Response Evaluation Critena in Solid Tumors
LRECISTL Todmprove seceuitmunt, the pridocol was fed approsinateh
o months after sudy initi 1o allow wilhout

ke besions 1
prticipate. This was not expected to greatly impact te primary end point,

Treatment

Gietitinib 250 mgld was adiministered weally; docctasel was sdministerad
every Ywoeks as 2 1-hour intravenous infusion ol 60 img/m * (i, the approved
dlose 1 Jupan ). Patients received treatment uniil disease progression, intoler-
abibe toxicity, o discontinnation for another reason. Poststody treatment was
at physician and patient discretion: 4 switch o other study treatment was
prohibited unless iequested by the patient.

Assessments

Overall survival was assessed from dite of sandom assigniment to date of
dheath os a result of any caose, or data were censonal at the kast date the patient
was known to bealive. Tumor response by RECIST was performed al baseline,
every 4 weeks for the first 24 weeks, and every 8 wocks thereafter, Complate
respunse (CR1 or partial response (PRI was canfiomed on the basis of two
consecutive examinations that were at least 28 days apart, fovestigaror ussexs:
ment of best overall tumor response was used for the primary analysis; sonsi-
tivity analyses were performed  with idependent response evaluation
commmilioe asessinent. PFS was detined as the time from random assignment
10 the enliest occurrence of discase progression or death from any cause
patients who had not progressed or died an data cutoff were censored at last
tumor asscssiment, Qol was asscssed with the FACT L questionnaire ot base-
lirve and every 4 weeks during study treatment untilweek 12 The FAUT-Liotal
score and ial outcome index (TOL sum of FACT-1. physical well-baing

Tunctimal well being achlitiomal comarns sibseakiss woe sahatkitald
it s et symptones were assessed weeklh with the FACF1 Toog o
sinbvscale THESE Dinpremoment was defined s an insease o bascline of u
Tesnd s patiints ot FAC LT or TOL o i e ol atleast tw panis fag LS,
Pt vsits that were an beast 2% davs apant. MWhorse ovenits (A Es were
wioitoned amd gradad according to the Natomal Cancer Institee Connnan
Toielty Critena ENCICTCL version 200, Roatioe Liboabiny asassiients
were perioemed. FGER gene copy aumber was determined by oo eseent i
it b b ilization CFISH LY EGFIR mutarions were assessed Iw ditedt seyoene
gt exen D8 o 20 ol chiomosanie 7 BGER protein caprssion was measunal
[y irmvamebisto bennistey with the TAARO TGER pharmal TR (ARG,
Clostoup, Dok

Statistical Analysis

e primary overall survival analisis was o wnluctad in the intent-n-
et UTT] peoprudation by estinmating the T aimd twn-sided S3.24% C1 o
b versus dovetaxel, derived Trom a Cox regression mdel without so-
w Esbgnificange Teved adiusted bevanse ol interin anabosis ). Nominferm
e wis o Ine ot Ik i the uppe 1 T s = 125 Supsomsine ws
o Db it s CHITEwss bos fan 1A Bkl ol 296 death csonis s
pesjuiirend fon MG peswer b denionsteale iy tity. with the assumptvn
Pt geetitianibs el better overall sy ival than dosetase edun survival, 11
12 msiths "1 annd the study phin sas o ot 181 paticots,

Wasbwistmess oo U primaany somwBiaing was deseveod by supspontive analt
s i the per-peostocn] popukition smd by ns i regtession model with
et adjustiment for sex (ke o femall, PS8 o e 20 o tepe
fadenocarinomi v atherd, smoking histons teser v aevn ntimber of piio
hemotherapy iezimiens E e 2) age at randons assignment (-5 A5 v e b
wears s, G Do dignosis b ramdom dsdgiment 1 e 120 12
b, aned st tesponse to privg chemthenap (CRAR v stable discase
1801 1 proggressive disease nol assessable/unkinmng

Preplanned subygroug analyses were perammal on the basis of these
wnariates. Subgrotps were fist asessad fon evidence of randomized treat
ment elfect by subgroup interactions, o cnsure that swicomes between sub-
s ware Hkely o be differents then, the subygoups e which evidence
existid were eximined further

For PFS, the HR and its 3% C1 f gefitinib versos docetaxel were
vakoulatesl for the pupulation that was asesable for response [defined as
paticnts with = 1 mensumble lesion at bascling by RECISTY by using a Cos
g esshon madel without covariates. Supportive analyses were pedonmed in
thelTl pnpnluiiun by ysing 3 anendel acdistend tor comvariates, Overall survival
and 1S wiere sunmarized with Kaghane Mo icthods,

The ORR (proportion of CR = PR amnd the DCR (proportion of CR
PR A 51 = 12 weeks) were estimated in the Dle-for-esponse popula-
tiow aned were compared between teatments by genetating an odds ratio and a
450 C1 from a logistic regression model that inchidad covariates

The exploratory analysis of biomarker subgroups was performed with
simiilar methads 1o the overall and clinical subgroup analyses when possible.

Patients

From September 2003 10 January 2006, 490 patients were ran-
domly assigned from 50 institutes, In the ITT papulittion, 245 patients
were randomly assigned to gefitinib, and 24 patients were randomly
assigned 1o docetaxel; one patient was excluded becouse of o Good
Clinical Practice violation (Fig 1), Treatment groups were generally
well balanced for bascline demographics (Table 1), except for some
small imbalances in smoking history (7% fewer never-smokers and
10% more ex-smokers in the gefitinib arm). The vverall population
was representative of an advanced, pretreated NSCLC population in a
clinical trial setting in Japan. The median (range) duration of treat-
ment for gefitinib was 58.5 (1 10 742) days and, for docetaxel, was 3 (1
10 12) cycles,

% 7008 I Aectamy Sounty ol Corcsl Qnovieyy 1245
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Assessed for eligibility
n=511)

}_—__

Randomly assigned (n - 490)
I

Excluded in=21}
Not meeting
inctusion critaria (n « 20)

Lost to follow-up (n= 1)

I 1
ITT population (n - 489} GCP violation {n = 31*
1
I
Allocated to gefitinib 250 mg In = 245) Allocated to docetaxel B0 mg/m?  [n = 244)
Received gefitinib (n = 244)' Received docataxel In = 238)' Fg L. Seabe S vy oAlicaoel = e
Galitinib teatmenit not stared n=1 Docetaxel teatment not started in=5) teetmel groug (1) 1he sately arabyss
cordacied accothig B reatricry (g
crerd, v pedtune ot o ey odasnJated
i1 et 10 o GC3, Good
Discontinued gefitinib In = 232) Discontinued docetaxal {n = 236) Pacee, DCO i Lol duie
Objective disense progression (0 = 1721 Objeclive disease progression (i = 129) zeivg L{M' ot 31 .m. Ol
Symptom deterioration in=13) Symptom detarioration in=9 ultife: 1CS Ly Cavcer Sulisza
Adverse event n =31} Advarse avent {n =401
Inf d o withd in=12) Informed consent withdrawn in=42)
Other (n=4) Other {n=16)
Continuing study treatment at DCO  {n -« 12) Cantinuing study treastment at DCO  (n =3)

Assessabia (o responss in = 200) Assessable for response in=187)
Assassalile for saloty in = 244) Assessable lor salety In = 239)
Assessable lor Qol (n = 185) Assessable Tor QoL {n=173)
Assessabile lor LCS {n = 225) Assessable lor LCS =211 |

Poststudy, 36% of gefitinib-treated pationts reccived subsequent
docetnxel, and 0% received no other therapy except for gefitinils 339
of dovetaxel-treated paticnts received subsequent gefitinib, and 26%
received no ather therapy except for docetaxel,

Survival

At data cutoll for overall survival (October 31, 2006), overall
muortality was 62.6%, and median follow-up was 21 monihs. Nonin-
feriority in overall survival was nol achieved (HR, 1.12; 95.24% CI,
0,89 to 1.40) according to the predefined criterion (upper Cl limit for
HR = 1.25). However, no statistically significant difference in overall
survival was apparent (P = 330; Fig 2A).

A supportive Cox analysis, which took into account imbalances
in known prognostic factors, showed an HR of 101 (95% C1, 0.80 to
1.27; P = 914}, which suggested that a demography imbalance that
favored docetaxel may have had some impact on the primary, viad-
justed, overall survival resuli.

The median survival and the T-year survival rates were 115
munths and A7.8%, respectively, for gefitinib and were 14.0 months
and 53,79, respectively, for docetaxel,

PFS

There was no significant difference between treatiments in PFS in
the unadjusted analysis (HR, 0.90; 95% CI, 0.72 to 1.12; P = .335);
median PFS was 2.0 months with both treatments (Fig 2B). Similar
PFS results were oblained from supportive Cox regression analysis
adjusted for covariates { HR, 0.81; 95% C1, 0.65 to 1.0% 1" = 077).

A6 © 2008 sy vt SO00 b T Onetioygy

Tumor Response

For ORR, gefitinib was statistically superio to docetanel (22.5% v
1 2.8%; odds ralio, 2.00; 95% CI, 121 to 378 P = 009 Table 2}
Cielitinib was similar to docetoxel in tlerms of DCR (34.0% v 33,2
odds ratio, 1.08: 95% Cl, 0.69 (o 1,68 P = 735), The primary ORR
results that were based on investigator judgment were generally con-
sistent with those obtained from independent response evaluation
COMMItiee assessment.

Symptom Improvement and QoL

Gefitinib showed statistically significant benefits compared
with docetaxel in Qol. improvement rates (FACT-L: 23.4% v
13.9%; P = 023 TOI: 20.5% v 8.7%: P = .002; Table 2), but there
were no significant differences between treatments in LCS im-
provement rates (22.7% v 20.4%; P = .562).

Subgroup Analyses

Survival putcomes were generally consistent across subgroups,
with the exception of best response lo prior chemotherapy (treatment
by subgroup interaction test = 017). For patients with best response
1o prior chemotherapy of progressive discase, overall survival was
numerically longer on gefitinib than on docetaxel, whercas patients
with a best response of SD had significantly longer survival on do-
cetoxel than on gefitinib (HR, 1.58 95% CI, 1.09t0 2.27; P = .015: Fig
3A) However, the result was not supported by the PES (Fig 38) or
ORR results in this subgroup, which favored gefitinib,

vttt oo Lo v Gt osonn
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dmease, PD, progresswe disease; NA. not assessabie

Safety

Cefitinib was associated with fewer dose interruptions or delays
than docetixel (26% v 52%, respectively). There were no clinically
relevant differences in the frequencies of serious AEs or discontinua-
tions of study Lreatment as a result of AEs between treatiment groups
(Table 3). Fewer NCI-CTC grades 3 1o 4 AEs occurred with gefitinib
compared with docetaxel (40.6% v 81.6%). There were four deaths as
avesult of AEs in the gefitinib arm (three as a result of interstitial lung
discase that was considered by the investigator to be treatment related;
one as a result of pnenmonia that was not considered treatment-
reluted), and none in the docetaxel arm,

The most common AEs with gefitinib were rashfacne (76.29%)
and diarrhea (51,6%), and the most commaon AEs with docetaxel
were neutropenia (79.5%) and alopecia (59.4%; Table 4), There

NI
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wts i higher incidence of grades 3 10 4 neatropenia with docetaxel
(73.6%) compared with gefitinib (8.29%). lnterstitial lung disease
events occirred in 5.7% (0 = 14) and 2.9% (n = 7) of patients who
received gefitinib and docetaxel, respectively (Table 3).

Biomarkers

Of the 71 EGFR biomarker samples provided, 53 (o 60 were
assessable (depending on biomarker). Because of the late protocol
amendment, these samples were from long-term survivors who were
recruited early or from patients who were recruited kater in the study.
Compared with the overall study population, this subgroup was over-
representative of some steatification factors on both treatment arms:
good IS, females, never-smokers, greater than 12 months from diag-
nosis o random assignment, and best response (o prior chemotherapy
of CR/PR. There were insutficient events 1o allow meaningful evalua-
tion of overall survival in relation to biomarker status, and the PFS and
ORR data should be interpreted with caution,

Thirty-one (54.49%) of 57 patients had EGFR mutation-positive
tumors, and 42 (70,09%) of 60 had EGFR FISH-positive tumors. There
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Tuble 2 f

was a high degree of overlap between EGER manation and clinical
characteristics feg high freguency in femabes, in e with adenocar

cinoni, and in pever-smokers), TUPR imatatm—positive: paticnls
appeared to have betier PES than EGER matation—negative paticnts
on both treatments (gehitinib-positive v gefitinib-negative HR, 033
OFN G DT w975 17 eventss docetaned FHR 0015; 95% C1L 001 1o
0,575 15 events i In addition, EGER FISH=positive patients appearcd
1o have better PFS than EGFR FISH-negative patients on both treat-
ments {gefitinih-positive v geftinib- negative HIL 0.7 5; 95% C1, 028
tov 1.98; 18 events; docetpxel IR, 0059345 CLA to LA 16 events),
There were no clear PFS differences between pefitinib and docelaxel in
any omarker subgroups, although the mamber of erents wans small
and the Cls for the HRs were wide, PES coubd not be assessed for FGER
protein expression because of the small oumber of evems in the
expression-negative group, For EGER mutation-pasitive paticnts, the
ORR was 67% (six of 9 patienis) with gelitmib admmistration and
464 (Ave of 11 patients) with docetasel sdiministration, For EGFR
FISH=positive patients, the ORR was bt (five of 11) with gefitinib
admimistration and 33% (six of 18) with docetaxe) adnministration. For
LGIFR expression—positive paticnts, the ORR was 36% (five of 14) with
gehtinib administration and 31% (four of 13) with docetaxel admin-
istration. There were no responses among EGFR mutation-negative,
or EGFR FISH-negative, patients, and there was one response (13%)
of eight EGFR expression=-negative patients who received docetaxel.

V=15-32 is the first phase 11 study to compare gefitinib versus do-
cetuxel in previously treated lapanese patients who have advanced
NSCLC, Both gefitinib and docetaxel demonstrated efficacy and wl-
erability, and findings were consistent with previous experience for
both agents in Japan,

Although noninferiority in overall survival for gefitinib versus
docetaxel was not proven, there was no statistically significant differ-
ence between the two treatments. The original statistical assumption
was that gefitinib would have 20% longer sunvival than docetaxel;
hence, the relatively small sample size for a noninferiority study, How-
ever, since the study was initiated, data from postmarketing experi-
ence in Japan (the SIGN study'") and substantial switching 1o the
24
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Information downloaded from jco.ascopubs.org and
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alternative study treatiment om progiession in V= 1532 indicated that it
woukd be more ikely that getiting and docctasel had simikar overall
survival, With the assumption of cgual sunvival. the chanee [power ) of
shosione nominferionty with this study size s rediead (o 48%, The
wedian survival with gefitinib 230 mghd in oo study wis consistent
with previows experience i fapan (1135 v L3S months for lipanese
subset ol IDEAL 11" Divetasel demonsteated o longer median sur-
vival i V-15-32 (LL0 months) compared with previous Tapamese
stinelies (7.8 10 9.4 months), '

Inline with increasingly available therapy fur NSCLC since the
trinl was designed and with standid proctice m Japan, o Jarge
proportion of patients reccived additional anticancer therapy after

discontimation of the randomly assigned study treatment, Crosse
over was greater than initially expected, and dilferences in the
number and types of patients who recoived these poststundy treat-
ments complicated bntwrpretation of survival resulls, A greater
proportion of patients who received docetased eeeived poatstindy
therapy compared with those who received gelitinib. Imbalances in
the use ol gehitinib alier chemotherapy hiave been reported recently
ina phase [ study of Japanese patients with lung concer who were
treated with docetasel amd have been cited as a possible explmation
for the prolonged median survival seen with docetaxel.™ INTEREST
(Iressa NSCLC Trial Fvaluating Response and Survival against Taxo-
tered, a worldwide phase 1 ol that is comparing gefitinib with
docetaxel in pretreated patients who have advanced NSCLE recently
demonstrated that gefitinib had statistically neminferior survival to
docetaxel,'™ In contrast to V-15-32, INTEREST was larger (1,466
patients) and had subsequent therpies that were well-balanced be-
Iween treatiment arms,

Sccondary end points, largely unaffected in this study by subsc-
quent therapy, provided further evidence of the clinical ellicacy of
both gefitinib and docetaxel in Japanese patients. PFS was similar with
gefitinib and docetaxel, and ORR was statistically significantly im-
proved with gefitinib. The ORR in V-15-32 with gefitinib (22.5% »
12.8% with docetaxel) was consistent with a subset analysis from
IDEAL 1 in Japanese paticnts (27.5%),

A number of patient subgroups (including females, patients
with adenocarcinoma, and never-smokers) have been reported

dmwsan o £ a8 D vsimy
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A HR (Gelitinib:Docetaxell and 85% CI
Al patients e
Sex Male -
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Performance status 0 ——
2 p—
Histology type Adenocarcinoma —t——
Others ——e———
Smoking Never smoked -1
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No of prior chemotherapy 1 44—
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2 5 years —
Time from diagnosis < 6 months
6-12 months
> 12 months
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PD/NE/Unknown ————— ey Fig 2 Fozest (hots of IAY gvurall sus vl
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[ Best response to CR/PR St P
prior chemotherapy sD e f—
PD/NE/Unknown - —
' r e s |
| 010 bGO 08O 100 1,751.50 200 250

previously to experience improved clinical benefit with ge-
fitinib. ™" Subgroup analyses in this study should be inter-
preted with caution, as the primary abjective was not met, some
subgroups were small, and there were imbalances in poststudy
treatments. In between-treatment comparisons, no statistically
significant overall survival benefit was found for gefitinib com-
pared with docetaxel in any subgroup. However, when post hoc,
within-treatment comparisons were performed, females, never-

smokers, and patients with adenocarcinoma (and also patients
with poor PS and > 12 months since diagnosis) had significantly
longer survival than their opposite subgroups on both gefitiniband
docetaxel (P < .001 for females v males, adenocarcinoma v others,
and never-smokers v ever-smokers on both treatments). It appears
that the subgroups typically associated with a gefitinib benefit were
seen but that they also did well on docetaxel. However, the rate of
subsequent gefitinib prescription in the docetaxel arm was high in
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Tabin 3
| Adversa avens 242
| Trwepersoplane! adverse cvents »n:
| Tremmenr: dacontiruaton because of an adverse event 3
| NCHOTC achvarse avert orades 3 o 2 L ‘
Smocus adverse avenis a2
Daich as a resoft of 8 senous adverse oven: A
‘ LD everns 1 |
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Parncpants with mulole events in the Sdme calggory ate couNted Only 0K # 1N CiNAGG ¢ P LSIDANIS WAth QUENE M More e 00 CEI0QTY e conied
ot n each of those categores

these subgroups (g, approximately two-thirds of docetasel never pestmnts are confounding the interpretition of overall survival
smnkers and females Tad gefitinib as thelr first poststody treat- o the subgroups.

ment); for PES and ORR, which are largely unaffected by AL in o study were consistent with those previonsly observed,
subsequent treatment, the bencfit in these subgroups remained for — and themaost commonly reported AEs were rash/aeneand diarrhea for
gelitinib but not for docetaxel, which suggested that poststdy  gelitinib and neutropenia for docetaxel, Docetiasel demonstrated a
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Vomiting a1 168 A 16 41 172 3 13
Fangue 36 48 1 o4 107 448 6 2.5
Patamychi a3 1386 1 04 2 os o 0o
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Pyfexia 24 08 I o4 H1 2113 T 04
Aopecia 19 78 0 00 142 594 o 0o
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NOTE The most cormmon events were conscdered Those that dn = 10% of the study popul or {weth .- 5% difh
Includes MedDRA high-level 12rms of rashes, eruptions and exanthems, and of acnes and orefesred terms of rash pustule, demmatils, dermatitis extobative, and
dermatts exfolaive generpioed
tinciudes MedDRA preferred terms of hepanc function sbnoimai, alsnine ammotmnsh wcreased, wicreased and liver dsorder
Wit the axception o! one testment-alated atverse event. all other NStances of noulropena raporied with gelitizb were m patients who had switched to
docntaxel 60 mghn? o other chamatherapy snd were teported within the 30-day reporting penod I these other inglances. no Causal relatonshn was assgned by
the arvestigator
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preally high incidence of neatropenia €795 and febrile neatrope-
et 719 connpraared sith gelitinily (9.8% and 1.6%, respectivelvl,
Ihese neutropenia kevebs it sccompuainivd docetasel treatment are
consistent with previewsly repontad studies in Japanese paticnts
934%" and B3 The incdence of interstitial lung discase e
ported in this study with gelitinib 13.7%) is consistent with that e
ported in the lapanese postiarheting study (3.8%)."

Although the pationt mumbers were too small for firm con-
clusions, the biomarker data rom this study suggest that EGFR
mutation—positive or EGFR TISH-positive patients have a greater
respunse 10 both geftinib and docetaxel compared with FGFR
mutation= or FISH-ncgative patients, The gehtinib data are con-
sistent with several previous reparnts.™ The docetaxel dat provide
potential new information about EGFR biomarkers and chemother-
apyi this has not been vonsistently seen before, because there are only
alew small studivs in the literature, and they have conflicting results.
Henee, it is ditficolt to sy conddusively that EGFR mutation or EGER
FISH=positivity predict for docetasel as well as gefitinib benetit

Although the sty did not prove noninferior survival lor ge-
fitinib compared with docerasel in this patient population, the Jinical
elficacy and tolerthility of gelitinib 250 mp/d in Japanese patients whio
had NSCLC, reported e consistent with the chinical expenence
reported 1o date, and getivinib reains an effective treatment option
tor previously treated Japanese patients who have locally advanced!

ol viptionn of e ol s canhxgeor s, 0 o oty anlor e silbwona
Vst Vs gonttlid of aitercst palicy, plevisc who bt Sl isalisnny
I hangarionn o thie Desgbosaoes of Patotioll Cantfats ol Liibenist saatnnn i
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Purpose

Thl.l; phase IIl study (V-156-32) compared gefitinib (250 mg/d) with docetaxel (B0 mg/m?) in patients
{N = 488) with advanced/metastatic non-small-cell lung cancer (NSCLC) who had failed one or two
chemotherapy regimens.

Methods
The primary objective was to compare overall survival to demonstrate noninferiority for gefitinib
relative to docetaxel. An unadjusted Cox regression model was used for the primary analysis.

Results

Noninferiority in overall survival was not achieved (hazard ratio [HR], 1,12; 85.24% Cl, 0.89 to 1.40)
according to the predefined criterion (upper Cl limit for HR = 1.25); however, no significant
difference in overall survival (P = .330) was apparent between treatments. Poststudy, 36% of
gefitinib-treated patients received subsequent docetaxel, and 53% of docetaxel-treated
patients received subsequent gefitinib. Gefitinib significantly improved objective response rate
and quality of life versus docetaxel; progression-free survival, disease control rates, end
symptomn improvement were similar for the two treatments, Grades 3 to 4 adverse events
occurred in 40.6% (gefitinib) and 81.6% (docetaxel) of patients. Incidence of interstitial lung
disease was 5.7% (gefitinib) and 2.8% (docetaxel). Four desths occurred due to adverse
events in the gefitinib arm (three deaths as a result of interstitial lung disease, judged to be
treatment related; one as a result of pneumonia, not treatment related), and none occurred in
the docetaxel arm.

Conclusion

Noninferiority in overall survival between gefitinib and docetaxel was not demonstrated
according to predefined criteria; however, there was no statistically significant difference in overall
survival. Secondary end points showed similar or superior efficacy for gefitinib compared with
docetaxel. Gefitinib remains an effective treatment option for previously treated Japanese patients
with NSCLC.

J Clin Oncol 26:4244-4252. @ 2008 by American Society of Clinical Oncology

INTRODUCTION

In phase II trials (IDEAL 1 and 2), the epider-
mal growth factor receptor (EGFR) tyrosine kinase

In Japan, patients with advanced non-small-cell
lung cancer (NSCLC) who fail first-line platinum-
based therapy often receive second-line docetaxel.'?
However, docetaxel has been associated with signif-
icant levels of toxicity, especially grades 3 to 4 neu-
tropenia (40% to 67% and 63% to 73% for docetaxel
75 mg/m? and 60 mg/m?, respectively)." In North
America and in European countries, docetaxel,™*
pemetrexed,” and erlotinib® are approved second-
line treatments for NSCLC.>®

24 © 2008 by Amencan Socity of Clinicsl Oncology
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inhibitor gefitinib (Iressa; AstraZeneca, London,
United Kingdom) 250 mg/d showed response rates
of 12% to 18% and median survival of 7.0 to 7.6
months in patients who had pretreated advanced
NSCLC.”* A subset of Japanese patients in IDEAL 1
demonstrated a higher response rate (27.5%) and
longer median survival (13.8 months) compared
with the overall population.” A phase 11T study
(Iressa Survival Evaluation in Lung Cancer) in pa-
tients who had previously treated refractory NSCLC
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mm;ﬁlmbmm:hmdmlhlnun’?uﬁmunﬂm-

ward improved overall survival versus placebo.” Preplanned sub-
group analyses demonstrated a statistically significant increase in
survival for gefitinib compared with placebo in patients of Asian origin
(hazard ratio [HR], 0.66& 95% CI, 0.48 10 091; P = 010; median
survival, 9.5 v 5.5 months) and in never-smokers (HR, 0.67; 95% CI,
0.49 100.92; P = 012; median survival, 8.9 v 6.1 months),"*""

Reported here is the first phase I11 study to compare the effects
of targeted therapy (gefitinib) with chemotherapy (docetaxel) on
overall survival in Japanese patients with advanced/metastatic
(stages I1IB to 1V) or recurrent NSCLC who failed one or two chem-
otherapy regimens.

Study Design

This multicenter, andomized, open-label, postmarketing clinical study

(v- ts;z}wmmmwmmmmu

1] ic (stages 1B to IV) or recurrent
mmmmmwmmimndu
(female v male), performance status (PS; 0 to 1 v 2), histology (adenocarci-
noma v others), and study site,

The primary end point was overall survival, and the study aimed to show
noninferiority of gefitinib versus docetaxel. Secondary end points were
progression-free survival (PFS), time to treatment faflure, objective response
m(mmmmmxmd&mw
¥ r. mw 1 (s

A late protocol amendment included exploratory end points, such as
EGFR gene copy number, protein expression, and mutation status of -
mor tissue.

Patients

Patients age 20 years or older were eligible if they had the following:
histologically or cytologically confirmed NSCLC (stages I11B to IV) not ame-
nable 10 curative surgery or radiotherapy, or postoperative recurrent NSCLC;
failure of prior treatment with one or two chemotherapy regimens (= 1
platinum-based regimen); life expectancy of 3 months or greater; WHO PS 0
to2; and measurable discase by Response Evaluation Criteria in Solid Tumors
(RECIST). To improve recruitment, the protocol was amended spproximately
& months after study initiation to allow patients without measurable lesions to
participate. This was not expected to greatly impact the primary end point.
Treatment

Gefitinib 250 mg/d was administered orally; docetaxel was administered
every ) weeks asa |-hour intravenous infusion of 60 mg/m? (ie, the approved
dose in Japan). Patients received treatment until disease progression, intoler-
able toxicity, or discontinuation for another reason. Poststudy treatment was
at physician and patient discretion; a switch to other study treatment was
prohibited unless requested by the patient.

Assessments

Overall survival was assessed from date of random assignment to date of
death asa result of any cause, or data were censored at the last date the patient
was known to be alive. Tumor response by RECIST was performed at baseline,
every 4 weeks for the fint 24 weeks, and every 8 wecks thereafier. Complete
responsc (CR) or partial response (PR) was confirmed on the basis of two
consecutive examinations that were at least 28 days apart. Investigator assess-
ment of best overall tumor response was used for the primary analysis; sensi-
tivity analyses were performed with independent response evaluation
committee assessment. PFS was defined as the time from random assignment
to the carliest ¢ of disease progression or death from any cause;
patients who had not progressed or died at data cutoff were censored at last
tumor assessment. QoL was assessed with the FACT-L questionnaire at base-
line and every 4 weeks during study treatment until week 12, The FACT-L total
score and trial outcome index (TOI; sum of FACT-L physical well-being +
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functional well-being + additional concerns subscales) were calculated.
Disease-related symptoms were assessed weekly with the FACT-L lung cancer
mequmWMMd-
lesst six points for FACT-Lor TOI, or ani fatleast two p LCS,
on two visits that were af least 28 days apan. Adverse events (AEs) were
monitored and graded sccording to the National Cancer Institute Common
Toudcity Criteria (NCI-CTC; version 2.0). Routine liborstory assessments
were performed. EGFR gene copy number was determined by fivorcscent in
umm“mm“mwmm
ing ofexon 181021 of b 7.EGFRy was measured
wmu&mnmmnwmmm
Glostrup, Denmark).'®

Statistical Analysis

The primary overall survival analysis was conducted in the intent-to-
treat (ITT) population by estimating the HR and two-sided 95.24% CI for
,ummmm;mwmmm:o

variates (significance level adjusted because of interim analysis). Noninferior-
ity was to be conchuded if the upper ClI limit was = 1,25, Superiority was
concluded if the upper CI limit was less than 1. A total of 296 death events were
required for 90% power to demonstrate noninferiority, with the assumption
that gefitinib had better overall survival than docetaxel (median survival, 14 v
12 months*), and the study plan was to recruit 484 patients.

Robustness of the primary conclusion was assessed by supportive analy-
s¢3 in the per-protocol population and by using a Cox regrestion model with
covariate adjustment for sex (male v female), PS (0 or 1 v 2), tumor type
(adenocarcinoma v other), smoking history (ever v never), number of prior
mwtm}.-gumwkamna
years), time from diagnosis 1o random assignment (< 6v6 10 12v > 12
mdhmthGMru&M
mwmm pufuln:d the basis of these

on
covariates. Subgroups were first assessed for evidence of randomized treat-
ment effect by subgroup interactions, to ensure that outcomes between sub-
groups were likely to be different; then, the subgroups for which evidence
existed were examined further,

For PFS, the HR and its 95% CI for gefitiniby versus docetaxel were
calculated for the population that was assessable for response (defined as
paticnts with = | measurable lesion at baseline by RECIST) by using a Cox
regression model without covariates. Supportive analyses were performed in
the ITT population by using a model adjusted for covariates. Overall survival
and PFS were summarized with Kaplan-Meier methods.

The ORR of CR + PR) and the DCR (proportion of CR +
PR + 8D 2= 12 weeks) were estimated in the assessable-for-response popula-
tion and were compared between treatments by generating an odds ratioand a
mam.mwmmmwmm

The exploratory analysis of biomarker sub formed with
mmmhmﬂwmmmm

From September 2003 to January 2006, 490 patients were ran-
domly assigned from 50 institutes. In the ITT population, 245 patients
were randomly assigned to gefitinib, and 244 patients were randomly
assigned to docetaxel; one patient was excluded because of a Good
Clinical Practice violation (Fig 1). Treatment groups were generally
well balanced for baseline demographics (Table 1), except for some
small imbalances in smoking history (7% fewer never-smokers and
10% more ex-smokers in the gefitinib arm). The overall population
was representative of an advanced, pretreated NSCLC population in 4
clinical trial setting in Japan. The median (range) duration of treat-
ment for gefitinib was 58,5 (4 to 742) days and, for docetaxel, was 3 {1
10 12) cycles.

© 2008 by Amercan Sociaty of Cumcal Oncology €245



Fig 1. Study flow. (*) Allocated to the
docetaxel group. (1] The safety analysis,
conducted according to treatment re-
ceived, was performed on this population.
ITT, intent to weat: GCP, Good Clinical
Practice; DCO, data cutoff date for overall
survival (October 31, 2006}, Qol. quality
of life; LCS, Lung Cancer Subscale

Poststudy, 36% of gefitinib-treated patients reccived subsequent
docetaxel, and 40% received no other therapy except for gefitinib; 53%

of doc |-treated patients received subsequent gefitinib, and 26%
teceived no other therapy except for docetaxel.

Survival

At data cutoff for overall survival (October 31, 2006), overall
mortality was 62.6%, and median follow-up was 21 months. Nonin-
feriority in overall survival was not achieved (HR, 1.12; 95.24% ClI,
0.89 to 1.40) according to the predefined criterion (upper CI limit for
HR = 1.25). However, no statistically significant difference in overall
survival was apparent (P = ,330; Fig 2A).

A supportive Cox analysis, which took into account imbalances
in known prognostic factors, showed an HR of 1.01 (95% CI, 0.80 to
1.27; P = 914), which suggested that a demography imbalance that
favored docetaxel may have had some impact on the primary, unad-
justed, overall survival result.

The median survival and the 1-year survival rates were 11.5
months and 47.8%, respectively, for gefitinib and were 14.0 months
and 53.7%, respectively, for docetaxel.

PFS

There was no significant difference between treatments in PFS in
the unadjusted analysis (HR, 0.90; 95% CI, 0.72 to 1.12; P = .335);
median PFS was 2.0 months with both treatments (Fig 2B). Similar
PFS results were obtained from supportive Cox regression analysis
adjusted for covariates (HR, 0.81; 95% CI, 0.65 to 1.02; P = .077).

Q246 © 7008 by Amencen Socety of Clinca! Dncology

Tumor Response

For ORR, gefitinib was statistically superior to docetaxel (22.5% v
12.8%; odds ratio, 2.14; 95% CI, 1.21 to 3.78; P = .009; Table 2).
Gefitinib was similar to docetaxel in terms of DCR (34.0% » 33.2%;
odds ratio, 1.08; 95% ClI, 0,69 to 1,68; P = .735). The primary ORR
results that were based on investigator judgment were generally con-
sistent with those obtained from independent response evaluation
committee assessment.

Symptom Improvement and QolL

Gefitinib showed statistically significant benefits compared
with docetaxel in QoL improvement rates (FACT-L: 23.4% v
13.9%; P = ,023; TOI: 20.5% v 8.7%; P = .002; Table 2), but there
were no significant differences between treatments in LCS im-
provement rates (22.7% v 20.4%; P = .562).

Subgroup Analyses

Survival outcomes were generally consistent across subgroups,
with the exception of best response to prior chemotherapy (treatment
by subgroup interaction test P= 017), For patients with best response
to prior chemotherapy of progressive disease, overall survival was
numerically longer on gefitinib than on docetaxei, whereas patients
with a best response of SD had significantly longer survival on do-
cetaxel than on gefitinib (HR, 1.58;95% CI, 1.0910 2.27; P = .015; Fig
3A). However, the result was not supported by the PFS (Fig 3B) or
ORR results in this subgroup, which favored gefitinib.
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Toble 1. B Patient Ct in Intent4o-Trest Population
Patients per Arm
Gaefitinib Docataxel
in = 245) h = 244)
Charactenstic No. % N -
Age. years
=54 138 883 138 553
=05 107 437 109 44.7
Sex
Mals 163 618 151 L1 F -]
Farmale ] 384 - <] 38
WHO performance status
0 BS 7 83 381
1 149 608 141 518
2 n 45 10 41
Smoking status
Ever 174 710 187 843
MNever n 90 87 35.7
Histology
Adenccarcinoma 182 T84 188 0
Squamous cell carcinoma 3 161 1 16.8
Other 16 65 15 82
Time fiom diagnos:s to
assignment,
rmonths
<8 70 286 60 228
612 99 404 ] 303
> 12 76 o a7 357
Dissase stage at diagnosis
e a7 192 50 205
v 158 648 150 815
Recurrent 39 158 a4 18.0
of prior ch
regamens
1 22 BES 201 824
- | 3 135 a2 172
Best response to pravious
chemotherapy
CR/PR na 48.1 106 434
sD a9 ara 1o 414
POMA unknown 41 16.7 n 182
Target lasions at baseline
Yes 201 82,0 187 768
No 44 180 57 234
Abbrevistions: CR, compl P PR, partial response: SD, stable
PO, progr - NA, not i
Safety

Gefitinib was associated with fewer dose interruptions or delays
than docetaxel (26% v 52%, respectively). There were no clinically
relevant differences in the frequencies of serious AEs or discontinua-
tions of study treatment as a result of AEs between treatment groups
(Table 3). Fewer NCI-CTC grades 3 to 4 AEs occurred with gefitinib
compared with docetaxel (40.6% v 81.6%). There were four deaths as
a result of AEs in the gefitinib arm (three as a result of interstitial lung
discase that was considered by the investigator to be treatment related;
one as a result of pneumonia that was not considered treatment-
related), and none in the docetaxel arm.

The most common AEs with gefitinib were rash/acne (76.29%)
and diarrhea (51.6%), and the most common AEs with docetaxel
were neutropenia (79.5%) and alopecia (59.4%; Table 4). There
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Fig 2. (A} Overall survival in the intent-to-treat population; (B P
survival (PFS) in the ble-for lati

was a higher incidence of grades 3 10 4 neutropenia with docetaxel
(73.6%) compared with gefitinib (8.2%). Interstitial lung disease
eventsoccurred in 5.7% (n = 14) and 2.9% (n = 7) of patients who
received gefitinib and docetaxel, respectively (Table 3).

Biomarkers

Of the 74 EGFR biomarker samples provided, 53 to 60 were
assessable (depending on biomarker). Because of the late protocol
amendment, these samples were from long-term survivors who were
recruited early or from patients who were recruited later in the study.
Compared with the overall study population, this subgroup was over-
representative of some stratification factors on both treatment arms:
good PS, females, never-smokers, greater than 12 months from diag-
nosis to random assignment, and best response to prior chemotherapy
of CR/PR. There were insufficient events to allow meaningful evalua-
tion of overall survival in relation to biomarker status, and the PFS and
ORR data should be interpreted with caution.

Thirty-one (54.4%) of 57 patients had EGFR mulation-positive
tumors, and 42 (70.0%) of 60 had EGFR FISH-positive tumors, There

© 2008 by Amencan Socwty of Cincsl Oncology 42D



Maruyama ot ol

Table 2. Ay Rates and Improvement Rates
Treatmant Arm
Gefitinib Docetaxel Analyses
Aate Total No. of Assessable Patients - Total No. of Assessable Patients % OR 95% C1 P
Aesponse” 200 187
Overall, 28 128 2.14 121w378 009
Disease control 340 332 1.08 06910168
Improvernant
FACT-L 185 24 173 138 189 10810328 023
TO!l 185 205 173 8.7 an 1440516 002
Lcs 225 227 n 204 118 07210181 562
a\bumm OR, oddum FM:T-L Functional Assessmont of Cancer Therapy—Lung (Japanese version 4-A, which includes two addivonal Japan-specilic
jons in the subscall MWTDLMWMIMLCSWWM
" *Overal response rate plus partial response rates. Diseasa control rate consists of the complete response plus partial response rates
plosﬂwwmumdumbullnm‘lzm

was a high degree of overlap between EGFR mutation and clinical
characteristics (eg, high frequency in fernales, in those with adenocar-
cinoma, and in never-smokers), EGFR mutation-positive patients
appeared to have better PFS than EGFR mutation-negative patients
on both treatments (gefitinib-positive v gefitinib-negative HR, 0.3
95% Cl, 0.11 to 0.97; 17 events; docetaxel HR, 0.15; 95% CI, 0.04 to
0.57; 15 events). In addition, EGFR FISH-positive patients appeared
to have better PFS than EGFR FISH-negative patients on both treat-
ments (gefitinib-positive v gefitinib-negative HR, 0.75; 95% CI, 0.28
to 1.98; 18 events; docetaxel HR, 0.45;95% CI, 0.14 to 1.41; 16 events).
There were no clear PFS differences between gefitinib and docetaxel in
any biomarker subgroups, although the number of events was small
and the Cls for the HRs were wide. PFS could not be assessed for EGFR
protein expression because of the small number of events in the
expression-negative group. For EGFR mutation-positive patients, the
ORR was 67% (six of 9 patients) with gefitinib administration and
46% (five of 11 patients) with docetaxel administration. For EGFR
FISH-positive patients, the ORR was 46% (five of 11) with gefitinib
administration and 33% (six of 18) with docetaxel administration. For
EGFR expression—positive patients, the ORR was 36% (five of 14) with
gefitinib administration and 31% (four of 13) with docetaxel admin-

istration. There were no responses among EGFR mutation-negative,
or EGFR FISH-negative, patients, and there was one response (13%)
of eight EGFR expression-negative patients who received docetaxel.

V-15-32 is the first phase 111 study to compare gefitinib versus do-
cetaxel in previously treated Japanese patients who have advanced
NSCLC. Both gefitinib and docetaxel demonstrated efficacy and tol-
erability, and findings were consistent with previous experience for
both agents in Japan.

Although noninferiority in overall survival for gefitinib versus
docetaxel was not proven, there was no statistically significant differ-
ence between the two treatments. The original statistical assumption
was that gefitinib would have 20% longer survival than docetaxel;
hence, the relatively small sample size for a noninferiority study. How-
ever, since the study was initiated, data from postmarketing experi-
ence in Japan (the SIGN study'”) and substantial switching to the
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alternative study treatment on progression in V-15-32 indicated thatit
would be more likely that gefitinib and docetaxel had similar overall
survival. With the assumption of equal survival, the chance (power) of
showing noninferiority with this study size is reduced 1o 48%. The
median survival with gefitinib 250 mg/d in our study was consistent
with previous experience in Japan (11.5 v 13.8 months for Japanese
subset of IDEAL 1).? Docetaxel demonstrated a longer median sur-
vival in V-15-32 (14.0 months) compared with previous Japanese
studies (7.8 to 9.4 months)."*"*

Inline with increasingly available therapy for NSCLC since the
trial was designed and with standard practice in Japan, a large
proportion of patients received additional anticancer therapy after
discontinuation of the randomly assigned study treatment. Cross-
over was greater than initially expected, and differences in the
number and types of patients who received these poststudy treat-
ments complicated interpretation of survival results. A greater
proportion of patients who received docetaxel received poststudy
therapy compared with those who received gefitinib, Imbalancesin
the use of gefitinib after chemotherapy have been reported recently
in a phase I1I study of Japanese patients with lung cancer who were
treated with docetaxel and have been cited as a possible explanation
for the prolonged median survival seen with docetaxel.'* INTEREST
(Iressa NSCLC Trial Evaluating Response and Survival against Taxo-
tere), a worldwide phase I11 trial that is comparing gefitinib with
docetaxel in pretreated patients who have advanced NSCLC tly
demonstrated that gefitinib had statistically noninferior survival to
docetaxel.'® In contrast to V-15-32, INTEREST was larger (1,466
patients) and had subsequent therapies that were well-balanced be-
tween treatment arms.

Secondary end points, largely unaffected in this study by subse-
quent therapy, provided further evidence of the clinical efficacy of
bath gefitinib and docetaxel in Japanese patients. PFS was similar with
gefitinib and docetaxel, and ORR was statistically significantly im-
proved with gefitinib. The ORR in V-15-32 with gefitinib (22.5% v
12.8% with docetaxel) was consistent with a subset analysis from
IDEAL I in Japanese patients (27.5%).***

A number of patient subgroups (including females, patients
with adenocarcinoma, and never-smokers) have been reported
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previously to experience improved clinical benefit with ge-
fitinib.**"*'° Sybgroup analyses in this study should be inter-
preted with caution, as the primary objective was not met, some
subgroups were small, and there were imbalances in poststudy
treatments, In between-treatment comparisons, no statistically
significant overall survival benefit was found for gefitinib com-
pared with docetaxel in any subgroup. However, when post hoc,
within-treatment comparisons were performed, females, never-

W Ly

smokers, and patients with adenocarcinoma (and also patients
with poor PS and > 12 months since diagnosis) had significantly
longer survival than their opposite subgroups on both gefitinib and
docetaxel (P < .001 for females v males, adenocarcinoma v others,
and never-smokers v ever-smokers on both treatments). [t appears
that the subgroups typically associated with a gefitinib benefit were
seen but that they also did well on docetaxel. However, the rate of
subsequent gefitinib prescription in the docetaxel arm was high in
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Tabls 3. Surmmary of Adverse Event Data in the for-Salety Populaton
Patients
Gefitinib (n = 244) O | in = 238)
Category” No, % Ne L]
Advarse events 242 992 236 e8.7
Treatment-elated adverse events 23 955 23 975
Treatment diacontinustion hecause of an adverse event 33 138 42 176
NCICTC adverse event grades 3 1o 4 a9 406 195 816
Senous adverse events 42 12.2 34 142
Death as 8 result of 8 serious adverse event 4 18 0 ]
ILD events 14 67 T 29
Attt evi : NCICTC, Cancer i Ci Toxicity Criteria; ILD, imterstitial lung disoase,
“Participants with muitiple events in the same category are counted only once in that category. Participants with events in more than one category are counted
once m each of those categones,

these subgroups (eg, approximately two-thirds of docetaxel never-  treatments are confounding the interpretation of overall survival
smokers and females had gefitinib as their first poststudy treat-  in the subgroups.

ment); for PFS and ORR, which are largely unaffected by AEs in our study were consistent with those previously observed,
subsequent treatment, the benefit in these subgroups remained for  and the most commonly reported AEs were rash/acne and diarrhea for
gefitinib but not for docetaxel, which suggested that poststudy  gefitinib and neutropenia for docetaxel. Docetaxel demonstrated a

Tabla & Most Common Adverse Events
Ocourrance by Treatment Arm
Gefitinib (n = 244) Docetaxel (n = 238
Total Grades 3 to 4 Total Grades 3 10 4
Adversa Event No. % No. % Ne. % No. %
Rash/acne® 186 782 1 04 73 06 1 04
Diarrhan 126 516 -] 20 a7 280 2 08
Dry skin 90 389 0 00 13 54 0 0.0
Constipation 68 283 14 6.7 T4 no 8 25
Anorexia 68 278 10 41 18 488 17 7.
Nauses 61 26.0 5 20 : - 385 9 38
Abnormal hepatc function? 58 4.2 27 11 13 54 2 08
Stomatitis 55 228 [+] 00 a2 178 0 0.0
Nasopharyngitis 50 205 0 00 32 134 0 0.0
Pruritus a2z 172 o 00 15 63 0 0.0
Vomiting 41 168 4 16 &1 172 3 13
Fatigue 38 148 1 04 107 448 6 25
Paronychia 33 135 1 04 2 o8 '] 0.0
Insomnia 32 131 o 0.0 20 84 0 0.0
Neutropeniat 24 :1:1 20 82 180 %8 178 7386
Pyrexia 24 88 1 04 51 23 1 04
Blopecis 19 78 0 00 142 594 0 0.0
Leukopenia 18 74 15 B.1 136 56.9 94 393
Hesdache 12 49 1 04 %5 105 1] 0o
Edemal 1 45 0 0.0 30 126 2 (1]
Myaiga 8 33 '] (1] 25 108 0 0.0
Dysgeusia 7 29 o 00 7 185 0 00
Febrile nautropenia 4 1.6 2 (1] 17 71 17 71
NOTE. The most common adverse events were considersd those thet occurred in = 10% of the study population or occurred with > 5% difference between treatments.
*Includes MedDRA high-level terms of rashes, eruptions and exanthems; and of acnes and preferred terms of rash pustular, dermatitis, dermatitis exfoliative, and
dermatitis extoliative generalized.
tincludes MedDRA preferred terms of hepatic function abnormal, alanine mmvml'um iwustd, nptmu aminotransferase increased and liver disardar,
$With the exception of one trestment-related adverse event, sil other i with gefitinib wete in patients who had switched to
mwmmﬂumwmmmmmmmwmnwmmmmm , no causal i was sssigned by
the inves
“mﬂa ferred terms of edema, edema peripheral, face edems, eyelid adema, and meculer edema.
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typically high incidence of neutropenia (79.5%) and febrile neutrope-
nia (7.1%) compared with gefitinib (9.89% and 1.6%, respectively).
These neutropenia levels that accompanied docetaxe! treatment are
consi with previously reported studies in Japanese patients
(95.4%' mdat.'m; The incidence of interstitial lung disease re-
ported in this study with gefitinib (5.796) is consistent with that re-
ported in the Japanese postmarketing study (5.8%),"

Although the patient numbers were too small for firm con-
clusions, the biomarker data from this study suggest that EGFR
mutation—positive or EGFR FISH-positive patients have a greater
response to both gefitinib and docetaxel compared with EGFR
mutation— or FISH-negative patients. The gefitinib data are con-
sistent with several previous reports.'* The docetaxel data provide
potential new information about EGFR biomarkers and chemother-
apy; this has not been consistently seen before, because there are only
a few small studies in the literature, and they have conflicting results."®
Hence, it is difficult to say conclusively that EGFR mutation or EGFR
FISH-positivity predict for docetaxel as well as gefitinib benefit.

Although the study did not prove noninferior survival for ge-
fitinib compared with docetaxel in this patient population, the clinical
efficacyand tolerability of gefitinib 250 mg/d in Japanese patients who
had NSCLC, reported here, is consistent with the clinical experience
reported to date, and gefitinib remains an effective treatment option
for previously treated Japanese patients who have locally advanced/
metastatic NSCLC.
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Objective: A nalionwide survey was performed to investigate the current patterns of care for
brain metastasis (BM) from breast cancer in Japan.

Method: A total of 351 survey questionnaires were sent to community or academic breast
oncologists who were members of the Japanese Breast Cancer Society as of December
2005. The questionnaire consists of 40 multiple choice questions in eight categories.
Results: Of 240 institutions sent survey questionnaires, 161 (67.1%) answered; 60% of insti-
tutions answerad with ‘<5’ patients with BM every year; almost half (83 of 161) screened for
BM in asymptomatic patients; surgical resection was rarely performed, as -75% of institutions
(118 of 160 institutions) answered ‘none or one case of surgery per year'; 27% (41 of 154)
preferred stereotaclic radiosurgery (SRS) over whole-brain radiotherapy (WBHRT) as the initial
treatment in all cases, although ~70% (100 of 154) of them answered 'depend on cases'. The
preference for SRS over WBRT mainly depends on the impressions of breast oncologists
about both safety (late normal tissue damage and dementia in WBRT) and efficacy (better
local control by SRS). Eighty-one percent (117 of 144) of institutions did not limit the number
of SRS sessions as far as technically applicable.

Conclusion: SRS is widely used as the first choice for BM from breast cancer in Japan.
Considerable numbers of Japanese breast oncologists prefer SRS over WBRT as the initial
treatment for BM. A randomized trial comparing SRS and WBRT is warranted.

Key words: breast cancer — hrain meiastasis = sterentactiv radinsurgury — whole-hrain
radiotherupy

INTRODUCTION Whaole-brain radiothetapy (WBRT) is the standard ireat-
ment for most patients with BM._ For patients with a single
BM, surgery followed by WBRT is superior to WBRT alonc
(6.7). although some studies docs not support this (8), For
patients with limited number (usually on¢ 10 three) of BM,
there s a controversy as discussed later (9). For paticnts wath
multiple (usually four or more) BM, WBRT is standord
treatment

Stereatactic mdiosurgery (SRS) was developed in 19505
For reprnts and all comespomdonee. Kojt Masumoto. HTyogs Cancer Conter (10} and 15 now \\‘l(lcly' used as an aliernative 10 surgery,

Diviwon of Metical Oneology, 1570 Kitsoi-cho, Akushi, |iyogo 673-X43% WBRT and sometimes both. WBRT followed by SRS bwsi
Japan. F-maul: kagmasugi hp pral yogo jp ”

Rrain metastasis (AM) 15 one of the most devastating com-
plications of cancer and 15 usually associated with poor prog-
nosis. The incidence of BM is high among palicnts with
breast cancer, 10=20% in general (1). The incidence of BM
in patients with HER2/neu over-expression 15 considered to
be espevially high. amund 25-40% (2-5)
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