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ABSTRACT

Introduction: This randomized phase Il study investigated thieaf{ and safety of a new taxane, larotaxel
(XRP9881), in combination with either cisplatingemcitabine in the first-line treatment of patiewith
nonirradiable stage IlIB or stage IV non-small ¢eflg cancer to select the combination having thetm
promising antitumor activity.

Methods: Patients received either larotaxel (50 m/as a 1-hour infusion, followed by a 1-hour infrsif
cisplatin (75 mg/rf), every 3 weeks (arm A), or gemcitabine (800 nfyys a 30 minute infusion, on days 1 and
8, and larotaxel (60 mg/Anas a 1-hour infusion, on day 8 (following gemiitee), every 3 weeks (arm B). The
primary end point was the objective response gae-|grotocol population).

Results: Thirty-two patients were randomized to arm A afd@arm B. The response rate was higher in arm A
compared with arm B in both the per-protocol (26 v@tsus 18.2%) and intention-to-treat (28.1% versus
13.3%) populations. In the intention-to-treat p@piain, median progression-free survival for armeksus arm

B was 4.7 versus 3.3 months and median overaliaimwas 8.6 versus 7.3 months, respectively. Fiftycent

of patients in arm A and 66.7% in arm B experiengeléast one National Cancer Institute commorcttyxi
criteria grade 3/4 adverse event and grade 3/4apmriia was observed in 46.9% and 41.4% of patients
respectively.

Conclusions:Both larotaxel combinations were effective and atgable, however all measured efficacy
parameters (response rate, progression free syranc survival) seemed to favor the combinatiothwi
cisplatin.

Key Words: Advanced NSCLC, Combination chemotherapy, Firs;lifiaxane, Larotaxel.

Globally, lung cancer is the most frequently diaggwmalignancy and the disease remains the moshoom
cause of cancer-related deafflhe majority of tumors (~80%) are non-small cetigucancers (NSCLC$).

As a consequence of the absence of effectivecaligivalidated screening procedures, most NSCLEs ar
locally advanced or metastatic at presentatioméstdB and IV)? and therefore nonresectable. Treatment for
advanced disease may comprise chemoradiotherame(8tB) or chemotherapy (stagé) ' Such essentially
palliative treatment aims at controlling symptoimsproving quality of life, and lengthening survival

A number of cytotoxic agents have been shown teffeetive as first-line treatments for NSCLC. Cuthgn
patients with good performance status will commaeleive a doublet comprising a platinum analogue
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(cisplatin or carbo-platin) combined with a thirdrgeration cytotoxic agent (gemcitabine, vinorelbrea
taxane). Various combinations seem to be essgnéiglially effective’® with differences between regimens
primarily limited to their side effect profild€ Nonplatinum-based doublets, especially gemcitapins a
taxane have been developed in an attempt to overcisplatin-associated toxicities. Results avadatiltime of
this study led to the recommendation by Americaci&y of Clinical Oncology in 2003 of their useas
alternative to platinum-based doubléts.

The taxanes, paclitaxel and docetaxel, are botletaféeand approved in combination with platinuniiiat-line
NSCLC therapy.Docetaxel is also approved-as-a-single agentdoorsd-line treatment. There is however a
need to increase the effectiveness of such comgonnglation to increasing cytotoxicity in taxaresistant
tumors and decreasing systemic toxi¢ftyarotaxel (XRP9881) is a novel semi-synthetic taxeampound that
seems to be a potent microtubule stabilizer, blagkiibulin disassembly and thereby inhibiting mgo$he
drug efflux pump, P-glycoprotein 1 (encoded bynigtidrug resistance gen&aBCBJ), which is commonly
overexpressed in tumors, may play a key role inaftaxesistance. Larotaxel has a much lower afffoityp-
glycoprotein 1 than docetaxel and was shown tocheaain cell lines resistant to doxorubicin, viabtine,
paclitaxel, and docetaxel. In addition, this compbseems to cross the blood-brain barfier.

Several phase | studies have explored differerdadidies of administration of larotaxel as a singjerd and
have recommended dose levels for phase Il studli@8 and 90 mg/mfor the every 3 weeks regiméh®
Hematologic toxicity was the main dose-limiting i@ty in all the tested regimens. Other nonhemajialo
toxicities characteristically associated with taagnsuch as alopecia, gastrointestinal effectspsensory
disorders, hypersensitivity reactions, skin disesdand fluid retention were generally mild or made.
Objective responses were observed in several ttypes. Of particular interest, Sessa and colleagatsd
responses in three NSCLC patients. In one casspamse was seen in both the patient's primary tamdalso
associated brain metastast$his study provided a rational basis for the furtiesting of larotaxel in advanced
NSCLC patients.

A preliminary three-arm phase | study investigdsedtaxel in combination with cisplatin, gemcitadjror vi-
norelbine. The recommended doses for the combmafitarotaxel and cisplatin were 50 arfiridg/nt,
respectively and for larotaxel and gemcitabineaf6 800 mg/rf respectively. However, larotaxel combined
with vinorelbine showed poor tolerability, evertla lowest doses tested, and so this combinaticrejacted
for phase Il development (manuscript in preparatidising response rate as the primary efficacy mreashe
current phase Il study was designed to investigtether cisplatin or gemcitabine was the most gpjate
partner for larotaxel in patients with chemotherapive advanced NSCLC.

PATIENTS AND METHODS
Major Eligibility Criteria

Chemotherapy naive patients were eligible for isidn if they had histologically or cytologically-efirmed
nonirradiable stage IlIB or stage IV NSCLC and wet8 and<75 years of age, with a life expectancy of at
least 12 weeks and an Eastern Cooperative Oncologyp@erformance status of 0 to 2. They were nbaie
received surgery for NSCLC within the previous 4 keegxcluding simple surgery for diagnosis or tplamt a
venous access device) and required adequate Hegiat¢neutrophils >2 x 1, platelet count >100 x £01),
renal (creatinine within upper normal limits obifrderline, with a creatinine clearance >60 mL/mamy
hepatic (total bilirubin within normal limits, seruaspartate aminotransferase/alanine aminotrassfersd
alkaline phosphatase?.5 times the upper limits of normal or aspartabénatransferase/alanine
aminotransferase 1.5 times associated with alkaline phosphatastmes the upper limits of normal) function.
Patients were required to have at least one mdasuesion according to response evaluation catierisolid
tumors criteria® The study was conducted in accordance with the deita of Helsinki and written informed
patient consent was obtained before the implementaf any study-related procedures.

Main exclusion criteria were: a prior history ohcar (excluding basal cell skin or in situ diseasgjnptomatic
brain or leptomeningeal metastases; hypercalceri® (nmol/l); peripheral neuropathy > grade 1; haot
serious comorbid condition; had received prior chrerapy or radiotherapy (except for bone metasjase
were receiving another anticancer treatment orréxgatal drug.
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Study Design and Treatments

This was a multicenter, randomized study conductedLicenters in four countries (France, Belgiungdbz
Republic and Switzerland). The primary objectivesw@select the combination having the most prorgisi
antitumor activity (response rate). Patients warglomly assigned centrally into two arms. Thosain A
received larotaxel (50 mgAnas a 1-hour infusion, followed after 30 minutgsabil-hour infusion of cisplatin
(75 mg/n?), every 3 weeks. Patients in arm B received gexbirie (800 mg/f) as a 30 minute infusion, on
days 1 and 8, and larotaxel (60 m&/ms a 1-hour infusion, on day 8 (following gemiitee, with no interval),
every 3 weeks. Administration of larotaxel on day &is arm was selected to match docetaxel/geitnicie
NSCLC schedules, which have been designed to awe@thxel-induced neutropenia (which generally czéu
to 8 days after administration) causing a delapéday 8 administration of gemcitabiigAll patients in arm A
received a setron (ondansetron or alternative)mshylactic antiemetic premedication from cycléatients
in this arm were to be adequately hydrated to atrmchephrotoxicity secondary to cisplatin admiaison. No
prophylactic antiemetic drugs were allowed during first cycle for patients in arm B. In subsequames, in
the case of nausea/ vomiting, patients could regeieventive antiemetic treatment in compliancé wie
standard protocol of the center. Prophylaxis witlkaimethasone was given (16 mg the day before, Zheng
day of, and 16 mg the day after larotaxel admiat&in).

Adverse events (AEs) were graded according to Nalti@ancer Institute-Common Toxicity Criteria Versidn
In the event of long lasting AEs, the cycle couldeltended for 1 week. No dose reduction was pezchitir
arm A and if such toxicity did not resolve by d&; the patient was to discontinue the study treatrmeor arm
B, in the case of severe toxicity related to laxetar gemcitabine, a dose reduction to 50 and#orrég/nf,
respectively, was allowed.

The interval between day 1 of 2 consecutive cyabeddcbe extended to 5 weeks for nondrug-related AHs,
only once during the study. Treatment was continugd disease progression, unacceptable toxioitghe
withdrawal of patient consent.

Evaluations Before and During Therapy

Within 7 days before first study drug administrationedical history (including NSCLC histology/cytgig
prior surgery other than for cancer, concurrentesis, prior medications, history of allergy) wasorded and a
physical examination (height, weight, Eastern Coaiia Oncology Group performance status, vital sjgn
carried out. Standard hematologic and biochemitalyaes and an evaluation of existing signs andpsyms
were also completed. Within 4 weeks before treatraarardiologic examination and radiologic scanrahthe
chest (x-ray or computed tomography; CT), abdomdr),(Brain (CT or magnetic resonance imaging) and when
indicated, bone (scan or x-ray) were carried autpenpassing all target and nontarget (when indigdéssions.
During the study, a physical examination was cdroiet immediately before treatment, on day 1 ohegcle.
Toxicity was evaluated weekly. Hematologic assesssnsare carried out every week, or every otheriddke
case of grade four neutropenia or thrombopenia Bromtil recovery to grade3 or <3, respectively.
Radiologic assessment of the chest and abdomeallaadget and nontarget lesions was performedyeXer
cycles (6 weeks) using the same method as theitassialuation.

Statistical Methods and Considerations

The intention-to-treat (ITT) population comprisedratidomized patients. The per-protocol populatidpRP
was defined as a subset of the treated populgiatients had to be eligible, evaluable for resppasd without
any major protocol deviations during the coursthefstudy. The safety population was the treatgaijadion,
defined as all patients who had been administerézhat one (even incomplete) infusion of one stuidig.

The primary objective was to rank the activity of tivo test regimens using the Simon desdfghn
independent External Response Review Committeew&d radiologic assessments to evaluate the bast tu
response and to establish the date of progressiepdnse evaluation criteria in solid tuni®sThe primary
efficacy variable was the objective response matd¢hfe PPP, as assessed by the External ResponissvRev
Committee and as defined by the percentage ofratéchieving a confirmed complete (CR) or pa(ii)
response (CR + PR). Twenty-one patients/arm webe facluded. Taking into account a likely rate xélasion
from the PPP of 10%, 23 patients/arm were to belleal: With this sample size, and assuming thatahest
response rate was 10%, there was a probabilitpf hat the best treatment would be selected, geovihat it
was superior to the other by at least 15%.
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Secondary efficacy variables included: durationesponse (DR; defined as the time interval betweeeting

the criteria for a CR or PR and the date of thet flocumented progression or death from any cadsejtion of
stable disease (SD) (defined as the time from nawihdion until disease progression or death foiep& with

SD as best overall respongepgression-free survival (PFS; defined as the fimim randomization until disease
progression or death), and overall survival (OSined as the time from randomization until deafgr DR and
PFS evaluations, progression or death occurrinda§4 or more after the last evaluable tumor assrssvas
censored back to the date of that assessment. ©8amaored at the date of last contact or the foddé,
whichever came first.

Categoric variables were summarized by frequendypancentage. Ninety five percent confidence iratksrv
[95%)] were calculated using the Clopper-Pearsontaxathod:’where appropriate. Continuous variables were
presented with summary statistics (mean, standarition, median, range). Kaplan-Meier cuflemnd
estimate$ (median and its 95% confidence interval) were usethalyze variables of duration and event.

RESULTS
Patient Demographics

Sixty-two patients were randomized between 30th 2002 and 17th June 2003: 32 to arm A
(larotaxel/cisplatin) and 30 to arm B (larotaxetfggtabine). Patient characteristics at baselineevgenerally
well balanced between the arms, except gender (Tab&milarly, baseline tumor characteristics weed|
balanced with only slight differences in the intendrequencies of the number and type of organshmd and
stage of disease at first diagnosis (Table 1). Thenhaof patients had stage IV disease, with adancinoma
being the most common histologic class. Most p&tibad three or more organs affected.

Treatment Administration

Thirty-two patients in arm A received a total of 1&&les (median 4, range 1-8) and 30 patientsrmBr
received a total 116 cycles (median 4, range T-#@)le 2 summarizes drug exposure. Reflecting theretesof
protocol-permitted dose reduction in arm A, thatigk dose intensity was 0.98 for both larotaxel eisplatin.
In arm B, 28 of 30 patients received larotaxelhvidtdiscontinuing treatment immediately after tingt f
gemcitabine infusion (day 1) following, in 1 cageade 4 supraventricular arrhythmia and in 1 cpsknonary
embolism (neither considered related to studyitneat). The relative dose intensity in this armléwotaxel was
0.94 and for gemcitabine was 0.93, with these sitizs demonstrating the feasibility of the combiima
Although not allowed, 1 (3.1%) patient (1 cycle8%) in arm A did have a dose reduction (larotazgtie 3)
following anemia. In arm B, 7 (23.3%) patients exgaced a dose reduction in 9 cycles (7.8%), due to
hematologic toxicity for two patients, nonhematatogxicity for three patients (diarrhea, nauses] a
vomiting); for the two remaining patients no specieason was given. Among the 9 cycles with deskeiction,
larotaxel was reduced in eight and gemcitabinen &leven patients (34.4%) in arm A and 13 patigt83%)
in arm B had a delay in at least 1 cycle. A tofal® (12.6%) cycles were delayed in arm A and 24,
larotaxel + cisplatin; Arn B, larotaxel + gemcitabj PS, performance status; NSCLC, non-small cedj lu
cancer. (19.0 %) in arm B. The most common reakomsy/cle delays were other reason (administrative
reasons) in arm A and hematologic toxicity in armAB patients had discontinued treatment by theffulate
of 15th May 2005, with the most common reason ithlaoms being progressive disease, followed byunibér
benefit expected and adverse event.
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TABLE 1. Patient and Disease Characteristics at Baseline

Characteristic Arm A Arm B All Patients
(N=32) (N=30) (N=62)

Gendern (%)

Male 21 (65.6) 26 (86.7) 47 (75.8)

Female 11 (34.4) 4(13.3) 15 (24.2)
Race,n (%)

Caucasian 32 (100.0) 30(100.0) 62 (100.0)
Age, yr

Median (range) 57 (43-75) 62 (40-72) 60 (40-75)

<65 yr,n (%) 21 (65.6) 22 (73.3) 43 (69.4)

>65 yr,n (%) 11 (34.4) 8 (26.7) 19 (30.6)
PS before first infusiom (%)

Median (range) 1(0-2) 1(0-2) 1(0-2)

0 9 (28.1) 7 (23.3) 16 (25.8)

1 20 (62.5) 19 (63.3) 39 (62.9)

2 3(9.9) 4(13.3) 7 (11.3)
Signs and symptoms at 27 (84.4) 28 (93.3) 55 (88.7)
baselinen (%)
Histology typen (%)

Adenocarcinoma 17 (53.1) 15 (50.0) 32 (51.6)

Large cell carcinoma 2 (6.3) 4(13.3) 6 (9.7)

NSCLC undetermined 2 (6.3) — 2(3.2)

Squamous cell carcinoma 11 (34.4) 11 (36.7) 22 (35.5)
Stage of disease at baseline

B 5 (15.6) 5(16.7) 10 (16.1)

v 27 (84.4) 25 (83.3) 52 (83.9)
Measurable disease (%) 32 (100.0) 30 (100.0) 62 (100.0)
Number of organs involved

1 1(3.1) 4 (13.3) 5(8.1)

2 12 (37.5) 6 (20.0) 18 (29.0)

3 13 (40.6) 15 (50.0) 28 (45.2)

4 or more 6 (18.8) 5 (16.7) 11 (17.7)
Organ involvementn (%)

Lung 30 (93.8) 24 (80.0) 54 (87.1)

Soft tissue (lymph nodes) 27 (84.4) 22 (73.3) 49 (79.0)

Brain 4(12.5) 6 (20.0) 10 (16.1)

Bone 9 (28.1) 5 (16.7) 14 (22.6)

Adrenal gland 6 (18.8) 8 (26.7) 14 (22.6)

Liver 5 (15.6) 7 (23.3) 12 (19.4)

Pleura 5(15.6) 6 (20.0) 11 (17.7)
Efficacy

Primary and secondary efficacy data are detailéichirie 3. There were no CR. Response rates in théd?PP
arm A and arm B were 26.7% and 18.2% and for tAeddpulation 28.1% and 13.3%, respectively. In adujt
40.0% and 36.4% (PPP), 40.6% and 33.3% (ITT) obptirespectively had SD. In brain lesions (10spés),
no objective responses were observed but stalidizatas achieved in three of four patients in &w@ind one
of six in arm B.

As only 13 patients (including six censored in &rand two in arm B) had an objective response, &ajleier
plots for DR were not constructed. The DR rangad/een 1.45 + and 20.63+ months. Median PFS wadasimi
in arm A of the PPP compared with arm B (4.3 versdanonths) but a difference of 1.4 months wa& ol

in the ITT population (4.7 versus 3.3 months, respely). In arm B, two out of four patients with yeshort

PFS were excluded from the PPP (baseline tumossssat done more than 31 days before first infysiod
probably explain the difference in PFS between ITd BRP. In the ITT population, median OS was 8.6 n®onth
in arm A and 7.3 months in arm B (Figure 1) andlthgar survival rate was 40.6% in arm A and 30i0%rm
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B.
Safety

Eight (25.0%) patients in arm A and nine (30.0%)quas in arm B experienced grade 3/4 treatment gemér
adverse events related to study treatment (TablEh&) highest incidences of such events (nonhentatai)
were infection (9.4%) and vomiting (6.3%) in armakd infection (10.0%), diarrhea and allergic rigact
(6.7%) in arm B. Of note, a similar rate of patgeakperienced grade 3/4 infection related to sttebtment.
However, more patients experienced grade 3/4 ioiecegardless of relationship to study treatmeuiti(or
without neutropenia) in arm B compared with arml&.6% in arm A; 26.7% in arm B). Given that theess
of infection cases in arm B seemed not to be mlatareatment, that the patients were randomiadde study
arms and that there were no obvious imbalanceatiani/ disease characteristics at baseline thgtitnaixplain
this excess, this is most likely a chance finding.

Neutropenia was the most common grade 3/4 hematdimxjcity in both arms (arm A: 46.9%, arm B: 4%%
with grade 3/4 thrombocytopenia reported for omg patient (3.4%) in arm B. Two (6.3%) patients
experienced febrile neutropenia in arm A (no pasiémarm B), and three (10.0%) patients experiénce
neutropenic infection in each arm.

The incidence of peripheral neurotoxicity was simitteboth arms (arm A: 18.8%, arm B: 20.0%) with no
patients experiencing grade 3. More any gradeioiaatincrease was noted for arm A compared with Br
(37.5% versus 10%). However, this was grade 1libultwo (6.3%) patients (grade 2, which subsetjyen
improved to grade 1).

One patient in arm A (3.1%) and four patients im & (13.3%) died within 30 days of the last treatine
administration (Table 5). Two of the deaths in arif6B %) were considered to be related to studyrtreat:
one patient died of infection (with concomitantage8/4 neutropenia) on day 11 of the last infusiboycle 2,
and another died of infection (with concomitantdg&/4 neutropenia) on day 7 of the last infusiocyale 1.

TABLE 2. Exposure to Treatment

Exposure Arm A Arm B
Larotaxel Cisplatin Larotaxel Gemcitabine
No. of treated patients 32 32 28 30
Cumulative dose, (mgfin
Median (range) 200.9 (49.3-397.9) 301.4 (73.9-588.2 238.0 (59.5-364.9) 6373.3 (767.1-9731.8)
Actual dose intensity, (mg/wk)
Median (range) 16.3 (14.3-17.4) 24.5(21.3-25.7) 18.9 (10.9-20.2) 498.3 (255.7-539.9)

Relative dose intensity
Median (range) 0.98 (0.86-1.04) 0.98 (0.85-1.03) 0.94 (0.54-1.01) 0.93(0.48-1.01)
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TABLE 3. Primary and Secondary Efficacy Data in the PertBeol and ITT Populations

Parameter PPP ITT
ArmA(N=30) ArmB(N=22) ArmA(N=32) ArmB (N=30)

Responsen (%)
Complete response (CR) — —
Partial response (PR) 8 (26.7) 4 (18.2) 9 (28.1) 4 (13.3)

No change/stable disease 12 (40.0) 8 (36.4) 13 (40.6) 10 (33.3)

Progressive disease 8 (26.7) 9 (40.9) 8 (25.0) 10 (33.3)

Not evaluable 2 (6.7) 1(4.5) 2 (6.3) 6 (20)
Overall response rate 8%(26.7) 4(18.2) 9 (28.1) 4 (13.3)
(CR +PR)
[95% CI] [12.3, 45.9] [5.2, 40.3] [13.7, 46.7] [3.8, 30.7]
Median PFS (mo) 4.3 4.4 4.7 3.3
[95% CI] [2.76, 4.96] [1.54, 6.08] [2.92, 6.21] [1.45, 5.42]
Median overall survival (mo) ND ND 8.6 7.3
[95% CI] [5.39, 16.03] [4.76, 11.07]
1-yr survival (mo) 40.6% 30.0%

#One patient achieving a response was ineligiblénfdusion in the PPP population as a consequehegjor protocol deviations at study
entry (baseline tumor assessment more than 3bodtprfirst infusion and previous radiotherapy).

PPP, per-protocol population; ITT, intention tcatrpopulation; Arm A, larotaxel + cisplatin; Arm Byotaxel + gemcitabine; PFS,
progression-free survival; ND, not determined; €@nfidence interval.

FIGURE 1. Kaplan-Meier curve for overall survival in the I'Bbpulation.
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TABLE 4. Summary of Adverse Events in Each Study Arm, Treatbneergent Adverse Events Related to
Study Treatment by Category and Terms (ReporteeXétatients at Grade 3/4 ¢f3 Patients at any Grade)

and Hematological Toxicity

Adverse Events SummaryN (%) Arm A Arm B
(N=32) (N =30)
At least one TEAE regardless of 30 (93.8) 30 (100.0)
relationship to study treatment
At least one TEAE possibly or probably 26 (81.3) 26 (86.7)
related to study treatment
At least one grade 3/4 TEAE regardless 1 16 (50.0) 20 (66.7)
relationship to study treatment
At least one grade 3/4 TEAE possibly or 8 (25.0) 9 (30.0)
probably related to study treatment
Adverse Events: NCI-CTC
Category/Term, N (%) Grade 3/4 Any Grade Grade 3/4 Any Grade
Allergy/immunology — 4(12.5) 2 (6.7) 3(10.0)
Allergic reaction/hypersensitivity — 4(12.5) 2 (6.7) 3(10.0)
Cardiovascular (general) — 2 (6.3) — 5(16.7)
Edema — 1(3.1) — 3(10.0)
Constitutional symptoms 2 (6,3) 14 (43.8) — 11 (36.7)
Fatigue 1(3.1) 13 (40.6) — 9 (30.0)
Fever — 3(9.9) — 3(10.0)
Dermatology — 14 (43.8) — 19 (63.3)
Alopecia — 14 (43.8) — 16 (53.3)
Rash/desquamation — 1(3.1) — 5(16.7)
Gastrointestinal 3(9.4) 22 (68.8) 3(10.0) 19 (63.3)
Anorexia — 8 (25.0) — 7 (23.3)
Constipation — 4(12.5) _ 2 (6.7)
Diarrhea 1(3.1) 10(31.3) 2 (6.7) 10 (33.3)
Nausea — 17 (53.1) 1(3.3) 15 (50.0)
Stomatitis/pharyngitis — 3(9.4) — 4 (13.3)
Vomiting 2(6.3) 12 (37.5) 1(3.3) 10 (33.3)
Infection 3(9.4) 3(9.9) 3(10.0) 4(13.3)
Infectiorf 3(9.4) 3(9.9) 3(10.0) 3(10.0)
Neurology — 7(21.9) — 7 (23.3)
Neuropathy sensory — 6 (18.8) — 6 (20.0)
Pain — 4 (12.5) 1(3.3) 5(16.7)
Abdominal pain cramping — 3(9.4) — 1(3.3)
Hematological
Leukopenia 9(28.1) 19 (59.4) 8 (27.6) 18 (62.1)
Neutropenia 15 (46.9) 21 (65.6) 12 (41.4) 19 (65.5)
Anemia 3(9.4) 29 (90.6) 1(3.4) 26 (89.7)
Thrombocytopenia — — 1(3.4) 11 (37.9)
Neutropenic complications
Febrile neutropenia 2 (6.3) —
Related neutropenic infection 2 (6.3) 1(3.3)
Grade 3
Related neutropenic infection 1(3.1) 2 (6.7)
Grade 4

@ Neutropenic infection.

Arm A, larotaxel + cisplatin; Arn B, larotaxel + geitabine; NCI-CTC, National Cancer Institute Conmmimxicity Criteria; TEAE,

treatment emergent adverse event
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DISCUSSION

Cisplatin is one of the most efficient drugs in N&C but requires hyperhydration and induces someutative
toxicities that may be difficult to manage suchresal impairment, peripheral neuropathy, and ofiottyx To
decrease toxicity associated with cisplatin-basmdtits, a number of studies have investigatedivenet
carboplatin-based and nonplatinum combinationsugino gemcitabine instead of cisplatin might confer
equivalent efficacy but lower toxicity. A first neetnalysis has suggested the superiority of cispbaer
carboplatin in terms of survival.Another recent meta-analysis of 11 phase Il ssmithias indicated that patients
treated with a platinum-based regimen benefitenhfeostatistically significant reduction in the rigkdeath at 1
year p = 0.04) compared with those receiving a nonplatitmagimen. This benefit was associated with a
significantly increased but acceptable risk of sevexicity> Following these two meta-analyses, the standard
of care in this setting therefore remains a cigplaased doublet.

TABLE 5. Summary of Deaths

Arm A Arm B ALL

(N=32) (N=30) (N =62)
Total deaths 29 (90.6) 25 (83.3) 54 (87.1)
Within 30 d of last administration of study treatrhe 1(3.1) 4 (13.3) 5(8.1)
Malignant disease — 1(3.3) 1(1.6)
Toxicity from study medication — 2(6.7) 2(3.2)
Other causés 1(3.1) 1(3.3) 2(3.2)
More than 30 d after last administration of study 28 (87.5) 21 (70.0) 49 (79.0)
treatment
Malignant disease 27 (84.4) 21 (70.0) 48 (77.4)
Toxicity from study medication — — —
Other causés 1(3.1) — 1 (1.6)

2 Other causes, "progression of lung cancer" in aramé "cerebrovascular event" in arm B.
® Other cause, infection considered as not relatedlidy treatment, occurring on day 63 after laglystreatment administration.

The objective of the current study was to investighe activity and tolerability of a new taxaneptaxel,
combined with either cisplatin (arm A) or gemcitadiarm B) in the first-line treatment of NSCLC. The
objective response rates favored arm A over arm libth the per-protocol (difference of 8.5%) and ITT
(difference of 14.8%) populations. In addition, mihe caution due to the small sample size in haotts, the
observed median OS time was longer in the ITT pojaudor larotaxel combined to cisplatin comparedhwi
larotaxel combined to gemcitabine by 8.6 and 7.8thand the 1-year survival rate was higher (40/686us
30.0%, respectively).

Several phase Il and large phase Il studies heperted efficacy data for docetaxel/cisplatin czlpaxel/
cisplatin combinations used as first-line treatradat advanced NSCLC. Response rates ranged beflvéén
and 37%, with median OS lying between 7.4 and frioBths and 1-year survival between 31% and 28%°
Efficacy parameters for larotaxel/cisplatin are dfere included within these ranges. However, effica
parameters for larotaxel/ gemcitabine generally gam less favorably with the taxane/gemcitabinesarfn
phase Il and IlI first-line NSCLC studies, in whiaksponse rates were reported to lie between 2093%#iql

OS between 6.8 and 13 months and 1-year survivaides 30% and 56%:>! Efficacy data in the current study
therefore favor the combination of larotaxel/ cigpl, especially given the meta-analysis data atéig that
platinum-based doublets may generally be more &ffethan nonplatinum regimeRs.

The overall incidence of grade 3/4 toxicities redatie study treatment was comparable between armsettr,
grade 3/4 infection, with or without neutropeniaswaore common in arm B including two treatmentiezla
deaths, due to neutropenic infection. Levels of ogxicity were comparable between arms and witlgnaale
3/4 events observed. Severe neurotoxicity seembd kess common than has previously been repasted f
taxane/cisplatin combinatiofi$*?*Renal toxicity, which was more frequent in armwas mild (grade 1 or 2)
as was edema, which occurred in 3% and 10% ofrgatie arms A and B, respectively. Nail changes,
characteristically associated with taxane thefapsere not reported for any patient. The safety praff both
combinations was considered to be acceptable.

In summary, although there were some differencéisdrsafety profile, with more grade 1/2 renal ¢gyiwith
larotaxel/cisplatin, and more infection with lanctigemcit-abine, this study has demonstratedinataxel in
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combination with either cisplatin or gemcitabinddasible. As for previous new agents in NCSLC, iaoithg
that the results of this randomized phase |l statnot be generalized to other untested nonplatlaustaxel
combinations, the combination of larotaxel withptagin had a more favorable efficacy (comparable to
established taxane/cisplatin combinations) tharctimbination of larotaxel with a nonplatinum compdu
Future phase Il studies exploring the efficacyisplatin/larotaxel/targeted agent combinationsis setting
can be envisaged.
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