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Background: M (TL139, MAC-321), a novel taxane, has shown activity,
when administered IV or orally, in both taxane-resistant and susceptible
nude mouse xenograft models. The current study is an open-label study in
patients (pts) with locally advanced, metastatic, or recurrent NSCLC who
had received prior treatment.

Eligibility criteria: Pts must have received 1 or 2 prior regimens including
prior platinum, and might have received prior paclitaxel or docetaxel, with
good performance status (ECOG 0 or 1), and adequate hematologic,
hepatic and renal function. Pts with clinically active brain metastases were
excluded. Pts were treated with M 35 mg/m? as a 4 hr IV infusion every 3
weeks. The primary end point was objective response rate.

Results: A total of 46 pts were treated, 21 females and 25 males. Mean age
was 59 (range 41-85), ECOG PS 0 -13 pts, 1-31 pts, unknown -2 pts, prior
chemotherapy > 1- 21 pts, prior taxane-32 pts. The median number of
cycles was 3 (range 1-14). Five pts discontinued treatment due to adverse
events, and 9 required dose reduction. A total of 25 pts reported drug
related grade 3 or 4 adverse events. Non-hematologic grade 3 or 4 drug-
related events occurring in more than 1 pt included, neuropathy 4 pts,
neutropenic fever 3 pts, arthralgia 2 pts. There was no treatment related
mortality. Objective responses were confirmed in 4 pts (3 PR, 1 CR). Three
including CR occurred in pts who had prior docetaxel. PR duration was 175,
250, and 315 days. Pt with CR received 4 cycles of M and discontinued due
to the CR. Pt remained in CR at day 504.

Conclusions: Milataxel given IV every 3 weeks has substantial activity in
heavily pretreated patient with NSCLC.

« Milataxel is a cytotoxic agent with the potential to treat a
variety of tumor types, including NSCLC.

Milataxel has demonstrated antiproliferative activity in a
number of in vitro and in vivo human tumor model systems,
surpassing that of other taxanes.

Milataxel, when administered intravenously or orally, has been
shown to be active in both susceptible and taxane-resistant
in-vivo xenografts in a nude mouse model. In several of these
xenografts, including SKMES non-small-cell lung tumor
implanted into the subcutis of nude mice, milataxel completely
eliminated the tumor.

This phase Il study was intended to examine if milataxel is
clinically active as a second- or third-line treatment of non-
small cell lung cancer in patients who have failed at least one
platinum-based regimen.

Study Objectives
The primary end point was objective response (CR and PR).

Secondary end points-

— Percentage of patients demonstrating clinical benefit (CR,
PR, SD)

— Time to tumor progression and duration of response

— Safety of milataxel
— Overall survival

— Changes in Eastern Cooperative Oncology Group (ECOG)
performance status

— Quality of life (QOL)
— Pharmacokinetics of milataxel

— Pharmacodynamic relationship with clinical activity of
milataxel

Key Inclusion Criteria

Locally advanced, metastatic, or recurrent NSCLC

Have received 1 or 2 prior regimens including prior platinum,
and might have received prior paclitaxel or docetaxel

Measurable disease (per RECIST)

Good performance status (ECOG 0 or 1)
Adequate hematologic, hepatic and renal function
Key Exclusion Criteria

* More than 2 prior chemotherapy regimens for treatment of
advanced or metastatic NSCLC (not including adjuvant or
neoadjuvant)

» Symptomatic or clinically active brain metastases

Dosing Regimen

Patients were treated with milataxel 35 mg/m* as a 4 hour
intravenous infusion every 3 weeks.

Patients with evidence of clinical benefit at the end of cycle 6
(stable disease or better) could continue to receive additional
cycles of milataxel after consultation with the sponsor.

Baseline Disease Characteristics
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Treatment Delivery

Forty-six patients in the study received at least one dose of
milataxel.

The median number of continuous doses received was 3
(range 1-14).

Ten patients completed at least 6 cycles of treatment, and of
those, three patients continued treatment and received 9, 10
and 14 cycles (1 each).

The median total dose received was 105 mg/m? (range 35-385
mg/m?).

Eleven patients (24%) were dose reduced once and two of
those patients (4%) had a second dose reduction. The
rationale for the dose reductions is covered in the safety
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The number of patients demonstrating clinical benefit
(i.e., CR, PR, and SD [tumor assessments unchanged over
2 consecutive measurements with a minimum of 8 weeks])
was 18 (39%).

The duration of response for the three patients with a PR was
175+, 250, and 315 days.

The patient with a CR was without evidence of progression
as of 504 days of follow up.

The time to response was 35 days, 84 days, 118 days and
175 days for each of the four patients.

Forty patients were evaluable for progression and were
included in the analysis.

The median time to progression was 87 days.
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Survival

Forty-three patients were evaluable for survival analysis.
The median survival was 215 days.
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Frequent Treatment

Emergent Adverse Events

Grade 3/4 Related AEs

in at least 2 Patients

Neutropenia
Cycle ANC Grade 3or4 | ANC Grade 4
Cycle 1 22 8
N=45 (%) (49%) (18%)
Cycle 2 10 3
N=37 (%) (27%) (8%)

Event Gr 3/4 Related AEs
N=46 (%)

Neutropenia 16 (35)
Leukopenia 7 (15)
Neuropathy 4(9)
Neutropenic fever 3(7)
Thrombocytopenia 2(4)
Arthralgia 2(4)

Conclusions

Of the patients who developed grade 3 or 4 neutropenia
during cycle 1 or 2, five patients developed fever in
association with the neutropenia.

A total of 5 patients required dose reduction for neutropenia or
fever with neutropenia.

No patient was discontinued from treatment due to
neutropenia.

Neuropathy

9 patients had a documented decrease in the grade of

neuropathy either during ongoing treatment or follow up.

— 2 patients improved without dose reduction or treatment
discontinuation.

— 7 patients had improvement with either dose reduction
and/or treatment discontinuation. (The dose reduction or
treatment discontinuation may have been done for reasons
other than neuropathy.)

6 patients without improvement

— 3 patients had persisting grade 2 neuropathy following 6 or
more treatment cycles.

— 3 patients progressed prior to 6 cycles and died on days 13,
111, and 113.

Milataxel as a four-hour IV infusion once every three weeks at
a dose of 35 mg/m? was tolerable in a NSCLC population.

Objective responses, including a complete response were
seen in patients who had previously been treated with
platinum based chemotherapy regimens as well as prior
taxane therapy.

Peripheral neuropathy was the most frequent non-hematologic
toxicity and improved in the majority of patients with dose
reduction and/or treatment discontinuation.
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