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These results are supplied for informational purposes only.
Prescribing decisions should be made based on the approved package insert in the country of prescription

) ) ClinialTrials.gov Identifier: NCT 00263354
Sponsor/company: sanofi-aventis
Study Code: L_8915
Generic drug name: Oxaliplatin
Date: 27/Mar/2008

Title of the study:

Oxaliplatin Phase |1 trial in association with 5FU and folinic acid in the treatment
of advanced unresectable or metastatic gastric cancer

L_8915

Investigator (s):

German Calderillo Ruiz

Av. San Fernando 22, Col. Seccion XVI, Tlalpan, Mexico D. F. Phone: (+52)
5628 04 00 Ext: 247 Fax: (+52) 5484 2466 Email: al ogecaru@yahoo.com.mx

Study center (s):

Country: Mexico
Active centers: 2

Publications (r efer ence):

No publications have been done up to date

Study period:
Date first patient/subject enrolled: 13-oct-2003

Date last patient/subject completed: 13-jul-2006

Phase of development:
Phasell

Objectives: Primary:
To determine the objective response to oxaliplatin/5FU/leucovorin
combination chemotherapy in patients with advanced unresectable or
metastatic gastric cancer
Secondary:
To determine progression free survival, overall survival and quality of life
M ethodology: This study is a non randomized, open label, multicentric, with Oxaliplatin 85

mg/nf, Folinic acid 20 mg/nf that will be administered after discontinuation of
the Oxaliplatin. The 5-Fluorouracil 500 mg /nf will be administered following
the completion of the folinic acid, at day 1 and 15. At day 8, Folinic acid will be
administered and 5Fluorouracil will be administered following, at day 21 no
treatment. Cycle length: 28 days, cycles to be repeated until progression or
unacceptable toxicity (9 cycles max); 9 months active treatment, 25 months
survival follow up of patients with diagnostic of advanced gastric cancer nor
metastatic nor resectable

Number of patients/subjects:

Planned: 20 Randomized: Treated: 20

Evaluated:

Efficacy: 13 Safety: 20

Diagnosisand criteriafor inclusion:

Patients with diagnostic of advanced gastric cancer nor metastatic nor resectable,
males and femal e older than 18 years old.




Investigational product:

Dose:

Administration:

Oxaliplatin

Day 1 and 15:

Oxaliplatin 85mg/m? diluted in 250 mL glucose 5% administered as a 26h
continuous IV infusion

Folinic acid (FA): 20 mg/m2 in 50 ml glucose 5 % as a 10 minutes intravenous
infusion. The FA infusion will be administered dter the discontinuation of the
Oxaliplatin infusion.

5-Fluorouracil (5-FU) 500mg/m?2 as an |V bolus (less than 10 minutes) will be
administered following the completion of the FA infusion.

Day 8:

Folinic acid (FA): 20 mg/m2 in 50 ml glucose 5 % as 10 minutes intravenous
infusion.

5-Fluorouracil (5-FU) 500mg/m? as an IV bolus (less than 10 minutes) will be
administered following the completion of the FA infusion.

Cycle length: 28 days (4 weeks). From day 1, day 28 will be day 1 of the
following cycle.

Cyclesto be repeated until progression or unacceptable toxicity. (9 cycles max)

Intravenousinfusion

Duration of treatment: 9 months

Duration of observation: 25 months survival follow up

Reference therapy: NA
Dose:
Administration:
Criteriafor evaluation:
Efficacy: Primary:
To evaluate response rate according to RECIST criteria
Secondary:
Progression free survival time
Overall survival
Safety: Adverse events reported by the investigator.

Statistical methods:

The statistical analysis is done according to the intent to treat. The missing data
will be considered as failure or not response.

Descriptive analysis for continuous and discrete variable was done, the
descriptive analysis was done according to the nature of the variables:

M ean standard deviation, minimum and maximum value and median.

Frequency for the qualitative variables.

Primary efficacy variable is evaluated through RECIST which is a response
index, defined: all measured lesions identified in one dimensional form with a
maximum of five lesions by organ, with total identification for 10 lesions, which
must be representative for all compromised organs, as target lesions and should
be registered and measured at baseline. Target lesions should be selected
according to itssize and ability for precise repeated measurements. A product for
al target lesions for the biggest diameter will be obtained and reported as
baseline biggest diameter.

The initial product from every target lesion will be used as reference to
characterize response of targeted objective.

The Kaplan-Meyer method was used for survival time (without progression) it is
calculated considering time to present progression or death and for overal
survival.

The frequency of the adverse events will be done.




Summary:

Decrease percentage of lesionsis presents at |east of 25%.

Response according to RECIST index presents at least 55% of patients in
complete or partial response.

Survival time without progression presents a mean of 7.3 months according to
Kaplan-Meyer analysis, and mean of 10 monthsin function with death survival.
Four serious adverse events were reported.

Tolerability to medication study is high, one patient presents hemoglobin stage

111, one patient present platelet stage Il, and one patient presents transaminases
stagell.

Efficacy results:

Primary efficacy variable is evaluated through RECIST which is a response
index.

The initial product from every target lesion will be used as reference to
characterize response of targeted objective.

Mainly, stomach (60%) and lymphatic nodules (25%) are the main target organs
selected.

According to data, decrease percentage for diameter is calculated every 3 months
and theresults are:
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According to this percentages RECIST index is calculated:
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During the first 4 months of treatment (3 chemotherapy cycles) there are 56% of
patients with some response (complete or partial)
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During the first 8 months of treatment (6 chemotherapy cycles) there are 86% of
patients who continued until this time in the clinical study with some kind of
response.

During the first 12 months of treatment (9 chemotherapy cycles) thereisonly one
patient who presented progressive disease.

Secondary analysis using the Kaplan-Meyer method survival time (without
progression), is calculated considering time to present progression or death.

Survival time without progression presents a mean of 7.3 months and a median
of 5.9 months

Tizs  Etatas Cusulative Standers Cumoabstive  Husbar
Soreival  Ermes Evants  Memairiag




Using Kaplan Meyer analysis again for calculating global survival with a main
event of patient death. According to data, there are only 2 cases of death and the
calculated mean is 10.01 months.
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Safety results:

Four adverse events are reported as serious, 75% of these cases were reported as
None relationship to study medication, and 25% of cases were reported as

“Improbable’.

The detail for serious adverse events are in the following table:
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The detailed for serious adverse events regarding toxicity and outcomes for
serious adverse events are:
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Toxicity grade for |aboratory test are the following:

One patient presented hemoglobin toxicity
chemotherapy cycle.

grade 3
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One patient presented platelet toxicity grade 2 in the cycle 5.
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All neutrophile data are normal.

One patient presented transaminases toxicity grade 2 in cycle 2.
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For the bilirubin and creatinine value there are many missing data, but
available data are in laboratory limits.

Date of report:

20-Mar-2008




