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NEW PEDIATRIC USES OF CABAZITAXEL

The present invention concemns new pediatric uses of cabazitaxel. It also
concerns a new method for treating children and young adults.

Over the past 20 years, there has been some increase in the incidence of
children diagnosed with all forms of invasive cancer. Long-term trends in incidence
for leukemias and brain tumors, the most common childhood cancers, show patterns
that are somewhat different from the others. Incidence of childhood leukemias
appeared to rise in the early 1980s. Rates in the succeeding years have shown no
consistent upward or downward trend.

While leukemia is the most common pediatric malignancy, brain tumors are
the most common solid tumors, representing 21% of all cancers in children, followed
by neuroblastoma (8.3%), nephroblastoma (5.9%), bone tumors (4.6%) such as
Osteosarcoma, Ewing's, and soft tissue sarcoma (3.7%) [K.Pritchard-Jones et al.
Eur. J. Cancer 42: 2183-2190 (2006)).

Although chemotherapy improves disease-free survival of patients with
osteosarcomas the long-term overall survival benefit remains unproven.
Chemotherapy is not efficient in chondrosarcoma and its role is currently more
limited for patients with soft-tissue sarcomas. Medulloblastoma is the most common
malignant brain tumour occurring in children, adolescents and young adults, with a
response rate of ~40% to temozolomide. Nevertheless, the improvement In the
treatment of childhood brain tumors is particularly critical in tumor types for which
outcome remains poor (such as high-grade gliomas).

There is thus an urgent and unmet need to find new antitumoral treatments in
the pediatric indication.

Among the taxoid derivatives with antitumoral activity, one may cite
cabazitaxel.

In particular, WQ96/30355 discloses taxoids derivatives, including cabazitaxel,
useful as antitumoral agents. This document also discloses a long list of other drugs
that may be used as co-treatments with such taxoids.
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W02010/128258 discloses an antitumoral combination comprising cabazitaxel
and capecitabine in the treatment of metastatic breast cancer for patients
progressing after a previcus treatment by anthracyclines and taxanes.

WO02011/051894 discloses the use of cabazitaxel in combination with
predniscne or prednisclone in the treatment of prostate cancer,

The aim of the present invention is thus to provide with a new therapeutic
option for treating pediatric cancers.

The aim of the present invention is toc provide evidence of activity of
cabazitaxel in pediatric sarcomas, using tumor models directly obtained from fresh
tumors of pediatric patients (J.J. Tentler, A. Choon Tan, C.D. Weekes, A. Jimeng, S.
Leong, T.M. Pitts, J.J. Arcaroli, W.A. Messersmith and S.G. Eckhardt. Patient-
derived tumour xenografts as models for oncology drug development. Nature
Reviews Clinical Oncology 2012, 9: 338-350).

The present invention relates to a compound of formula (1):

cH, o c|> o St

H,C

H,C

()

which may be in the form of an anhydrous base, a hydrate or a solvate,

for its use for the treatment of pediatric cancers.

The present invention is based on an improved antitumoral activity of
cabazitaxel, which may be in the form of an anhydrous base, a hydrate or a solvate,
in comparison with docetaxel in preclinical pediatric models.

Indeed the present inventors have now demonstrated that the efficacy of
cabazitaxel is better than that of docetaxel in this pediatric indication.

In the present invention, the term “pediatric cancers® refers to cancers or
tumors occurring in children and young adults.

The present invention also relates to the above-menticned compound for its
use for the treatment of pediatric solid tumors.
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In the present invention, the term “pediatric solid tumors® refers to solid tumors
occurring in children and young adults.

The present invention also relates to the above-mentioned compound for its
use for the treatment of high grade gliomas, such as glioblastomas.

The term *high-grade glioma® (or malignant glioma) refers to tumors that are
classified as Grade 1l (anaplastic astrocytoma, anaplastic oligodendroglioma,
anaplastic oligoastrocytoma, anaplastic ependymoma) or Grade IV (glioblastoma}.

According to an embodiment, the pediatric solid tumors are chosen from the
group consisting of anaplastic astrocytomas, glioblastomas, anaplastic
oligodendrogliomas, oligoastrocytomas, anaplastic ependymomas, nephroblastoma,
medulloblastomas, neuroblastomas, Wilm's tumors, rhabdomyosarcomas,
chondrosarcomas, Ewing'’s sarcomas and osteosarcomas.

According to an embodiment, the present invention relates to the above-
mentioned compound for its use for the treatment of rhabdomyosarcoma (such as
Human Rhabdomysarcoma RH-30).

According to an embodiment, the present invention relates to the above-
mentioned compound for its use for the treatment of Ewing's tumeor (such as Human
Ewing's sarcoma TC71, and Human Ewing's sarcoma SK-ES-1 or Human Ewing's
sarcoma DM101).

According to an embodiment, the present invention relates to the above-
mentioned compound for its use for the treatment of osteosarcomas (such as
human osteosarcoma DM77 or human osteosarcoma DM113).

The present Invention also relates to a method for treating pediatric cancers
comprising the administration of a therapeutically efficient amount of the above-
mentioned compound to a patient in need thereof.

Cabazitaxel is an antitumoral agent of the taxoid family and has the following

formula: CH,

CH,

0
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It may be in the form of anhydrous base, a hydrate or a solvate.

The chemical name of cabazitaxel is 4a-acetoxy-2a-benzoyloxy-5p,20-epoxy-
18-hydroxy-78,10p-dimethoxy-9-oxo-11-taxen-13a-yl (2R,3S)-3-tert-butoxycarbonyl-
amino-2-hydroxy-3-phenylpropionate. Cabazitaxel is synonymously known as
(2a,58,78,108,13a)-4-acetoxy-13-(((2R, 3S)-3-[(tertbutoxycarbonyl)amino)-2-
hydroxy-3-phenylpropanoyl}oxy)-1-hydroxy-7,10-dimethoxy-9-oxo-5,20-epoxytax-
11-en-2-yl benzoate.

This compound and a preparative method thereof are described in
WO086/30355, EP0817779 and US5847170.

Cabazitaxel may be administered in base form (cf. above formula), or in the
form of a hydrate, It may also be a solvate, i.e. a molecular complex characterized
by the incorporation of a crystallization solvent into the crystal of the molecule of the
active principle (see in this respect page 1276 of J. Pharm. Sci. 1975, 64(8), 1269-
1288).

In the present invention, the above-mentioned compound may be in the form
of an acetone solvate.

According to an embodiment, the acetone solvate comprises from 5% to 8%
by weight of acetone.

In particular, the above-mentioned compound may be the acetone solvate
described in WO2005/02846.

It may be an acetonhe solvate of cabazitaxel containing from 5% to 8% and
preferably from 5% to 7% by weight of acetone (% means content of
acetone/content of acetone+cabazitaxel x 100). An average value of the acetone
content is 7%, which approximately represents the acetone stoichiometry, which is
6.5% for a solvate containing one molecule of acetone.

The procedure described below allows the preparation of an acetone solvate
of cabazitaxel: 940 ml of purified water are added at 20 £ 5°C (room temperature) to
a solution of 207 g of 4a-acetoxy-2a-benzoyloxy-58,20-epoxy-1p-hydroxy-7p,10B-
dimethoxy-9-oxo-11-taxen-13a-yl (2R,3S)-3-tert-butoxycarbonylamino-2-hydroxy-3-
phenylpropionate at about 92% by weight in about 2 litres of acetone, followed by
seeding with a suspension of 2 g of 4a-acetoxy-2a-benzoyloxy-5p,20-epoxy-1p-
hydroxy-7p,10p-dimethoxy-9-oxo-11-taxen-13a-yl(2R, 3S)-3-tert-butoxycarbonyl-
amino-2-hydroxy-3-phenylpro-pionate isolated from acetone/water in a mixture of
20 ml of water and 20 ml of acetone. The resulting mixture is stirred for about 10 to
22 hours, and 1.5 litres of purified water are added over 4 to 5 hours. This mixture is
stirred for 60 to 90 minutes, and the suspension is then filtered under reduced
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pressure. The cake is washed on the filter with a solution prepared from 450 m! of
acetone and 550 m! of purified water, and then oven-dried at 55°C under reduced
pressure (0.7 kPa) for 4 hours. 197 g of 4a-acetoxy-2a-benzoyloxy-5p,20-epoxy-1B-
hydroxy-7B,10p-dimethoxy-9-oxo-11-taxen-13a-y! (2R, 3S)-3-fert-butoxycarbonyl-
amino-2-hydroxy-3-phenylpropionate acetone containing 0.1% water and 7.2%
acetone (theoretical amount: 6.5% for a stoichiometric solvate) are obtained.

In the present invention, the above-mentioned compound may be
administered by parenteral route.

According to an embodiment, the compound of formuta (!) is administered by
intravenous route.

Cabazitaxel may be administered parenterally, such as via intravenous
administration. A galenical form of cabazitaxel suitable for administration by
intravenous infusion is that in which the cabazitaxel is dissolved in water in the
presence of excipients chosen from surfactants, cosolvents, glucose or sodium
chloride, etc. For example, a galenical form of cabazitaxe! may be prepared by
diluting a premix soiution of cabazitaxe! contained in a sterile vial (80 mg of
cabazitaxe! + 2 ml of solvent + Polysorbate 80) with a sterle vial containing a
solution of 6 m! of water and ethano! (13% by weight of 95% ethanol) in order to
obtain 8 m! of a solution ready te be rediluted in a perfusion bag. The concentration
of cabazitaxe! in this ready-to-redilute solution is about 10 mg/ml. The perfusion is
then prepared by injecting the appropriate amount of this ready-to-redilute solution
into the perfusion bag containing water and glucose (about 5%) or sodium chloride
(about 0.9%).

Antitumor activity
The better antitumor activity of cabazitaxel as compared to docetaxei
according to the invention is demonstrated by the head to head evaluation at same

dosages and/or at equi-toxic dosages in low passage patient-derived pediatric
cancer xenografts or in pediatric cancer modeis.

In the reported examples supporting this invention, vials of the clinical
formulation of cabazitaxe! and docetaxel were used. Docetaxe! was diluted into
0.9% sodium chloride. Each vial of cabazitaxel, 60 mg/1.5 mL was first mixed with
the entire contents of supplied diluent [13% (w/w) aqueous solution of ethanol]. The
resultant solution contains 10 mg/mL of cabazitaxei. Stock solution of cabazitaxel
was then diluted in 0.9% sodium chloride.
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This efficacy may be quantified, for example, as changes in tumor volume for
each treated (T) and control (C) group, which are calculated for each animal and
each day by subtracting the tumor volume on the day of first treatment (staging day)
from the tumor volume on the specified observation day. This allows calculating the
tumor growth inhibition: AT/AC = (median delta T/ median delta C) x 100. Individual
tumor volume changes from baseline are thereafter analyzed by a non-parametric
two-way ANOVA-TYPE (with factors: group and repeated days) followed by a post-
hoc contrasts analysis, with Bonferroni-Holm adjustment for multiplicity, comparing
all treated groups to the control group. Additionally, a non parametric two-way
ANOVA-TYPE (with factors: treated group and repeated days) was performed and
followed by a contrast analysis, with Bonferroni-Holm adjustment for multiplicity, to
compare at each day the effects of docetaxel and cabazitaxel when administered at
the same dose or at equi-toxic doses. A probability less than 5% (p<0.05) was
considered as significant.

Based on the National Cancer Institute (NCI) standards, a AT/AC < 40% is the
minimal level required to declare activity.

The tumor doubling time (in days; Td) was estimated from the plot of the log
linear growth of the control group tumors in exponential growth (100 to 1000 mm?
range) [T.H. Corbett et al., Cancer, 40: 2660-2680 (1977);, F.M. Schabel et al.,
Cancer Drug Development, Part B, Methods in Cancer Research, 17: 3-51, New
York, Academic Press Inc. (1979)].

This efficacy may also be quantified by the number of tumor regressions
observed after therapy. Individual mice reporting a tumor volume <50% of the Day O
measurement for two consecutive measurements over a seven day period were
considered partial responders (PR). Individual mice lacking palpable tumors (< 4x4
mm? for two consecutive measurements over a seven day period) were classified as
complete responders (CR); a CR that persisted until study completion was
considered a tumor-free survivor (TFS).

Efficacy could also be determined at study completion, using tumor growth
delay (T-C) in days, which is calculated using the median time to endpoint (MTTE)
value for each treatment (T) group versus control (C). A Log Rank multiple
comparison test with Bonferroni-Holm adjustment for multiplicity was applied on
individual TTE to compare the treated groups to the control group.
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The efficacy of cabazitaxe! in comparison with docetaxel on pediatric patient-
derived tumor xenografts was determined experimentally in the following manner:

The animals subjected to the experiment are subcutaneously grafted
urilaterally with approximately 30 mg of a tumor fragment from low passage
pediatric patient-derived tumor xenografts. The animals are implanted with a human
patient-derived pediatric tumor xenografted in immuno-compromised mice (Harlan,
nwnu). Several days post tumor implantation, mice are randomized according to
their tumor burden to the different groups of treatments and controls. The agents are
dosed intravenously at 5.8, 9.3, 15 or 24.2 mg/kg every 4 days for a tota! of 3 doses
(q4dx3) to mice bearing a tumor burden at start of therapy (day 0) ranged from 125
to 250 mm?3,

Beginning Day 0, animals were observed daily and weighed twice weekly
using a digital scale; data including individual and mean gram weights (Mean We +
SD), mean percent weight change versus Day 0 were recorded for each group.
Anima!l deaths were recorded daily and designated as drug-related (D), technical
(T, tumor related (B), or unknown {U) based on weight loss and gross observation;
single agent or combination groups reporting a mean >20% for a period of 7 days
and/or >10% mortality were considered above the maximum tolerated dose (MTD)
for that treatment on the evaluated regimen.

The efficacy of cabazitaxel in comparison with docetaxe! on pediatric solid
tumors was determined experimentally in the following manner:

The animals subjected to the experiment are subcutaneously grafted
unitaterally with approximately 30 mg of a tumor fragment on day 0. The animals are
implanted with a human tumor xenografted in immunocompromized mice. Several
days post tumor implantation, mice are randomized according to their body weight to
the different groups of treatments and controls. The animals are observed every
day. The different animal groups are weighed daily during treatment until the
maximum weight loss is reached and subsequent full weight recovery has occurred.
The groups are then weighed onice or twice a week until the end of the trial.

The tumors are measured 1 to 5 times a week, depending on the tumor
doubling time, until the tumor reaches approximately 1,000 mm?, or unti! the animal
dies (if this occurs before the tumor reaches 1,000 mm?. The animals are
necropsied immediately after euthanasia or death.

The antitumor activity is determined in accordance with the different
parameters recorded.
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DESCRIPTION OF THE FIGURES

Figure 1 represents the body weight change during the evaluation of the
antitumor activity of cabazitaxel and docetaxel against human RH-30 bearing SCID
female mice (example 1). Curves represent means at each day for each group.

It represents the body weight change (%) over time {days post-implantation).

The curve with continuous line corresponds to control; the curve with dotted
line {(——) corresponds to docetaxel at 14.5 mg/kg; the curve with continuous line
and a white triangle (A) corresponds to docetaxel at 9 mg/kg. the curve with
continuous line and a white circle (o) corresponds to docetaxel at 5.6 mg/kg; the
curve with continuous line and a white square (o) corresponds to docetaxel at 3.5
mg/kg; the curve with dotted line (~-~- ) corresponds to cabazitaxel at 14.5 mg/kg;
the curve with dotted line and a black triangle (a) corresponds to cabazitaxel at 9
mg/kg; the curve with dotted line and a black circle (s) corresponds to cabazitaxel at
5.6 mg/kg; the curve with dotted line and a black square (=) corresponds to
cabazitaxel at 3.5 mg/kg; and the black triangles indicate the treatment IV.

Figure 2 represents the antitumor activity of cabazitaxel and docetaxel against
human RH-30 bearing SCID female mice (example 1). Curves represent medians at
each day for each group.

It represents the tumor volume (mm?3) over time (days post-implantation).

The curve with continuous line corresponds to control; the curve with dotted
line (—— ) corresponds to docetaxel at 14.5 mg/kg; the curve with continuous line
and a white triangle (A) corresponds to docetaxel at 9 mg/kg; the curve with
continuous line and a white circle (0) corresponds to docetaxel at 5.6 mg/kg; the
curve with continuous line and a white square (o) corresponds to docetaxel at 3.5
mg/kg; the curve with dotted line {--- ) corresponds to cabazitaxel at 14.5 mg/kg;
the curve with dotted line and a black triangle {a) corresponds to cabazitaxel at 9
mg/kg; the curve with dotted line and a black circle (s) corresponds to cabazitaxel at
5.6 mg/kg; the curve with dotted line and a black square (w) comresponds to
cabazitaxel at 3.5 mg/kg; and the black triangles indicate the treatment IV.

Figure 3 represents the body weight change during the evaluation of the
antitumor activity of cabazitaxel and docetaxel against human TC-71 bearing SCID
female mice {(example 2). Curves represent means at each day for each group.
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It represents the body weight change (%) over time (days post-implantation).

The curve with continuous line corresponds to contrel; the curve with dotted
line (—— ) corresponds to docetaxel at 14.5 mg/kg; the curve with continuous line
and a white triangle {A) corresponds to docetaxel at 9 mg/kg; the curve with
continuous line and a white circle (o) corresponds to docetaxel at 5.6 mg/kg; the
curve with continuous line and a white square (o) corresponds to docetaxel at 3.5
mg/kg; the curve with dotted line (--- ) corresponds to cabazitaxel at 14.5 mg/kg;
the curve with dotted line and a black triangle (a) corresponds to cabazitaxel at 9
mg/kg; the curve with dotted line and a black circle {s) corresponds to cabazitaxel at
5.6 mg/kg; the curve with dotted line and a black square (=) comresponds to
cabazitaxe! at 3.5 mg/kg; and the black triangles indicate the treatment IV.

Flgure 4 represents the antitumor activity of cabazitaxel and docetaxel against
human TC-71 bearing SCID female mice (example 2). Curves represent medians at
each day for each group.

It represents the tumor volume (mm?) over time (days post-implantation).

The curve with continuous line corresponds to control; the curve with dotted
line (——) corresponds to docetaxe! at 14.5 mg/kg; the curve with continuous line
and a white triangle (A) corresponds to docetaxel at 9 mg/kg; the curve with
continuous line and a white circle (o) corresponds to docetaxel at 5.6 mg/kg; the
curve with continuous line and a white square (o) corresponds to docetaxel at 3.5
mg/kg; the curve with dotted line (--- ) corresponds to cabazitaxel at 14.5 mg/kg;
the curve with dotted line and a black triangle {s) corresponds to cabazitaxel at 9
mg/kg; the curve with dotted line and a black circle () corresponds to cabazitaxe! at
5.6 mg/kg; the curve with dotted line and a black square (m) corresponds to
cabazitaxe! at 3.5 mg/kg; and the black triangles indicate the treatment IV,

Figure 5 represents the body weight change during the evaluation of the
antitumor activity of cabazitaxel and docetaxel against human SK-ES-1 bearing
SCID female mice (example 3). Curves represent means at each day for each
group.

It represents the body weight change (%) over time (days post-implantation).

The curve with continuous line corresponds to control; the curve with dotted
line (——) corresponds to docetaxel at 14.5 mg/kg; the curve with continuous line
and a white triangle (A) corresponds to docetaxel at 9 mg/kg; the curve with
continuous line and a white circle (o) corresponds to docetaxel at 5.6 mg/kg; the
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curve with continuous line and a white square (o) corresponds to docetaxel at 3.5
mg/kg; the curve with dotted fine (--- ) corresponds to cabazitaxel at 14.5 mg/kg;
the curve with dotted line and a black triangle () corresponds to cabazitaxe! at 9
mg/kg; the curve with dotted line and a black circle (s) corresponds to cabazitaxel at
5.6 mg/kg; the curve with dotted fine and a black square (m) corresponds to
cabazitaxel at 3.5 mg/kg; and the black friangles indicate the treatment IV.

Figure 6 represents the antitumor activity of cabazitaxel and docetaxel against
human SK-ES-1 bearing SCID female mice (example 3). Curves represent medians
at each day for each group.

It represents the tumor volume (mm?) over time (days post-implantation).

The curve with continuous line ¢corresponds to control; the curve with dotted
line (——) corresponds to docetaxel at 14.5 mg/kg; the curve with continuous line
and a white triangle (A) comesponds to docetaxel at 9 mg/kg; the curve with
continuous line and a white circle (o) comresponds to docetaxel at 5.6 mg/kg; the
curve with continuous line and a white square (o) corresponds to docetaxel at 3.5
mg/kg; the curve with dotted fine (- --) corresponds to cabazitaxel at 14.5 mg/kg;
the curve with dotted line and a black triangle (s) corresponds to cabazitaxel at 9
mg/kg; the curve with dotted line and a black circle (s) corresponds to cabazitaxel at
5.6 mg/kg; the curve with dotted line and a black square (s) corresponds to
cabazitaxe! at 3.5 mg/kg; and the black triangles indicate the treatment IV.

Figure 7 represents the antitumor activity of cabazitaxe! and docetaxel against
human DM77 osteosarcoma in nude female mice (example 4). Curves represent
medians at each day for each group.

It represents the tumor volume (mm?) over time (days post first treatment).

The curve with continuous line corresponds to control; the curve with dotted
line (——) corresponds to docetaxel at 24.2 mg/kg; the curve with continuous line
and a white triangle (A) corresponds to docetaxel at 15 mg/kg; the curve with
continuous line and a white circle (o) corresponds to docetaxel at 9.3 mg/kg; the
curve with continuous line and a white square (o) corresponds to docetaxel at 5.8
mg/kg; the curve with dotted line (--- ) corresponds to cabazitaxe! at 24.2 mg/kg;
the curve with dotted line and a black triangle ( a) corresponds to cabazitaxel at 15
mg/kg; the curve with dotted line and a black cirdle {s) corresponds to cabazitaxel at
9.3 mg/kg; the curve with dotted line and a black square (e) comresponds to
cabazitaxel at 5.8 mg/kg; and the black triangles indicate the IV treatment.
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Figure 8 represents the antitumor activity of cabazitaxel and docetaxel against
human DM113 osteosarcoma in nude female mice (example 5). Curves represent
medians at each day for each group.

It represents the tumor volume (mm?®) over time (days post first treatment).

The curve with continuous line corresponds to control; the curve with dotted
line (——) corresponds to docetaxe! at 24.2 mg/kg; the curve with continuous line
and a white triangle {A) corresponds to docetaxel at 15 mg/kg; the curve with
continuous line and a white circle (0) corresponds to docetaxel at 9.3 mg/kg; the
curve with continuous line and a white square (o) corresponds to docetaxel at 5.8
mg/kg; the curve with dotted line {--- ) corresponds to cabazitaxel at 24.2 mg/kg;
the curve with dotted line and a black triangle ( 4 corresponds to cabazitaxe! at 15
mg/kg; the curve with dotted line and a black circle (s) corresponds to cabazitaxe! at
9.3 mg/kg; the curve with dotted line and a black square (m) corresponds to
cabazitaxel at 5.8 mg/kg; and the black triangles indicate the 1V treatment.

Figure 9 represents the antitumor activity of cabazitaxel and docetaxel against
human DM101 Ewing's sarcoma in nude female mice (example 6). Curves
represent medians at each day for each group.

It represents the tumor volume (mm?) over time (days post first treatment).

The curve with continuous line corresponds to control; the curve with dotted
line (— =) corresponds to docetaxe! at 24.2 mg/kg; the curve with continuous line
and a white triangle {A) corresponds to docetaxel at 15 mg/kg; the curve with
continuous line and a white circle (0} corresponds to docetaxel at 9.3 mg/kg; the
curve with continuous line and a white square (2 ) corresponds to docetaxel at 5.8
mg/kg; the curve with dotted line (--- ) corresponds to cabazitaxel at 24.2 mg/kg;
the curve with dotted line and a black triangle { 4 corresponds to cabazitaxel at 15
mg/kg; the curve with dotted line and a black circle (s) corresponds to cabazitaxel at
9.3 mg/kg; the curve with dotted line and a black square (w) corresponds to
cabazitaxel at 5.8 mg/kg; and the black triangles indicate the IV treatment.

The better antitumor activity of cabazitaxel as compared to docetaxel,
according to the Invention, is demonstrated as illustrated in the 6 following
examples.
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Example 1: ANTITUMOR ACTIVITY OF CABAZITAXEL AND DOCETAXEL
AGAINST HUMAN RHABDOMYOSARCOMA RH-30 IN SCID FEMALE MICE.

In this example, the better antitumor activity of cabazitaxel as compared to
docetaxel for tumor growth inhibition was demonstrated in vivo.

The selected tumor model was a human rhabdomyosarcoma RH-30,
xenografted in SCID mice [Douglass EC, et al. Cytogenet Cell Genet. 1987; 45(3-
4):14855.].

Cabazitaxel and docetaxel were weighed for each treatment and dissolved in
ethanol. Treatment solutions were prepared first by mixing 1 volume of ethanolic
stock solution and 1 volume of polysorbate 80, then by adding 18 volumes of
glucose 5% in water.,

Cabazitaxel and docetaxel were administered intravenously on days 14 and
18 after tumor implantation.

The results of the experiments are reported below in Tables 1, 2 & 3 and in
Figures 1 & 2.

The tumor doubling time (in days; Td) was estimated from the plot of the log
linear growth of the control group tumors in exponential growth (100 to 1,000 mm?
range) and the number of tumor regressions observed after therapy. Tumor doubling
time was 3.2 days.

The following end points were used:

- Toxicity was declared at dosages inducing 2 20% body weight loss or 210 %
drug death;

- Relative tumor growth inhibition was determined on day 27 post tumor
implantation when the median tumor size in the control group was 1148 mm3;

- Antitumor efficacy was determined by calculating the AT/AC value in percent,
according to the above mentioned formula;

- Tumor regressions (as explained above);

- Statistical analysis performed as explained above.
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Table 1 Evaluation of the efficacy of docetaxel and cabazitaxel in SCID female mice bearing human rhabdomyosarcoma RH-30.

|
Average body Regressirs i
Route/ Dosage J
Agent Dosage in mgkg Schedds  Drug desth i;‘:?:'“‘"::&: Arac e Pule  Bobgea |
in mLkg per Injection in days {Day of death) Day 2T riexpretadion
perinjecton  {total dose) at padie (day 27) atday 120
{day of nadin) Partial Complete
14.5(29) ) -15.0 (24) <0 &8 68 68  pOOD1  Hghyahe
9.0 (18 o8 -80(25 &8 68 58 o001 acthe
CABAZITAXEL IV (18) (%) 14;18 @) P vey
56(11.2) o8 153 (28) 0 58 218 08 pOOD  Hgyade
35(7.0) o8 -10.1 (24) 24 o8 08 08 pQO Acive
14.5 (29) o8 17.8(27) 1 5/8 218 08  pO0OD!  Veyahe
DOCETAXEL v ) 9.0 (18) 18 08 -11.2 (25) <0 28 08 08  pdOOM  Hghyadhe
58(11.2) ) 08 12.1(25) <0 48 06 08  palOM  Hghiyahve
35(7.0) o8 1 8(15) 77 o8 o8 o8 p055M rachve
Control - . . o8 .22{19) . o/8 o8 o8

Tumor doubiing time = 3.2 days. Tumor sizs at start of therapy was 108-392mm?, with a medlan tumor burden per group of 188-198 mm?®,

Mice average weight: Due to body weight heterogenety (range: DOCETAXEL= 19.73-24 51 g, CAZABITAXEL =20 54-24.72 g) dosages were ad]usted to the individual body
weights.

Abbreviations used, AT/AC= ratio of median tumor volume changes from baseline between treated and controt groups.

 Statistical analysis: p-value obtained with a contrast analysis versus control with Bonferroni-Holm adjustment for muttiplicity after Anova-Type on tumor volume changes from
baseiine.
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The median tumor burden at start of therapy was 188 to 198 mm?3. Cabazitaxe!
and docetaxel were administered as single agents by IV tail vein injection on day 14
and day 18 post tumor at the following doses: 14.5, 9.0, 5.6 and 3.5 mg/kg per
injection (Table 1).

Cabazitaxel and docetaxe! were well tolerated, with a maximum 15.3% bw! on
day 28 for cabazitaxel and 17.6% bwl on day 27 for docetaxel (Table 1 and Figure 1).

Cabazitaxel and docetaxel were both highly active, AT/AC < 0% on day 27
(p<0.0001) at 14.5 and 5.6 mg/kg per injection for cabazitaxel and 9.0 and 5.6
mg/kg per injection for docetaxel.

Cabazitaxel at 9.0 mg/kg per injection was very active (AT/AC = 7% on day
27, p<0.0001) and docetaxel at 14.5 mg/kg per injection were also very active
(AT/AC =1% on day 27, p<0.0001).

At 3.5 mg/kg per injection, cabazitaxel was still active (AT/AC =24% on day
27, p<0.0001), while docetaxel was inactive (AT/AC >40% on day 27, NS) (Table 1).

The effect of cabazitaxel was significant in comparison with control on days
19, 22, 25 and 27 at 14.5 mg/kg per injection, from day 18 to day 27 at 9 mg/kg per
injection, at days 18, 19, 22, 25 and 27 at 5.6 mg/kg per injection, on days 25 and
27 at 3.5 mg/kg per injection.

Global p values were p<0.0001, p<0.0001, p<0.0001 & p=0.0473 respectively
for each dose (Table 2 and Figure 2).

In this study, docetaxel had a significant effect in comparison with control on
days 19, 22, 25 and 27 at 14.5 and 9 mg/kg per injection, on days 25 and 27 at 5.6
mg/kg per injection. Global p values were p<0.0001, p<0.0001 & p=0.0005,
respective for each dose (Table 2 and Figure 2).
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Table 2 Antitumor activity of cabazitaxel and docetaxel against human
rhabdomyosarcoma RH-30 bearing SCID mice: Comparison of each agent versus
control group.

Tumor volume changes from baseline:
Medlan {nMad) and Anova-Type foltowed by a contrast analysis versus control on tumor volume changes from basatine

Group Day
Global 18 19 20 22 25 27
Control . 327 (83) 437 (149.7) 403(1068.7) B852.5(4188) 757.5(281.7) 9565 (583 6)
n=8 n=8 n=8 n=8 n=8 n=8
Cabaritaxel . 217.5 (87.5) 146 (138 6) 359 (285 4) 272 (180.1) 858 5(318) -13.5 (281)
14.5 mg/kg n=6 n=6 n=6 n=6 n=6 n=§
p<.0001 p=0 0996 p=00012 p=0 5335 p=0 0071 p<.0001 p<.0001
Cabazitaxel . 138534 8) 139548 2) 2155(882) 1295 (45.2) 78.5(174.9) 82.5 (102.3)
9 mg/kg n=8 n=5 n=6 n=6 n=§ n=6
p< 0001 p=0 0047 p<.0001 =0 0042 p< 0001 p<.0001 p<.000t
Cabazitaxel . 164 (30 4) 203 (80.1) 3025(2202) 1925(1964) 0(1305)
5.6 mg/kg n=6 n=6 n=6 n=8 22(147.5)n=6 n=6
p<.0001 p=0 0078 p=0.0003 p=0.1708 =0 0016 p<.0001 p<.0001
Cabazitaxel N A7({358) 433.5 (232) 601 (114.2) 418 (258) 280 {168 3) 229 (T8 6)
15 mgkg n=6 n=6 n=6 n=6 n=g n=G
p=0 0473 p=0 8325 p=1.0000 p=1.0000 p=0.2529 p=00043 p< 0001
Docetaxs! . 166 5 (87.5) 195 (83) 247 (126) 172 (64 5) 154.5(54 9) 13 (67.5)
14.5 mg/kg n=8 n=6 n=6 n=G n=6 n=6
p<.0001 p=0.0828 p=0 0042 p=0.1178 p=0 0009 p<.0001 p<.0001
Docetaxel 202 (98 6) 202 (71.9) 325 (181.6) 290.5 (1394 1155(1208) -50 5 (60)
9 mg/kg " n=§ n=6 n=5 n=6 n=8 n=§
p<.0001 p=0.3352 p=00293 p=0 8168 p=0027 p<.0001 p< 0001
Docetaxe! 218 (B4 5) 289 (57.1) 4095(1097) 4055(2268 8) -305 (68 2) J3(51.1)
5.5 mg/kg B n=g n=6 n=6 n=5 n=6 n=6
p=0 0005 p=0.604 p=0 6497 p=1 0000 p=0 2529 p<.0001 p< 0001
Docetaxel 2355 (125.3) 477 (157.9) 475(198.7)  4955(276 5) 621.5(318) 738 (288.4)
3.8 mg/kg n=6 n=6 n=§ n=§ n=6 n=§
p=0 0473 p=0 8325 p=1.0000 p=1 0000 p=0.2529 p=0.0043 p<.0001

p-valus: obtained with a contrast analysis versus control with Bonferronl-Holm adjustment for multiplicity after Anova-Type on
tumor volume changes from baseline
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Table 3 Antitumor activity of cabazitaxel and docetaxel against human rhabdomyosarcoma RH-30 bearing SCID mice: Comparison of
the agents at the same dose

Tumor volume changes from baseline: Median {nMad) and Anova-Type followed by a contrast analysls on tumor volume changes from baseline
o | Toouy Soegn o] Coms  Fomsts vhe | by irgm "vie| Wmm  dimny P
13 307n(=36§ 6) 238 ::‘ 9325'3) 0.4525 134n(=3:.4) 218(645)ne8 00284 | 138 : .‘2‘ 8) 2ozn(=9: 8  ,o89t 217.: ’5637.5) 168.: ’5637.5) 00728
19 433;&('332) 417 rslg'r.s) 05377 203;1(369.1) 289(s7.1)ns6 00088 | 13 : ’gga 2) zozn(:; 9  goie7 | 148 rﬂga 6) 19: ’ggs) 08549
20 | 601 rflé 42) 475 rglga.n 05365 | 302 r:‘ iz;zo.z) 409 .r:‘ 96 097)  pgggs | 215 : .Eeaa.z) 325 :131.6) oodos | 359 rﬁgs 4) 241 9526) 08251
22 41?,3658) 495 ig?aj) 05372 192.'.; (=1e 96.4) 405::‘ 9326 8  gqass | 129 : ,‘;5 2) 29 5n gs 34 goe72 | 272 élgo.n 172“(3 5) 0.7155
05 | 280 'slga.s) 521}?‘?13) o18es | 22 9 :g.s) -30 : -gge.zy oseos | 785 n(len.g) 115 5n gezo 8)  gs782 86 : 21 8) 154 2_@654.9) 0.4871
27 nsn(:: €) 738 gga Y o001 0 (r1‘ gg 5) -rsn(:.n 04408 | 825 rflgz.ay -50 nigsm oaiss | 13 : =(gan 13 :3.5) 07018
2g | 356 ?1 gsz 5) 905.: .!;‘ 5 goozz | 108 :137.5) -47n('ass.n 08123 ez.‘.: £961.9) 119 .':1 g& 8 4300 | 107 n(-!e 50 5) 87 gg‘o 8) 00712
33 B g opagnes oouss | 29042 72BN goooz | TOL 7012 < oot
3% -12?‘ issa 6) 129 l&gm 00030 -18?1 g 9) 253 .r:‘ go 5 <0001 -19:' gau) -aoncfg 8 00034
39 .139"(_1; 34) 454 i ga.-t) <000 | 189 ns =(ess.:r) 676 rs:ge 8  <oo01 | ! 9; gﬁu) -1 11:‘ g?.a) 00275
“ .157nge1 2.4) 712 '521 8  <oo0y | 188 : =(esa N 904.:3(6636) < 0001 .19:l g;m -gen(:ea 6) 00284
a -104 : g 142) 1039 : .56523 3 <0009 -189n5=(868.7) 909 ,Eié" 0 co00 | 9: gﬁu) 72 : =(g4s) 00199
“ -19.:1 gan) ‘°‘5,,‘3£° 6) 00048
50 -194:1 =(24.1) 485 ls:gm) <0001

pvalue: pbtained with a contrast analysis to compare the compounds at the same tested dose after 2-way Anova-Typa on tumor voluma changes from baseline on the two comesponding groups
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Upon comparison between cabazitaxel and docetaxel treatment at the
equivalent doses, a significant difference was observed with regards to improved
antitumor activity for cabazitaxel.

» At 14.5 mg/kg per injection a significant difference was observed between
docetaxel and cabazitaxel from day 33 to day 50.

« At 9.0 mg/kg per injection a significant difference was observed on days 19,
20 and from day 33 to 43.

« At 5.6 mg/kg per injection a significant difference was observed on days 18,
19 and from day 33 to 43.

» At 3.5 mg/kg per injection a significant difference was observed on days 27
and 29 (Table 3; p <0.05).

Tumor regressions were seen in 3 cabazitaxel groups 14.5 mg/kg per injection
(6/6 CR), 9 mg/kg per injection (6/6 CR), and 5.6 mg/kg per injection (2/6 CR, 5/6
PR), and TFS (Tumor Free Survivors) on day 120 were only obtained post treatment
with cabazitaxel at 14.5 mg/kg per injection (6/6), and at 9 mg/kg per injection (5/6).

In comparison, 3/6 mice displayed CR and 5/6 PR at 14.5 mg/kg per injection
of docetaxel without TFS, docetaxe! achieving only PR at 9 (2/6) and 5.6 mg/kg per
injection {4/6) (Table 1 and Figure 2).

In conclusion, cabazitaxel is more active than docetaxel against the human
pediatric tumor, rhabdomyosarcoma RH-30.

Cabazitaxel achieves 100% CR at 2 dose levels, leading to TFS, tumor
regressions being also observed at the third dose level.

In comparison, docetaxel only induces CR at the highest dose tested.
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Example 2: ANTITUMOR ACTIVITY OF CABAZITAXEL AND DOCETAXEL
AGAINST HUMAN EWING'S SARCOMA TC-71 IN SCID FEMALE MICE.

In this example, the better antitumor activity of cabazitaxel as compared to
docetaxel for tumor growth Inhibition was demonstrated in vivo.

The selected tumor model was a human Ewing’s sarcoma TC-71, xenografted
in SCID mice [Whang-Peng J, et al. Cancer Genet Cytogenet. 1986 Apr
1;21(3).185208].

Cabazitaxel and docetaxel were weighed for each treatment and dissolved in
ethanol. Treatment solutions were prepared first by mixing 1 volume of ethanolic
stock solution and 1 volume of polysorbate 80, then by adding 18 volumes of
glucose 5% in water.

Cabazitaxel and docetaxel were administered intravenously on days 12 and
16 after tumor implantation.

The results of the experiments are reported in Tables 4, 5 & 6 and in Figures 3
&4

The Td in days was estimated from the plot of the log linear growth of the
control group tumors in exponential growth (100 to 1,000 mm? range) and the
number of tumor regressions observed after therapy. Tumor doubling time was 2.5
days.

The following end points were used:

- Toxicity was declared at dosages inducing 2 20% body weight loss or 2 10 %
drug death

- Relative tumor growth inhibition was determined on day 21 post tumor
implantation when the median tumor size in the control group was 1588.5 mm?.

- Antitumor efficacy was determined by calculating the AT/AC value in percent,
according to the above-mentioned formula;

- Tumor regressions (as explained above);

- Statistical analysis performed (as explained above).
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Table 4 Evaluation of the efficacy of cabazitaxel and docetaxe! in SCID femaie mice bearing human Ewing's sarcoma TC-71.

Route/  Dosage in "’"ﬁ"&. ATIAC Turcries ‘
Agent Desagain  mghkgper Schedds Drug ,n“,?wm’m e e Pwie Bokgkal |
mUkg per Injection (total indays  death oo cavof  (day 21) dyto  Ow2f Fierprelaton
injection dose) ay ay ‘
adir)
n Partial Compiets |
|
145 (29) o .90(23) <0 7 m 87 p<0.0001 Hghy Ache
90(18 o7 7018 < m &7 &7 0001 Hghy Ache
CABAZITAXEL  IV{(16) (8) 1218 a8 r
58(11.2) o7 -7.0(18) <0 &7 o7 o7 p<Q.0001 HghlyAdve
15@7.0) o7 232N 27 o7 o7 o7 p0.0047 Ade
14 5 (29) o7 124 (23) <0 &7 217 T p<C0001 Hghy Ache
90(18 o7 108 (23 <0 27 o7 o7 p<O0001 HgHy Adhve
DOCETAXEL  IV{18) (8) 12:18 @)
56(11.2) o7 137 (22) 1 o7 o7 4 p=0.0400 Ao
35(.0) o7 1.8 (13) 7 o7 o7 p=09778 rache
Control . . . 10 08(13) . 10 10 010

Tumor doubling time = 2 § days. Tumor size at start of therapy was 128 — 294 mm?, with a median tumor burden per group of 172 -198 mm*,

Mice average weight: Dus to body weight heterogeneity {range: docetaxel = 19 70 - 24.15 g; cabazitaxel = 19 25 - 25 07 g) dosages were adjusted to individual
body weight.

Abbreviations used AT/AC= ratio of median tumor volume changes from baseline between treated and control groups.

a) Statistical analysis: p-value obtaned with & contrast anatysis versus control with Bonferroni-Holm adjustment for muttiplicty after Anova-Type on tumor volume
changes from baselne.

61
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The median tumor burden at start of therapy was 172 to 198 mm>.

Cabazitaxel and docetaxel were administered as single agents by IV tail vein
injection on day 12 and day 16 post tumor at the following doses, 14.5, 9, 5.6 and
3.5 mg/kg per injection (Table 4).

Cabazitaxel and docetaxel were well tolerated with a maximum 9% bwi on day
23 for cabazitaxel and 13.7% bwl on day 22 for docetaxel (Table 4 and Figure 3).

Cabazitaxel and docetaxel were both highly active, AT/AC < 0% on day 21
(p<0.0001) at 14.5, 9.0 and 5.6 mg/kg per injection for cabazitaxel and at 14.5 and
9.0 mg/kg per injection for docetaxel.

Cabazitaxel at 3.5mg/kg per injection was considered active (AT/AC = 27% on
day 21, p=0.0047), while docetaxel at 5.6 mg/kg per injection was considered active
(AT/AC = 31% on day 21, p=0.0400), but inactive at 3.5 mg/kg per injection,
AT/AC > 40% on day 21, NS (Table 4).



10

21

17078

Table 5 Antitumor activity of cabazitaxel and docetaxel against human Ewing's

sarcoma TC-71 bearing SCID mice: Comparison of each agent versus control group.

Tumor volume changes from baseline:

Median (nMad) and Anova-Type followed by a contrast analysis versus control on

tumor volume changes from basetine

Group Day
Global 14 16 19 21
157 (86) 399{205.3) ©617.5(3966) 13545(5834)
Control n=10 n=10 n=10 =10
Cabazitaxesl . B (53 4) 32 (47.4) =140 (44.5) -166 (32 6)
14.5 mg/hg n=7 n=7 n=7 n=7
p<.0001 p=0 0029 p<.0001 p< 0001 p<.0001
Cabazitaxel - 54 (43) 52(919) -105 (26.7) -168 (57.8)
9 mg/kg n=7 n=7 n=7 n=7
p<.0001 p=0 012 p<.0001 p<.0001 p<.0001
Cabazitaxel . 83(297) 150 (80.1) -16 (46) 81(282)
5.8 mg/kg n=7 n=7 n=7 n=7
p<.00M p=0.2155 p=0 0004 p< 0001 p<.0001
Cabazitaxel . 78 (43) 194 (32 6) ass(112.7) 369 (93 4)
3.8 mg/kg na7 n=7 n=7 n=7
p=0 0229 p=0.1702 p=0.0676 p=0 2277 p=0 0047
Docetaxel R o5 (86) 154 (140 8) «72 {115 6) 130 (1127}
14.5mgikg n=7 n=7 n=7 n=7
p<.0001 p=0.2155 p< 0001 p<.0001 p< 0001
Docataxel . 108 {19 3) 22(297) 139 (151.2) -36 (118 6)
9 mg'kg n=7 n=7 n=7 n=7
p<.0001 p=0.4719 p=0 0333 p< 0001 p<.0001
Docetaxel N 118 (4 4) 268(178) 371 (150.5) 415 (148 6)
5.6 mg/kg n=7 n=7 n=6 n=6
p=02527 p=0 6391 p=0.7707 p=0 3531 p=0 0400
Docetaxel . 101 (26.7) 320 (S0 4) 629 (200 2) 1044 (243.1})
3.5 mg/kg n=7 n=7 n=7 n=7
p=0 6591 p=0 6391 p=0 8453 p=0 864 p=09778

p-value: obtained with a contrast analysis versus control with Bonferronk-Helm adjustment for
muttiplictty ater Anova-Type on tumor volume changes from baseline

The effect of cabazitaxel was significant in comparison with control from days
14 to 21 at 14.5 and 9.0 mg/kg per injection, for days 16, 19 and 21 at 5.6 mg/kg per
Injection, and on day 21 at 3.5 mg/kg per injection (Table 5 and Figure 4).

In this study, docetaxel had a significant effect in comparison with control on
days 16, 19 and 21 at 14.5 and 9 mg/kg per injection (global p values of p<0.0001;
Table 5 and Figure 4).

A significant effect was also seen on day 21 for docetaxel at 5.6 mg/kg per
injection (p=0.04). Docetaxel at 3.5 mg/kg per injection had no significant effect on

tumor volume changes as compared to the control group (Table 5 and Figure 4).
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Table 6 Antitumor activity of cabazitaxel and docetaxel against human Ewing’s sarcoma TC-71 bearing SCID mice:
Comparison of the agents at the same dose.

Tumor volume changes from baseline:
Median (nMad) and Anova-Type followed by a contrast analysis on tumor volume changes from baseline
Day ?:ﬁ';’;‘ g’;‘m': P value | ZE3zitRxsl ‘s’m': P value C;m“ By el Pvalue ﬁ:’;‘:‘,.:,’k;' 3‘_’:’;;:; P value
14 7Bn =(:"Z'i) 1D1n(’276 N 0 1681 88 :‘2_9,.7} 11: '(_4’ 4) 0.2200 54n g’a) 108n(-179 J) 00755 38 rs;?l 4) 9?‘ gS) 0.3339
16 194 ﬂ(’372 €) 322\ (’9;1 4) <0001 150 “(-8?0.1) 268ni177 8) 00096 52 'Sg;.gj 222n(-279 7 0.0008 R rE:;A) 154 rsl ;0 8) 00404
19 | 355 :l ],2.7} 629 rfft;o 2 o003 -1: .(;6) k14| rslgo 5 <0001 -w'.:)1 iz_;s 7 139 :131.2) <0001 -w?1 24.5) 72 r(11- 17 56) 1184
2t 369n(=973 4) 1044n(=2743.1) <.0001 -81n('2$.2) 418 :l;ﬁ 8) <0001 -166n £577.B) «35 '(‘1' 17 36) 0 0019 -168rI E_S,Z 6) -130n(-1 712.7) 02719
2 -1 ﬁi gs 2) 1022';28(493) <.0001 -1 9?1 E;" 9) 158 :1;3 5) < 0001 -1 8:-5’43) -1 3?‘ gu 1) 0.1633
28 -19?1 .(.?0“) 243 '53;4 €) <.0001 -19-:I :;7.4) -144n £g6.3) 0 0608
20 -19?‘ i.‘;o.l) 40?‘ i1;52) <0001 -19?‘ i.';a 4) -128n ‘(go N 5p112
1" -19?;‘;2.8) 861&2509) <.0001 -1 9?‘ 33 4) -49 r(igo 9) 00048
36 B3 T3ENH 00085
© 180 Ss b resars 9 go2s8
p-value: obtained with a contrast analysls to compare the compounds st the same tested doss after 2-way Ancva-Type on tumor volume changes from baseline on the two
corresponding groups
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Upon comparison between cabazitaxel and docetaxel at equivalent doses, a
significant difference was observed with regards to improved antitumor activity for
cabazitaxel.

» At 145 mg/kg per injection, a significant difference was observed between
cabazitaxel and docetaxel on day 16, and from day 30 to day 40.

= At 9.0 mg/kg per injection, a significant difference was observed from day 16 to 34.

* At 5.6 mg/kg per injection, a significant difference was observed from day 16 to 26.

- At 3.5 mg/kg per injection, a significant difference was observed from days 16 to 21
(Table 6; p<0.05).

Tumor regressions and TFS were observed at the 2 highest doses of
cabazitaxel, 14.5mg/kg per injection (7/7 CR, 6/7 TFS) and 9 mg/kg per injection
(6/7 CR, 717 PR, 617 TFS), 6/7 PR being achieved at 5.6 mg/kg per injection.

In comparison, CR and TFS were only obtained at the highest dose of
docetaxel, 14.5 mg/kg per injection (2/7 CR, 6/7 PR, 1/7 TFS), 5/7 PR being
observed at 8 mg/kg perinjection (Table 4 and Figure 4).

In conclusion, cabazitaxel is also more active than docetaxel against this
second human pediatric tumor, Ewing's sarcoma TC-71.

Cabazitaxel achieves 6/7 TFS at 2 dose levels, 6/7 PR being also observed at
the third dose level. In comparison, docetaxel only induces CR at the highest dose
tested.

Example 3: ANTITUMOR ACTIVITY OF CABAZITAXEL. AND DOCETAXEL
AGAINST HUMAN EWING'S SARCOMA SK-ES-1 IN SCID FEMALE MICE.

In this example, the better antitumor activity of cabazitaxel as compared to
docetaxel for tumor growth inhibition was demonstrated in vivo.

The selected tumor model was a human Ewing's sarcoma SK-ES-1,
xenografted in SCID mice [Fogh J. New York: Plenum Press, 1875].
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Cabazitaxel and docetaxel were weighed for each treatment and dissolved in
ethanol. Treatment solutions were prepared first by mixing 1 volume of ethanolic
stock solution and 1 volume of polysorbate 80, then by adding 18 volumes of
glucose 5% in water.
Cabazitaxel and docetaxel were administered intravenously on days 15 and
19 after tumor implantation.

The results of the experiments are reported in Tables 7, 8 & 9 and in Figures 5§
& 6.

The Td in days was estimated from the plot of the log linear growth of the
control group tumors in exponential growth (100 to 1,000 mm?® range) and the
number of tumor regressions observed after therapy.

Tumor doubling time was 6.1 days.

The following end points have been used:

- Toxicity was declared at dosages inducing = 20% body weight loss or 2 10 %
drug death;

- Relative tumor growth inhibition was determined on day 22 post tumor
implantation when the median tumor size in the control group was 456 mm?;

- Antitumor efficacy was determined by calculating the AT/AC value in percent,
according to the above-mentioned formula;

- Tumor regressions (as explained above);

- Statistical analysis performed {as explained above).



17078

Table 7 Evaluation of the efficacy of cabazitaxel and docetaxel in SCID female mice bearing a model of human Ewing's sarcoma SK-ES-1.

Agent Dosagein  mgkgper Schedie Drug ,mgf‘,:o“&'. aniac Tumor "; Pvake Fiokogkal
ml/Xkg per injection indays desth {Day 22y inierpretaion
injection (total dose) o “‘:':dfg“ of (ay2z) day 120 |
Partial Complete !
1
14.5(29) o7 7.1 (20) <0 m &7 37 p<0.0001 Highly Acive
9018 o7 83.(16 <0 m o7 o7 oo Adde
CABAZITAXEL IV (16) 18 1519 (16) p<0; Hohy
56(11.2) o7 42(18) <0 mn o7 o7 p<0.0001 Hghy Adve
35(70) o7 44(16) 22 o7 o7 o7 P04 Ace
145 (20) o7 10520 <0 7 a7 o7 p<0.0001 Hohiy Adkve
0018 o7 68(23 0 &7 o7 o7 p<0.0001 Adde
DOCETAXEL IV {18) a8 151 @) ) HaY
56(11.2) o7 54(16) <0 17 o7 o7 p=0.0001 Hghiy Adve
315(70) o7 2.1(16) 72 o7 o7 o7 00078 acihve
Control . . . 010 14(18) . 010 /10 010

Tumor doubling time = 6 1 days. Tumor size at start of therapy was 126-384mm?, with a median tumor burden per group of 221-245mm?,

Mice average weight Dus to body weight heterogeneity (range: DOCETAXEL= 19 09 - 26 §99; CAZABITAXEL =19.13 - 25.19¢) dosages were adjusted to individual body
weight.

Abbreviations used AT/ACa ratio of median tumor volume changes from baseline between treated and control groups.

a) Statistical analysis: p-value obtained with a contrast analysis versus control with Bonferroni-Holm adjustment for muttiplicity after Anova-Type on tumor volume changes
from baseline.
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The median tumor burden at start of therapy was 221 to 245 mm?®,
Cabazitaxel and docetaxel were administered as single agents by IV tail vein
injection on day 15 and day 19 post tumor at the following doses, 14.5, 8.0, 5.6 and
3.5 mg/kg per injection (Table 7).

Cabazitaxel and docetaxel were well tolerated with a maximum 7.1% bwl on
day 20 for cabazitaxel and 10.5% bwl on day 27 for docetaxel (Table 7 and Figure
5).

Cabazitaxel and docetaxel were both highly active at 14.5, 9.0 and 5.6 mg/kg
per injection, AT/AC < 0% on day 22 (p<0.0001 for ail doses).

Cabazitaxel at 3.5mg/kg per injection was considered active (AT/AC =22 % on
day 22, p=0.0422), while docetaxel at 3.5 mg/kg per injection was inactive, AT/AC >
40 % on day 22, NS (Table 7).
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Table 8 Antitumor activity of cabazitaxe! and docetaxel against human

Ewing’s sarcoma SK-ES-1 bearlng SCID mice: Comparison of each agent

versus control group.

Tumor volume changes from baseline:

Median (nMad) and Anova-Type followed by a contrast analysis versus control on tumor volume
changes from baseline

Group Day
Global 19 22 25 28
32(81.5) 188.5 (149) 341.5(123.1) 648.5 (198.4)
Control - n=10 n=10 n=10 n=10
Cabazitaxel . -108 (91 9) =203 (87.5) -221 {81.5) -221 (81.5)
14.5 mg/kg n=7 n=7 na7 n=7
p<.0001 p=0.0052 p<.0001 p<.0001 p<.0001
Cabazitaxel _ 25 (37.1) -137 {60 8) ~227 {100 8) -227 (100 8)
9 mgikg n=7 n=7 n=7 =7
p< 0001 p=1.0000 p< 0001 p< 0001 p< 0001
Cabazitaxsl «31 (87.5) -126 (86) -157 (81.5) -157 (81.5)
5.6 mg/kg - na? n=7 n=7 n=7
p<.0001 p=078M1 p<.0001 p<.0001 p< 0001
Cabazitaxel . 32 (207.6) 41 (108 2) 180 (100.8) 499 (324.7)
3.8 myglkg n=7 n=7 n=7 n=7
p=0 6074 p=1 0000 p=0.0422 p=0 5810 p=0 9384
Docetaxel . -18(77.1) -156 (56.3) 173697 ~164 (56 3)
14.5 mg/kg n=7 n=7 n=7 n=7
p<.0001 p=0 5639 p< 0001 p<.0001 p<.0001
Docetaxel . 0{37.1) -101 (62.3) -126 (32 6) -128 (46)
I mg/kg n=7 n=7 n=7 n=7
p<.0001 p=1.0000 p<.0001 p<.0001 p<.0001
Docetaxsl . 0(1087) -36 (60.8) 168 (80.1) 342 (89)
5.8 mg/kg n=7 n=7 n=7 n=7
p=0.0194 p=1 0000 p=0 0001 p=0 0359 p=0.1047
Docetaxel 52 (89) 136 (266.9) T12¢297) 900 (373 6)
3.5 mg/kg - n=7 n=7 n=7 na?
p=0.7742 p=1 0000 p=0 0978 p=0.5810 p=0.9384

p-value: obtained with & contrast analysis versus control with Bonferroni-Hoim adjustment for multiplicity
after Anova-Type on tumor volume changes from baseline

0
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The effect of cabazitaxel was significant in comparison with control from days
19 to 28 at 14.5 mg/kg per injection, on days 22 to 28 at 9.0 and 5.6 mg/kg per
injection. Global p values were p<0.0001 for each dose.

A significant effect was also seen on day 22 only for cabazitaxel at 3.5mg/kg
per injection (p=0.0422) (Table 8 and Figure 6).

In this study, docetaxel had a significant effect in comparison with control on
days 22 to 28 at 14.5 and 9 mg/kg per injection and on day 22 and 25 at 5.6 mg/kg
per injection. Global p values were p<0.0001, p<0.001 & p=0.0194 respective for
each dose (Table 8 and Figure 6).

Docetaxel at 3.5 mg/kg per injection had no significant effect on tumor volume
changes as compared to the control group.
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Table 9 Antitumor activity of cabazitaxel and docetaxel against human Ewing's sarcoma SK-ES-1 bearing SCID mice: Comparison of the agents

at the same dose,
Tumor voiume changes from baseline:
Median (nMad) and Anova-Type followed by a contrast analys!s on tumor volume changes from baseciine
Da Cabazitaxel | Docetaxel Pvalue Cabazitaxel | Docetaxel P value Cabazitaxel | Docetaxel P value Cabazitaxel | Docetaxel P value
4 3. s5mpkg 3.5mgkg 5.8 mg/kg 5.6 mg/kg 9mglkg 9 mg'kg 14.5 mg/kg 14.5 mg/kg
19 32(207.8) | 5289y n=7 | 07323 378 | 000N o33 | 25(37)ne7 | 0@T.NReT | 05214 08319 | 18 m.ayn=7 | 04035
41(1082) | 135(2689) -7 | -38(608) -137(80 8) -101 (62.3) -203 (87.5) -158 (58 3)
22 n=7 nsy 0.3594 -126 (86) n=7 =T 0 0456 a7 n=7 0.1647 a7 a7 02939
180(1008) | 712(297) <157 (81.5) | 168(80.1) -227(1008) | -126(328) -221 (81.5) -173 (69.7
25 =7 e 0 0057 na7 =7 <.0001 =7 =7 00031 =7 n=7 068569
499 (324.7) | 900(3736) -157 (81.5) 342(89) -227 (100 8) -221(81.5) -164 (58 3)
28 har ne7 0.1085 na7 =7 <.0001 na7 -128 (48) n=7 | 0 DOCS na7 a7 06382
-128(1127) | 480(2046) 231 (78 6) -49 (100.8) -221 (87.5) -162 (80 8)
32 naT a7 <.0001 n=7 =7 <.0001 na7 A 0.25
2005
-157 (112.7) -231 (78 6) 201 (256 5) -221 (87.5) -162 (60 8)
as a7 (123 6) | <.0001 na? a4 < 0001 na? =7 0.257
-221(108.2) | 290458 5)
9 =7 <7 00002
-221(1408) | 274(2995)
4 =7 ne8 00011t
-221(1408) | 427.5 (428 5)
43 et ¥ 0.0002
-144 (2224) | 574(5654)
45 e s 00014
p-vaiue: obtained with a contrast analysis to compare the compounds at tha same tested dose after 2-way Anova-Typa on tumor volume changes from baseline on the two corresponding groups

6C
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Upon comparison between cabazitaxel and docetaxel at equivalent doses, a
significant difference was observed with regards to improved antitumor activity for
cabazitaxel.

= At 145 mg/kg per injection, a significant difference was observed between
docetaxel and cabazitaxel from day 39 to day 45.

» At 9.0 mg/kg per injection, a significant difference was observed from day 25 to 35.
« At 5.6 mg/kg per injection, a significant difference was observed from day 22 to 35.
* At 3.5 mg'kg per injection, a significant difference was observed on day 25 only
(Table 9; p<0.05).

CR and TFS were observed at the highest dose of cabazitaxel, 14.5 mg/kg per
injection (6/7 CR, 7/7 PR, 3/7 TFS), 100 % PR being achieved at 9 and 5.6 mg/kg
per injection.

In comparison only 3/7 mice displayed CR at 14.5 mg/kg per injection of
docetaxel, with 7/7 PR and no TFS on day 120. At 9 and 5.6 mg/kg per injection,
docetaxel induced 6/7 and 1/7 PR, respectively (Table 7 and Figure 6).

In conclusion, cabazitaxel is more also active than docetaxel against this third
human pediatric tumor, Ewing's sarcoma SK-ES-1.

Cabazitaxel achieves 100% PR at a 3 dose levels, with 6/7 CR leading to 3/7
TFS at the highest doses tested. In comparison, docetaxel induced 3/7 CR at the
highest dose tested and no TFS.
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Example 4: ANTITUMOR ACTIVITY OF CABAZITAXEL AND DOCETAXEL
AGAINST HUMAN OSTEOSARCOMA DM77 IN NUDE FEMALE MICE.

In this example, the better antitumor activity of cabazitaxel as compared to
docetaxel for tumor growth inhibition was demonstrated in vivo.

The selected tumor model, DM77, was a low passage patient-derived tumor
xenograft derived from an osteosarcoma taken from the lung of a 19 year old male
patient.

The results of the experiments are reported below in Tables 10, 11 & 12 and
in Figure 7.

The tumor doubling time (in days; Td) was 6.6 days.

The following end points were used:

- Toxicity was declared at dosages inducing 2 20% body weight loss or 2 10 %
drug death;

- Antitumor efficacy was determined by calculating the AT/AC value in percent
on day 21 post treatment initiation, according to the above mentioned formula;

- Individual tumor volume changes from baseline were analyzed by a
non-parametric two-way ANOVA-TYPE (with factors: group and repeated day from 3
to 21) followed by a post-hoc contrasts analysis, with Bonferroni-Holm adjustment
for multiplicity, comparing all treated groups to the control group on day 21.
Additionally, a non parametric two-way ANOVA-TYPE (with factors: treated group
and repeated day from 3 to 56) was performed and followed by a contrast analysis,
with Bonferroni-Holm adjustment for multiplicity, to compare at each day the effects
of docetaxel and cabazitaxel when administered at the same dose or at equi-toxic
doses.

- At study completion, tumor growth delay (T-C) in days is calculated using the
median time to endpoint (MTTE) value for each treatment (T) group versus control
(C). The volume endpoint for T-C calculations was chosen to be 1400 mm?. A Log
Rank multiple comparison test with Bonferroni-Holm adjustment for multiplicity was
applied on individual TTE to compare the treated groups to the control group.

- Tumor regressions (as explained above).
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Results:

Cabazitaxel and docetaxel demonstrate anti-tumor effects compared to the
control (Figure 7 and Table 11). At day 21, a AT/AC of 14.1% or 18.5% was
reported for animals treated with 5.8 mg/kg of cabazitaxel or docetaxel, respectively
and 0% or 9.6% AT/AC was reported for animals treated with 9.3 mg/kg of
cabazitaxel or docetaxel, respectively. Animals dosed with 15 or 24.2 mg/kg had a
AT/AC lower than 0% for both test agents.

Comparison of tumor volume changes demonstrated that cabazitaxel at 9.3
mg/kg was more efficacious than docetaxel from day 25 to day 56 (Table 12).
Similar results are observed when comparing the numbers of PR between treatment
groups at 9.3 mg/kg (2/9 versus 0/9 PR, respectively) (Table 11).

Using weight loss as a gross indicator of toxicity, docetaxel appears to more
toxic than cabazitaxel (Table 10). Docetaxel at 24.2 mg/kg was inducing an
excessive body weight loss of 17% on day 14. At 15 mg/kg, docetaxe! Is inducing
14% body weight loss on day 11, which is comparable to the 15% body weight loss
observed for cabazitaxel at 24.2 mg/kg on day 14. Alternative analysis, adjusting for
the higher level of toxicity was performed (Table 12). The tumor volume changes
from baseline for docetaxel at 5.8, 9.3, or 15 mg/kg were compared along time to
cabazitaxel at 9.3, 15 or 242 mg/kg, respectively. Docetaxel was
significantly different from cabazitaxel: 5.8 mg/kg docetaxel to 9.3 mg/kg cabazitaxel
(from day 18) and 9.3 mg/kg docetaxel to 15 mg/kg cabazitaxel (from day 11). The
comparison of tumor volume changes did not show any significant differences at the
highest dosages, the study being terminated before the regrowth of the tumors.
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Table 10 - Cabazitaxel and docetaxel toxicity In nude mice bearing DM77
osteosarcoma

Weight Change Drug Deaths
Treatment Dose (mg/kg) Route/Schedule at Nadir
% Day Total Day(#)
Control - i.v./ q4dx3 - - - -
Cabazitaxe! 5.8 i.v./ qddx3 -5% 11 0 -
9.3 i.v./ q4dx3 -8% 11 0 -
15 i.v./q4dx3 -9% 11 0 -
242 i.v./ q4dx3 -15% 14 0 -
Docetaxe! 58 i.v./ q4dx3 6% 11 0 -
9.3 i.v./ q4dx3 -7% 14 0 -
15 i.v./ q4dx3 -14% 11 0 -
242 i.v./ q4dx3 “17% 14 0 -




Table 11 - Cabazitaxel and docetaxel antitumor activity in nude mice bearing DM77 osteosarcoma

17078

Do Tumor Volume Data (Day 21) MTTE T
Treament  (°%®  RoutelSchedule pedan  ATIAC e (s PN ;fs) N #PRICRITFS
(mm3) %
Control - i.v./ qddx3 1102.5 25 - - 10 -
Cabazitaxel 58 v/ gddx3 333 141 p=00006 49  p=00132 24 9 0/0/0
9.3 v/ gddx3 131 0  p<0.0001  >60  p<0001  >35 9 2/0/0
15 v gAdx3 78 93 p<00001 >0  p<0001 535 O 6/0/0
24.2 iv./ gddx3 101.5 69  p<0.0001  >60  p<0001  >35 10 5171
Docetaxe!l 58 Lv. gddx3 300 185  p=0.0056 53  p-0.0023 28 0/0/0
9.3 L.v./ gddx3 266 96  p<0.0001  >60  p=0.0014  >35 0//0
15 Lv./ q4dx3 78 59  p<0.0001  >60  p<0001  >35 O 3/0/0
24.2 iv./ gddx3 745 61 p<0.0001  >60  p<0001  >35 10 61N

*: Contrasts analysis versus controi with Bonferroni-Holm adjustment for multiplicity following a non parametric two-way Anova-Type on tumor

volume changes from baseline

**. Log-Rank muttiple comparisons test versus controi on individuals time to event
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Tabie 12 - Comparison of the tumor volumes of the groups treated with
cabazitaxel and docetaxel at the same dose and at equi-toxic doses in nude
mice bearing DM77 osteosarcoma

Median +/- nMAD (number of subject) and pvalue’

Cabazitaxel Cabaritaxel Cabaritaxe! Cabaritaxel Docetaxel Docetaxel Docetaxe! Docataxel
Samgkg 9.3mgkg 18mgkg 24.2mgkg 6Bmgkg 9.3mgkg 15mg/kg 24.2 mgkg

AT+1-4T B4 +1-54 224/-22 47447 874140 684-66 0+-0
DAY 4 tn=0) =) OO0 Tt tn=9) tn=9) tn=9) (n=10)
Comparison  Docetaxel Docetaxel Docstaxsl Docetaxet Cabazitaxel Cabazitaxel Cabazitaxel
versus SBmgkg B3Imghg 15mpkg 242mgkg O3mgkg  15mpkg 24 2mgig
p=10000 p=10000 p=10000 p=10000 p=10000 p=10000  p=1 0000
DAY 7 12141-80 734-73  0+-25  0+-95  73+-23 87 +-42 73473 0440
(n=0}) {n=9) {n=9) {n=10) {n=0) {n=0) {n=9) {n=10)
Comparison Docetaxel  Docetaxsl Docetaxsl Docetaxel Cabaritaxel Cabazitaxel Cabazitaxel
versus SBmgkg 9Imghkg  1Smokg 242mpkg 93mghg  15Smpkg 24 2mghg
p=10000 p=10000 ps10000 ps=10000 p=10000 p=0S271  p=10000
DAY 11 182 +1-89 104135 53 ¢£10 2854 122¢-58 98+-T7 A1 +-41 B0+-24

{n=9) {n=0) (@) 285(n=10}  (n=9) n=0) (=0} {n=10)

Comparison Docetaxel Docetaxsl Docetaxel Docetaxsl Cabazitaxel Cabazitaxef Cabazitaxel
versus S8mohg @JImghg 15mpAkg 242mphg 93mpkg  1Smpkg 242 mphg

p=10000 p=10000 p=10000 p=10000 p=10000 p=0.0008 p=10000

DAY 14 182¢/-07 194135 534127  -29085¢f 120483 G680 A1 ¢4 555420

(n=9) {n=0) {n=9) 29 5{n=10) {n=9) {n=9) {n=0}) (n=10)
Comparison Docetaxel Docetaxe! Docetaxel Docetaxel Cabazitaxel Cabazitaxel Cabazitaxel
versus 58mpkg  93Imgkg  1Smokg 242mohkg S3Imphkg  13mokg 24 2mpig
p=10000 p=1000C p=10000 p=10000 Pp=10000 p<0.0001  p=10000
DAY 18 195 /- 122 0+-32 J34-20 B154/-27 180 +- 118 98 +/-88 53+/-17 555420
{n=9) {n=9) {n=89) {n=10) {n=0) {n=9) {n=9) {n=10)
Comparison Docetaxel Docetaxel Docetaxsl Docetaxel Cabazitaxel Cabazitaxel Cabaritaxel
versus SBmgkg  GImghg  1Smokg  242mpkg 9Imghg  15SmOkg 24 2mghg
p=10000 p=0 1171 p=t 0000 p=10000 p=0.8302 p<0.0001 p=1 0000
DAY 21 120120 O+ B ¢L13 BI+-235 18944103 O0G6+/L-T4 54 +/- 12 555 ¢/
(n=9) (n=9) (n=g) (n=10) (n=9) (n=9) {n=s}) 10 5 (n=10)
Comparison Docetaxel Docetaxsl Docetaxsl Docetaxsl Cabazitaxel Cabazitaxel Cabazitaxel
versus Sampkg D3Imgkg  1SmOKg 242mghg 93mphg  15mpkg 24 2mpig
p=10000 p=01508 p=10000 p=10000 p=0.0175 p<0.0001 p=1 0000
DAY 28 984115 -18+-28 B5+L13 8954 217 4L 151 1244183 BB +L17 5554
{n=9) {n=9) {n=9) 24 5({n=10) {r=9) {r=9) {n=9) 10 5 {n=10)

Comparison  Docetaxsl  Docetaxel Docetaxel Docelaxs| Cabazitaxsl Cabazitaxel Cabazdaxel
versus S8mpkg UImpkg 1Smokg 242mohkg 93Imghg  13mgkg 24 2mghg

p=10000 p=00028 p=10000 p=10000 p=0.0002 p<0.0001 p=10000

DAY 23 08 ¢/-115 A5+/-20 B5¢/-13 L0+/-205 2004/-198 124 +/- 171 B8 +/-17 -535+/-13
{n=9) {n=9) {n=9) {n=10) {n=9) {n=0) {n=0) (n=10)
Comparison Docetaxet  Docetaxel  Docetaxel Doostaxel  Cabazitaxel Cabaritaxet Cabaritaxel
versus S58mgkg PImpkg 1S5mgAg 242mghg PImgkg  15mohkg 24 2 mghyg
p=10000 p=0000Z p=10000 p=10000 p<O0001  p<t.0001  p=10000
DAY 32 984108 AS+-20 85410 BOL2D5 3324200 154 4L201 BA+L1T 5354133
(n=9) (n=9} (=9} (n=10) {n=8} {n=0) {n=0) (n=10)

Comparison  Docetmxsl Docetaxel Docetaxel Docetaxel Cabazitaxel Cabartaxel Cabazitaxel
versus Samghg RImgkg 15mohg 242mphg PImgkg  1SmMphg 24 2mpag
P=10000 p<O.0001 p=10000 p=10000 p<0.0001 pc0.0001  p=10000

DAY 38 160 +/.182 B8+L7 £54-18 B0 +L35 3424250 169 +-235 BH 1D 57 6§+
(n=0) (r=0) (n=9) (r=10) (=8} (=9) (r=8) 45 5 (n=10)
Comparison Docetaxel Docetaxsl Docetaxel Docetaxel Cabazitaxel Cabazitaxel Cabazitaxet
versus Sampkg Q3mghg 15mpkg 242mphg 93mghg  1Smgkg 24 2mphg

p=10000 p<0.0001 p=10000 p=10000 p<0.0001 p<0.0001 p=10000
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Median +/- nMAD (number of subject) and pvalue’

Cabazitaxel Cabazitaxel Cabazitaxe! Cabazitaxel Docetaxel Docetaxel Docetaxsl Docetaxel
SAmgkg 93mghkg 1S5mghkg 24.2mghkg SSmgkg S3mghg 15mghkg 242 mgikg
DAY 39 238 +/. B8 +l-T7  B5+LI8 BOLIS 24121 2024/-208 88413 575+
1725 (n=8) {n=9) (n=9) {n=10} {n=N) (n=9) {n=9) 45 5 (n=10)
Comparison Docetaxel  Docetaxel Docetaxe! Docetaxe! Cabaztaxel Cabazitaxel Cabaztaxel
versus S8mghkg 33mghkg  15mghkg 242mghg FImghg  13mgkg 24 2mghg
p=10000 p<0.0001 p=10000 p=10000 p<0.0001 p<0.0001  p=10000
DAY 42 240 +/- 182 88 +/-T B54/-38 -7T1+/.485 401 +f- 300 +-375 88413 -57.5 +/-
{(n=6) {n=g) (n=9) (n=10) 1805(n=8)  (n=9) (n=9) 455 (n=10)
Comparison Docetaxe! Docetaxel Docetaxel Docetaxel Cabazitaxel Cabazitaxel Cabazitaxed
versus S8mghkp B3mghg 1SmgkQ 242mokg FImpkg  15mgkg 24 2mghg
p=10000 p<0.0001 p=10000 p=09813 p<0.0001 p<0.0001 p=10000
DAY 48 364 5 +/- BE+-T  -B854-38 714/-485  S48+l- 30041375 884111 575 +/-
228 (n=6) (n=g9) (n=9) (n=10) 1855(n=8)  (n=B) (n=8) 455 (n=10)
Comparison Docetaxe!  Docetaxet Docetaxel Docetaxel Cabazitaxel Cabazitaxel Cabaritaxel
versus Samghg SImgAkg 15Smghkg 242mghkg 9I3mghg  15SmgkQ 24 2mghg
p=10000 p<0.0001 p=10000 p=07558 p<0.0001 p<0.0001 p=10000
DAY 48 402 +/-254 BB+ T B54L.38 T14/-43 5124/ 142 424 5 +/. 50 ¢f. 91 A48 +/.458
{r=8) (=) (ne) {r=10) (a7 394 5 (n=8) (=) (n=10)
Comparison Docetaxel Docetaxel Docetaxel Docetaxel Cabazitaxel Cabariftaxel Cabaritaxel
versus S8mpgkg $3Imghp 1imghkp 242mgkg SImpAg  15mghkp 242mgig
p=00983 p<0.000Y p=00089 p=04781 p<0.0001 p<CO00Y p=0 G089
DAY 53 TOB #/- 518 AT +/1-25 -B85+4..38  L45+/ 857 5 «/- 542 «/- S8 4L 11 A8 +/-895
(n=6) (n=9) (n=9)  455(n=10) 211S5(n=8) 447 5(n=8)}  (n=9} (n=10)
Comparison Docetaxel Docetaxsl Docetaxel Docetaxel Cabazitaxel Cabazitaxel Cabaritaxel
versus S8mgkp BImokg  1SmokQ  242mokg 93mpk)  15mgkp 242 mplkg
p=07528 p<0.0001 p=07528 p=04742 p<0.0001 p<0.0001 p=07528
DAY 58 878 +/- A7 +/-28 -B54/-38 8454/ B755¢/- 4934238 -B8+4/-11 AB3+4/-895
802 5 (n=8) {n=9) (n=9) 48 5(n=10) 358 § (n=8) {n=?) (n=9) (n=10)
Comparison Docetaxel Docetaxel Docetaxet Docetaxe! Cabazitaxel Cabazitaxel Cabazitaxel
versus S8mghkg S3Imghg 1Smghkg 242mghg S3mghkg  15mgkp 24 2mghg
p=Q 7387 p<0.0001 p=07397 p=08100 p<0.0001 p<0.GO01  p=0 7397

¢ Contrasts analysis with Bonferroni-Holm sdjustment for multiplicity following a two-way ANOVA-TYPE on tumor volume
changes from basaline to compare, at each day, the groups treated with Cabazitaxel or Docetaxel st the same doss or &t equi-

oxic doses

Concluslon: Cabazitaxel and docetaxel demonstrated robust dose-dependent
anti-tumor activity. Overall, dosing with 15 mgkg and 9.3 mg/ kg of cabazitaxel
induces higher antitumor activity than docetaxel at an equivalent dose or a toxicity
adjusted dose. Overall cabazitaxel is more efficacious than docetaxel at both mid
doses, on a dose equivalent basis.
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Example §: ANTITUMOR ACTIVITY OF CABAZITAXEL AND DOCETAXEL

AGAINST HUMAN OSTEOSARCOMA DM113 IN NUDE FEMALE MICE.

In this second example, the better antitumor activity of cabazitaxel as
compared to docetaxel for tumor growth inhibition was demonstrated in vivo.

The selected tumor model, DM113, was a low passage patient-derived tumor
xenograft derived from an osteosarcoma taken from the lung of a 3 year old female
patient.

The results of the experiments are reported below in Tables 13, 14 & 15 and
in Figure 8.
The tumor doubling time (in days; Td) was 7.9 days.

The following end points were used:

- Toxicity was declared at dosages inducing 2 20% body weight loss or 2 10 %
drug death;

- Antitumor efficacy was determined by calculating the AT/AC value in percent
on day 28 post treatment initiation, according to the above mentioned formula;

- Individual tumor volume changes from baseline were analyzed by a non-
parametric two-way ANOVA-TYPE (with factors: group and repeated day from 3 to
28) followed by a post-hoc contrasts analysis, with Bonferroni-Holm adjustment for
multiplicity, comparing all treated groups to the control group on day 28. Additionally,
a non parametric two-way ANOVA-TYPE (with factors: treated group and repeated
day from 3 to 46) was performed and followed by a contrast analysis, with
Bonferroni-Holm adjustment for multiplicity, to compare at each day the effects of
docetaxel and cabazitaxel when administered at the same doses.

- At study completion, tumor growth delay (T-C) in days is calculated using the
median time to endpoint (MTTE) value for each treatment (T) group versus control
(C). The volume endpoint for T-C calculations was chosen to be 1600 mm®. A Log
Rank multiple comparison test with Bonferroni-Holm adjustment for multiplicity was
applied on individual TTE to compare the treated groups to the control group.

- Tumor regressions (as explained above).
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Resuits:

Treatment with cabazitaxel and docetaxel had minor impacts for the health
status of the animals though weight losses were noted at the higher doses of 24.2
(11% versus 13 %, respectively) and 15 mg/kg (9% and 8 %, respectively) (Table
13).

Both Cabazitaxel and docetaxel demonstrate anti-tumor effects compared to
the control via either tumor volume changes from baseline or T-C analysis (p<0.05
for both end-points), except at the 5.8 mg/kg dose level of docetaxel (AT/AC =
42.9%, p = 0.3938; T-C = 9 days, p = 0.1771) (Figure 8 and Table 14).

As shown in Table 15, comparison of tumor volume changes from baseline at
equivalent dose levels demonstrated significantly greater activity for cabazitaxel
compared to docetaxel at 9.3 mg/kg (on days 14 to 38), 15 mg/kg (on days 11 to
46), and 24.2 mg/kg (on days 11, 24 and 31 to 46).

Additionally, as reported in Table 14, when comparing the numbers of PR
between treatment groups, a greater activity of cabazitaxel compared to docetaxel
has been observed at 15 mg/kg (4/10 PR versus 0/10 PR, respectively) and at 24.2
mg/kg (5/10 PR versus 1/10 PR, respectively).

Table 13 - Cabazitaxel and docetaxel toxicity in nude mice bearing
DM113 osteosarcoma

Weight Nadir  Drug Deaths
% Day Tota! Day (#)

Treatment Dose (mg/kg) Route/Schedule

Control - i.v./ q4dx3 4% 3 - -
Cabazitaxel 5.8 i.v./ q4dx3 - - 0 -
9.3 i.v./ q4dx3 3% 3 0 -

15 i.v./ q4dx3 9% 14 0 -

242 i.v./ q4dx3 A1% 1 0 -

Docetaxei 58 i.v./ q4dx3 -2% 3 0 -
9.3 iv.fqd4dxd 3% 17 0* -

15 iv./q4dx3 8% 17 0 -

242 i.v./ q4dx3 13% 17 0 -

*one animal died on day 35 with no known cause of death following necropsy



17078

Table 14 - Cabazitaxel and docetaxel antitumor activity In nude mice bearing DM113 osteosarcoma

Tumor Volume Data
Teament Dot Roue DD MIE paue (IO o sercRATFS
(mm?) AT/IAC%  pvalue
Controt - i.v./ qddx3 1258 31 - - 10 -
Cabazitaxel 58 i.v./ q4dx3 512.5 29.4 p=0.0442 47  p=0.0206 16 10 0/0/0
9.3 l.v./ q4dx3 204 1.8 p<.0001 >59 p=00003 >28 10 0/0/0
15 L.v./ q4dx3 131 -4.4 p<.0001 >59  p<.0001 >28 10 4/0/0
242  Lv/q4dx3 112 -36 p<.0001 >59  p<.0001 >28 10 5/010
Docetaxel 5.8 L.v./ q4dx3 598 429 p=0.3938 41 p=0.1771 9 10 0/0/0
9.3 Lv./ q4dx3 442 27.4 p=0.0235 49  p=0.0208 17 9 1/0/0
15 L.v./ q4dx3 178 3.2 p<.0001 >59  p<.0001 >28 10 0/0/0
242 v/ qddx3 131 0 p<.0001 >59  p<.0001 >28 10 1/0/0

*: Contrasts analysis versus control with Bonferroni-Holm adjustment for muttiplicity foliowing a non parametric two-way Anova-Type on tummor volume changes from
baseline

* Log-Rank multiple comparisons test versus control on individuals ttme to event

(14
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Table 15 - Comparison of the tumor volumes of the groups treated with

cabazitaxel and docetaxel at the same equi-toxic doses in nude mice bearing
DM113 osteosarcoma

Med)an +/- MAD (number of subject) and pvatue’

Cabazitaxel  Docetaxel Cabazitaxel Docetaxel Cabazitaxel Docetaxel

Cabazitaxed Docetaxel

8.8 mg/kg S8mokg 83mghkg 9Imohkg  1Smgkg  15mgkg  24.2molkg  24.2 mgikg
DAY 3 S84L218 22542258 2085+L27 5054205 13413 28+1-26 954905 29541135
(n=10) (n=10) (n=10) (n=10) {n=10) {r=10) (n=10) (n=10)
comparison p=10000 p=10000 p=1 0000 p=1 0000
DAY 8 83 5 +/-37 054225 205+4-295 B55+/-27 0+-0 26 +/-20 0+-265 2235+-228
(n=10} (n=10} n=10} (n=10) (n=10) (n=10) (n=10} (n=10)
compartson p=0 5005 p=03795 p=0 5005 p=0 1587
DAY 11 83541218 1175+)-45 2954/-295 TI+/-425 235 - 134/.185 405+ 0+l 22
(n=10) (n=10) (n=10) (m10) 235(n=10)  (ns10) (n=10) (n=10)
comparison p=0 3121 p=0 3121 p=0.0058 p=0.0240
DAY 14 95¢.415 189+ 805 94-9 B554/-345 405430 134185 43 5 /- 95 +/-35
{n=10) (n=10) (n=10) (n=10) (n=10) (m10)  285(ns10)  (ns10)
compartson p=0 1492 p=~0.0253 p=0 0011 p=0 1105
DAY 17 95 +/-59 242 5 4/ 0+-0 11754/ 405130 13¢-185 405 +)- 95426
(n=10) 110 (n=10) (r10) 515 (n=10) (n=10) (n=10) 245(n=10)  (n=10)
compartson p=0 1028 p=0.0057 p=0.0011 p=0 1026
DAY 21 1585 +/-295 2785 ¢/ 0+-9 1405 ¢/-52 405 +/-30 Q19 40 5 +)- 954208
(n=10) 142 (n=10) (n=10) (n=10) (n=10) (n=10) 24 § (n=10) {n=10)
comparison p=0 10268 p=0.0005 p=0.0129 p=0 1028
DAY 24 234 4/-835 4354/ 159 0+ 31 230 ¢1-045 5041385 2254235 ADS «l 0+l-0
(n=10) (n=10) (n=10) (r=10) (r=10) (n=10)  405(n=10)  (n=10)
COMpPArson p=0.1050 p~0.0001 p=0.0018 p~0.0282
DAY 28 3MSel-08 487 - 204395 31144753 5041385 I85+4L355 405+ 0+/-98
(=10} 2315 (m=10)  (n=10) (n=210) (n=10) (n=10)  405(n=10})  (n=10)
comparison p=0 1511 p=0.0002 p=0.0008 p=00704
DAY M 450 54/ 123 588 +/- 204 B89+4/-89 390+/-005 -534~-385 4254295 A405+/- 3 0+-95
(n=10) (n=9) (n=10) (n=10) (r=10) (n=10) (n=10) {(n=10)
COMPArson p=0 2201 p=0.0011 p=0.0004 p=0.0332
DAY 35 8795¢/-220 BI3 4387 OB75+-T0S S454)-52 595429 81481 S1+.415 04+-95
(n=10) (n=9) (n=10) (n=9) {(n=10) {n=10) (n=10) (n=10)
comparison p=02378 p=0.0132 p<0.0001 p=0.0118
DAY 38 824 § +/-245 960 +)- 388 182 +/- 877 +/-118 59 5 ¢/ 81 +-01 S14-415 0+.95
{n=10) {n=8) 155 5 (n=10) (n=9) 29 5(n=10) (n=10) (n=10) (n=10)
comparison p=0 3251 p~0.0401 p<0.0001 p~0 0039
DAY 42 1007 +/- 248 1032 +/-328 311 +/-248 B2T 5 »)- 535 ¢/ 107 #/-90 514415 D#-95
(n=10) (n=7) (n=10) 203 5(n=8) 385 (n=10) (n=10) (n=10) (n=10)
comparison p=0 4213 p=0 2684 p<0,0001 p=0.0057
DAY 48 1548 5 /- 1340 +/- 384 578 «/- 1187 +/- 595 ¢/ 1554/ 153 514415 5054475
438 5 (n=10) (n=8) 37 5{n=10) AT S(n=8) 425 (n=10) (n=10) (n=10) (n=10)
comparison p=0 8530 p=0 8530 p<0.0001 p<0.0001

*: Contrasts analysis with Bonferroni-Holm adjustment for muliplicity following a two-way ANOVA-TYPE on tumor voluma
chenges from baseline to compare, st each day, the groups treated with Cabazitaxe! or Docetaxel at the gama dose or
at equi-toxic doses
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Conclusion: These results demonstrate that both cabazitaxel and docetaxel
demonstrate robust anti-tumor activity in this model. Furtthermore, cabazitaxel
demonstrates higher efficacy than docetaxe! at the 9.3, 15, and 24.2 mg/kg dose
levels.

Example 6: ANTITUMOR ACTIVITY OF CABAZITAXEL AND DOCETAXEL
AGAINST HUMAN EWING'S SARCOMA DM101 IN NUDE FEMALE MICE.

In this third example, the better antitumor activity of cabazitaxel as compared
to docetaxel for tumor growth inhibition was demonstrated in vivo.

The selected tumor model, DM101, was a low passage patient-derived tumor
xenograft derived from an Ewing's sarcoma taken from the bone of a 17 year old
male patient.

The results of the experiments are reported below in Tables 16, 17 & 18 and
in Figure 9.

The tumor doubling time (in days; Td) was 4 days.

The foilowing end points were used:

- Toxicity was declared at dosages inducing 2 20% body weight loss or 2 10 %
drug death;

- Antitumor efficacy was determined by calculating the AT/AC value in percent
on day 11 post treatment initiation, according to the above mentioned formula;

- Individual tumor volume changes from baseline were analyzed by a non-
parametric two-way ANOVA-TYPE (with factors: group and repeated day from 4 to
14) followed by a post-hoc contrasts analysis, with Bonferroni-Holm adjustment for
multiplicity, comparing all treated groups to the control group on day 11. Additionaily,
a non parametric two-way ANOVA-TYPE (with factors: treated group and repeated
day from 4 to 32) was performed and followed by a contrast analysis, with
Bonferroni-Holm adjustment for muttiplicity, to compare at each day the effects of
docetaxel and cabazitaxel when administered at the same doses or at equi-toxic
doses.

- At study completion, tumor growth delay (T-C) in days is calculated using the
median time to endpoint (MTTE) value for each T group versus C. The volume
endpoint for T-C calculations was chosen to be 2000 mm3. A Log Rank multiple
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comparison test with Bonferroni-Holm adjustment for muitiplicity was appiied on

individuai TTE to compare the treated groups to the controi group.
- Tumor regressions (as expiained above).

Results:

Both cabazitaxel and docetaxei demonstrate significant anti-tumor effects
compared to the contro! via AT/AC on day 11 (Figure 6 and Tabie 17).

Using weight loss as a gross indicator of toxicity (Tabie 16), docetaxei is more
toxic than cabazitaxei at 24.2 mg/kg (17% versus 5 % body weight loss).

At equivalent dose ievels, the comparison of fumor volume changes from
baseline shows no significant difference between the groups treated with cabazitaxei
or docetaxel at dose 5.8 and 9.3 mg/kg. However, as shown in Table 18, starting
from day 7, the groups treated with cabazitaxel at the 15 or 24.2 mg/kg doses were
significantiy different from the groups treated with docetaxeli at the same dose (15 or
24.2 mg/kg, respectively) or at the equi-toxic dose (9.3 or 15mg/kg, respectiveiy).

In addition, animals treated with 15 or 24.2 mg/kg of cabazitaxel induced more
CR and TFS as compared to docetaxel (8/9 CR and 7/¢ TFS for cabazitaxel versus
4/9 CR and 1/8 TFS for docetaxel at 15 mg/kg; 9/9 CR and 8/8 TFS for cabazitaxel
versus 3/9 CR and 2/9 TFS for docetaxel at 24.2 mg/kg).

Table 16 - Cabazitaxel and docetaxel toxicity In nude mice bearing
DM101 Ewing's sarcoma

Dose Weight Nadir Drug Deaths

Treatment (mg/kg) Route/Schedule % Day Total Day (%)
Control - iv./ q4dx3 - - - -
Cabazitaxel 58 iv./ g4dx3 - - 0 -
9.3 i.v./g4dx3 2% 7 0 -
15 i.v./ g4dx3 3% 7 0 -
242 Lv./ q4dx3 -5% 1 0 -
Docetaxe! 58 i.v./ g4dx3 1% 4 0 -
9.3 iv./q4dx3 4% 7 0 -
15 iv./qddx3 6% 14 0 -
242 Lv./ qd4dx3 “17% 14 0 -




Table 17 - Cabazitaxel and docetaxel antitumor activity In nude mice bearing DM101 Ewing’s sarcoma
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Tumor Volume Data (Day 11)
Treatment P98 RoutesSchedule . MITE  vawe~ JC n  #PRICRAFS
(mg/kg) Median ATIAC % pvalue’ (days) (days)
(mm?3)
Control - iv./q4dx3 940 16.9 - - 10 -
Cabazitaxel 5.8 iv./q4dx3 204 8.9 p=0.0044 348 p=0.0576 17.9 9 0/0/0
9.3 i.v./q4dx3d 255 9.4 p=0.0004 239 p=0.1185 7 9 11
15 i.v./q4dx3 0 -16 p<0.0001 >61 p=0.0002 >44.1 9 /o7
24.2 i.v./q4dx3 0 -18.3 p<0.0001 >61 p<0.0001 >44.1 9 9/9/8
Docetaxel 5.8 l.v./ q4dx3 366 247 p=0.0397 35 p=0.1185 18.1 9 0/0/0
9.3 i.v./q4dx3 505 368 p=0.0004 305 p=0.0576 13.8 9 4141
15 i.v./ q4dx3 204 8.9 p=0.0002 50.9 p=0.0562 34 9 41411
242 Lv./ q4dx3 300 149 p=0.0001 32.3 p=0.0576 15.4 9 41312

*: Contrasts analysis versus control with Bonferroni-Holm adjustment for muttiplicity following a non parametric two-way Anova-Type on tumor volume changes from

baseline

**: Log-Rank multiple comparisons test versus control on individual time to event
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Table 18 - Comparison of the tumor volumes of cabazitaxel and
docetaxel at the same equi-toxic doses In nude mice hearing DM101 Ewing'’s
sarcoma

Median +/- MAD (aumber of subject) and pvalue’

Cabazitaxel Cabazitaxel Csbazitaxel Cabazitaxel Docetazel Docetaxel Docetaxel  Docetaxel
SB8mg/kg 93mghke 15mphg M42mphg SB8mekg 93mghke 15mp/kg 242 mp/kg
04+-0 0+/-33 0+/-0 <19+-19  51+4/-38 25+4/-25 26 +/-25 26 +/-40
(n=0) {n=9) (n=9) (n=9) (n=9) (n=9) (n=9) (n=9)

Docetaxel  Docetaxel  Dooetaxel  Docetaxel Cabazitaxel Cabarntaxel Cabaritaxel
Compansonversus  og'vohg  93mphkg 1Smpkg 242mpkg 93mphg  1Smphg 242 mghe

p=10000 p=10000 p=1.0000 p=10000 p=10000 p=t0000 p=t0000

443 13441 NI HD2 150452 9B4-T9 96 +-1T2  TIH-100 122 +/-1B4
(=9} (n=9) (n=9) (n=9} (n=9) (n=9) (n=0) (n=5)

. Docetaxel  Docetaxel  Docetaxel  Docetaxe]l Cabazitavel Cabartaxel Cabazitaxel
Comparison versus  gg oks  93mphkg  1Smpkg 242mphg 93mpks  1Smpkg 242 mphe

p=1.0000 p=10000 p=00159 p=0.0042 p=065S5 p=0.0174 p=0.0043

T3H-T3 TI+H-1UB 131 +/-47 -150+4/-38 202+/-183 301 +/-223 73 +-186 122+/-184
(n=9) (n=9) (n=9) (=9} (n=9) (n=5) (n=5) (n=9)

. Docetaxel  Dooctaxel  Docetaxel  Docctaxel Cabazitaxel Cabazitaxel Cabantaxel
Comparisonversus g \okg  93mphg  15mpkg 242mghg 93mghg  ISmphg  242mpkg

p=10000 p=10000 p=0.0019 p=0.001% p=05726 p=0.0015 p=0.0019

1554/- 136 188 +4/-241 -1314/-47 150+/-38 446+/-393 472 +/-550 T3 +/-251 122+/-21%
{n=9) {n=9) (n=9) (n=9} {n=9) (n=9) (n=9) (n=9)

Docetaxel Docetaxel  Docetaxel  Docetaxel Cabazitaxel Cabazitaxel Cabazitaxel
58mpAg 93mpAg  ISmpkg 242mpkg 93mpAke ISmphg 242 mphe

p=1.0000 p=10000 p=0.0008 p=0.0012 p=04725 p=0.0003 p=0.0008

306 +/- 152 498 +/-485 -1314/-47 <150+4/-38 6404/-621 750 +/-828 169+/-347 12241234
(n=9) (n=9) (n=9) (=9} (n=9) (n=9) (n=9) (n=9)

. Docetaxel  Docetaxel  Docetaxel  Docetaxel Cabazitaxel Cabazitaxel Cabaztaxel
Comparisonversus  ¢y'rong 93mphg 1Smpkg 242mphkg 93mpghg 1Smghkg 24.2 mphe

p=10000 p=1.0000 p=0.0002 p=0.0003 p=06650 p<0,000] p=0.0002

489+/-199 766 +/-713 <131 +/-47 -150+/-38 BI3+/-756 B13+/-891 290 +/-468 394 +/- 407
(n=9) (n=5%) (n=9) (n=9) (n=9) (n=9) (n=9) (n=9)

Docetaxel  Docetaxel Docetaxel  Docetaxel Cabazitaxel Cabazitaxel Cabaritaxel
S8mphkg  93mpkz  1Smpkg 242mpkg 93 mgkg  1Smpkg 242 mpiksg

p=10000 p=10000 p<0.0001 p<0.000) p=07250 p<0.0001 p<0.000)

696.5 +/- 1095 4= I3 =47 -150+/-38 766 +/-478 T8+/-110 -78+/-100 3515+~
2955 (n=8) 1023 (n=9) (=) (n=9) (n=7) (=7) (n=7) 461.5 (n=8)

. Docetaxe!l  Docetaxel  Docetaxel  Docetaxel  Cabaritaxcl Cabazitaxel Cabazitaxel
Comparison versus  ggrong  93mphkg  1Smpkg 242mghg 93mghg  1Smghg 242 mphe

p=09784 p=06388 p=0.0001 p<0.0001 p=0.7289 p<0.000)  p=0.0001]

DAY 4

DAY 7

DAY 11

DAY 14

Comparison versus

DAY 17

DAY 20

Comparison versus

DAY 25

1097 +- 182.5 4/« <131 +/-47 -150+/-38 1140+/- 78 +-36 -B4S+/-T70 681+/-793
117(n=8) 248 (n=6) (n=9) (=0} 564 (n=7) (n=6} (n=6) {n=8)

. Docetaxe!  Docetaxe]l  Docetaxel  Docetaxel  Cabazitaxe! Cabazitaxe! Cabazitaxel
Comparison VersUs  so mpkg 93mghg 15mphg 242mphg 93mphg  1Smphg  24.2mphg

p=09886 p=05325 p=0.0003 p<0.0001 p=0.5169 p<0,0001 p=0.0003

DAY 28
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1396 4/- 385 +/-414 -1314/-40 -150+4/-38 1694 +/-  -78+4/-34 91 +/-40 254 +/-366
182.5 (n=8) {n=6) (n=9) (n~9) 281 (n=7) (=5} {n=5) (n=5)

Docetaxe! Docetaxel  Docetaxel  Docetaxe!  Cabazitaxel Cabazitaxel Cabaztaxe]
S5Bmgkg 93mpghkg 1Smghkg 242mgkg 93mpghkg 15mghkz 242 mpkg

p=08900 p=0.5900 p=0.0018 p<0.0001 p=05900 p<0.0001  p=0.0016

DAY 32

Companson versus

¢. Contrasts snalysis with Bonferroni-11oim adjustment for multiplicity following a twe-way ANOVA-TYPE on tumor volume changes
from baseline to compare, at each day, the groups treated with Cabazitaxel or Docetaxel at the same dose or at equi-toxic doscs.

Conclusion: Both cabazitaxe! and docetaxe! demonstrate robust anti-tumor
activity in this model. Cabazitaxei at the 15 or 24.2 mg/kg doses was significantly
more active than docetaxel at the same dose (15 or 24.2 mg/kg, respectively) or at
the equi-toxic dose (9.3 or 15 mg/kg, respectively).
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CLAIMS

1.  The compound of formuta (1):

U]

which may be in the form of an anhydrous base, a hydrate or a solvate,
for its use for the treatment of pediatric cancers.

2. The compound for the use of claim 1, for the treatment of pediatric solid
tumors.

3. The compound for the use of claim 2, wherein the pediatric solid tumors
are chosen from the group consisting of: anaplastic astrocytomas, glioblastomas,
anaplastic oligodendrogliomas, oligoastrocytomas, anaplastic ependymomas,
nephroblastoma, medulloblastomas, neuroblastomas, Wilm's tumors,
rhabdomyosarcomas, chondrosarcomas, Ewing's sarcomas and osteosarcomas.

4. The compound for the use of any one of claims 1 to 3, for the treatment
of rhabdomyosarcoma.

§. The compound for the use of any one of claims 1 to 3, for the treatment
of Ewing's tumor.

6. The compound for the use of any one of claims 1 to 3, for the treatment
of osteosarcoma.
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7. The compound for the use of claim 1, for the treatment of high grade
gliomas.

8. The compound for the use of any one of claims 1 to 7, wherein said
compound is in the form of an acetone solvate.

9. The compound for the use of claim 8, wherein the acetone solvate
comprises from 5% to 8% by weight of acetone.

10. The compound for the use of any one of claims 1 to 8, wherein said
compound is administered by parenteral route.

11. The compound for the use of claim 10, wherein said compound is
administered by intravenous route.
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