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Kankerregistratie

(6) Oral cavity & pharynx 4.7%

(2 )Lung & bronchus 19.2%

(7) Stomach 4.1%
(10)
(3) Colon & rectum 12.9%
(4)

(1) Prostate 19.3%

(8) Malignant Lymphoma’s 4.2%

(9) Skin melanoma 2.6%
(5) Skin others 5.4%
Unknown primary 4.2%
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Cabazitaxel (Jevtana ®)
P-gp gemedieerde MDR — 1

 In tumorcellen die resistent zijn (geworden) wordt door
overexpressie van P-gp docetaxel versneld uit de
tumorcellen verwijderd waardoor het zijn cytotoxisch effect

niet kan uitoefenen?'-2

Toegenomen efflux
docetaxel

Extracellulair
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Intracellulair
’ q ATP
n d
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Afgenomen intracellulaire concentratie
en verminderde cytotoxiciteit

] docetaxel

1Greenberger and Sampath. Resistance to taxanes. In: Teicher BA, ed. Cancer Drug Discovery and
Development: Cancer Drug Resistance. Totowa, New Jersey: Humana Press; 2Mita et al. Clin Cancer Res. 2009



Cabazitaxel (Jevtana ®)
P-gp gemedieerde MDR — 1

* Door beperkte affiniteit voor P-gp wordt cabazitaxel
niet/nauwelijks uit tumorcellen verwijderd en kan daardoor
hoge intracellulaire concentraties bereiken met
dienovereenkomstig cytotoxisch effect’2

Efflux cabazitaxel nihil

Extracellular

"r”“'W L

Intracellular gy N -
(]
" J:' I

I cabazitaxel

cabazitaxel bereikt hoge intracellulaire concentratie
toegenomen cytotoxiciteit
NB. Het transport over het celmembraan is afhankelijk van ATP http://games.mindgame.nl/klant/sanofi_aventis/Cabazitaxel.wmv

1Greenberger and Sampath. Resistance to taxanes. In: Teicher BA, ed. Cancer Drug Discovery and
Development: Cancer Drug Resistance. Totowa, New Jersey: Humana Press; 2Mita et al. Clin Cancer Res. 2009




1
Stabilisatie van microtubuli

. . . . 1
Anti-tumor werking in docetaxel-gevoelige tumoren

. .. . 1
Anti-tumor werking in docetaxel-resistente tumoren

- % 1
Passage bloed-hersen barriére

o - . 1
Oraal actief in diermodellen

docetaxel

+++

+++

cabazitaxel
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MCRPC patients who progressed during and
after treatment with a docetaxel-based regimen

(N=755)

Primary endpoint:







All grades (%) Grade 23 (%) All grades (%) Grade 23 (%)

Any adverse event







— antihistamine

— corticosteroid
— H2 antagonist
— Antiemetics
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= Hip Fractures:

Expensive to repair, long

hosp stays, and cause of

major disability

Assoc with decreased BMD

at proximal hip

90% are assoc. with an

age-related increase in falls

from standing height or

less

Affect 15% of women by = Incidence growing yearly:

slals il =1.26 million worldwide i
; ein

In 1998, ~340,000 hip 1990

fractures in men and

women > 65 in the US =By 2025, 2.6 mill
=2050, 4.5 mill
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Botmetastasen

. | Boimetastasen komen voor bij 400.000 patienten in de USA

¥ !.- :
. ¥

. ".,.:Bo1'p19tastasen komen voor bij 2500 patienten in Nederland’
.
« Vooral bij patiénten met borstkanker, prostaat en longkanker

« Symptomen en complicaties bestaan vaak uit:
- pijn
- hypercalcaemie
- pathologische botbreuken
- ruggemerg compressie

'Diagnostiek en behandeling van botmetastasen
Michiel A.J. van de Sande et al,
Ned Tijdschr Geneeskd. 2010;154:A2125




DAILY NEWS

Denosumab seen as new treatment
option for bone metastasis in
castrate resistant prostate cancer

A new randomized,
controlled phase I1I trial reported at Tuesday’s
Plenary Session found that denosumab, a
novel RANK ligand inhibitor, significantly
improved bone metastasis-free survival in
men with castrate resistant prostate cancer
(CRPC).
“This is the first large, randomized trial
to demonstrate that targeting the bone
microenvironment prevents bone metastasis
in men with prostate cancer,” said Matthew
R. Smith, M.D., PhD, Associate Professor
of Medicine at Harvard Medical School and
Director of the Genitourinary Malignancies
Program at the Massachusetts General
Hospital Cancer Center, Boston.
“Compared to placebo, denosumab
significantly increased bone metastasis-free
survival, time to first bone metastasis, and
time to symptomatic bone metastasis. Overall
rates of adverse events were similar between

Matthew R. Smith, M.D., PhD

the groups. Hypocalcemia and osteonecrosis
of the jaw, the known adverse effects of
denosumab, were frequently observed,” Dr.
Smith said.

“Based on the results of this global
randomized, controlled trial, we conclude
that denosumab is a potentially new and
important treatment option for men with
castrate resistant prostate cancer,” he added.

The study, known as Dmab ‘147, compared
the treatment effect of denosumab with
placebo on prolonging bone metastasis
free survival in 1,432 men with hormone-
refractory, or castrate resistant, prostate
cancer and rapidly rising PSA levels who
had no bone metastases at baseline. The
primary end point of the trial was time to
first occurrence of bone metastasis or death
from any cause, with secondary end points
including time to first occurrence of bone
metastasis (excluding death) and overall
survival.

‘“Bone metastases are common in men with

Denosumab Trial continued on page 27

On-site Registration
Wednesday . ...630 am. - 200 p.m.

Dffice of Education Course
Ticket Sales

Wednesday . ...6:30 am. - 200 pm.

CME Booth
Wednesday . ...6:30 am. - 400 p.m.
Thursday. ..... 6:30 am. - 12:30 p.m.

AUA Member Central Booth
Wednesday ....6:30 am. - 200 pm.
Thursday. . .... 7:30 am. - 1200 pm.




, DENOSUMAB / XGEVA T

)
. FDA APPROVES

FOR THE PREVENTION OF SKELETAL-RELATED

EVENTS IN PATIENTS WITH BONE METASTASES
FROM SOLID TUMORS

« Approval Based on Largest Clinical Program Ever
Conducted in Patients with Bone Metastases
« THOUSAND OAKS, Calif., — Amgen

Inc. (NASDAQ: AMGN) today announced that the U.S.

Food and Drug Administration (FDA) has approved
XGEVA™ (denosumab
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Hip fracture




SRE = Skeletal Related Event

« Pathologische fracturen
 Hypercalcaemie
« Spinal-cord compressie

Klinische interventies

« Radiotherapie tbv. botpijn

e Chirurgie van het bot tbv.
fractuur of compressie







Metastatic
Tumour Cells

C ines
Gro actors

. ~ . Osteoblasts

W 'S 1% "':
' Denosumab bindt zelf aan RANKL
en ;orgt er zo voor dat het

- RANKL niet meer aan de

"3§t PCI "‘h a ."o

Adapted from Boyle WJ et al. Osteoclast differentiation and activation. Nature 2003;423:337-342

Apoptotic
Osteoclast .
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Conclusie

Denosumab is een waardevol medicijn zowel voor de
behandeling van botverlies (botontkalking) als voor de
behandeling en/of voorkomen van botmetastasen
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TARGET

A growing list of drugs
designed to inhibit
specific tumor proteins
are approved to treat
breast cancer patients
{bofd) or are undergo-
ing clinical trials.

DRUG TYPE

@ Aromatase
inhibitor
(blocks an enzyme
involved in estrogen
and progesterone
synthesis)

@ Monoclonal
antibody
(impedes activation
of cellular receptors)

O Kinase inhibitor
(inhibits signaling
by cellular receptors)

@ Vaccine
(stimulates production
of antibodies specific
to tumor proteins; can
be composed of cells
or peptide molecules)

@ Other
(includes direct
inhibitors of other
molecules or
gene therapy 1o
alter cellular protein
manufacture)

D THERAPIES

TARGET DRUG
Estrogen/ @ Anastrozole
progesterone @ Letrozole

receptor proteins

HERZ receptor
protein

IGF-1 receptor
protein

PIZK/AKT/mTOR cell
survival pathway

VEGF receptor
protein {(involved
in forming tumor
blood vessels)

Other targets

@ Exemestane
@ Tamoxifen
@ Fulvestrant

O Trastuzumab

O Pertuzumalb

O Lapatinib

@ MeuVax

@ dHER?Z2

@ MVF-HER-2

@ El1A (gene therapy)

@ IMC-A12

@ CP-751, 871
@ AMG 479
@ h7C10

O 051-906

O BGT226
O BEZ2354
< RADOO
O Rapamycin

O Bevacizumab
O Sunitinib

O Vatalinib

O Pazopanib

O AZDZ1T

O AMGTOE

@ AMG386

@ PTC299

> Dasatinib (SRC inhibitor)

& THERATOPE

@ Dendritic cell vaccines

@ P53 peptide vaccine

@ ALTBO1 (p53 inhibitor)

@ AdSCMY-p53 (gene therapy)

@ Anti-p53 T-cell reinfusion

@ AZD2281 (PARP protein inhibitor)
@ B51-201 (PARP inhibitor)
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Injection for intravenous infusion
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The Desired T-cell Response to Tumours

Steps 1 and 2

1 - T-cell activation 2 - T-cell proliferation

APC=Antigen presenting cell



The Desired T-cell Response to Tumours

Steps 3 and 4

4 - Tumour cell destruction

However — tumours have the ability to evade the immune system, and
T-cell activation is under regulatory control. Immunotherapeutic
strategies aim to enhance this natural response



Ipilimumab: Mechanism of Action

T-cell T-cell T-cell
activation inhibition potentiation
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Ipilimumab haalt “rem” weg,, hierdoor T-cel activatie




Phase Ill Trial of Ipilimumab Plus gp100 Vaccine Versus gpl00 Vaccine Versus
Ipilimumab as Second-line Therapy in Advanced Melanoma: Treatment Schema

Key eligibility criteria:

» Stage III/IV melanoma

* Prior IL-2, dacarbazine,
and/or temozolomide

* HLA-A*0201 positive

Ipilimumab 3 mg/kg
gp100 vaccine 1 mg
g 3 weeks x 4

(n = 403)

Ipilimumab 3 mg/kg

_~3:1:1 _ Placebo
%.

\ g 3 weeks x 4

(n=137)
. 9p100 vaccine 1 mg
Placebo
g 3 weeks x 4
(n=136)

MN-=2002Z>»2

Primary endpoint: best ORR (original), changed to OS before unblinding/analysis
Secondary endpoints include: best ORR, duration of response, PFS, TTP

Hodi FS et al. N Engl J Med 2010;363:711-723




Phase Ill Trial of Ipilimumab Plus gp100 Vaccine Versus gpl100
Vaccine Versus Ipilimumab as Second-line Therapy in Advanced
Melanoma: Efficacy

Ipilimumab/ Ipilimumab/ gp100/
gp100 Placebo Placebo Arm A vs.
(Arm A) (Arm B) (Arm C) Arm C
(n =403) (n=137) (n=136)
2eeiienorll 6% 1% 1.5% P=0433 | P=.0012 | P=.0402
Response Rate
gf’tzase Control 20% 28.5% 1% P=.0179 P=.0002 | P=.0429
HR 0.68 HR 0.66 HR 1.04
Median Overall (95% Cl, (95% Cl, | (95% Cl,
Survival 10.0 months | 10.1 months 0.55-0.85) | 0.51-0.87) | 0.83-1.30)
P = .0004 P=.0026 | P=.7575
Survival Rate P
1year 44% as% \ K_25% ) NR NR NR
2 years 22% 24% 14% NR NR NR




Kaplan-Meier Analysis of Survival

e Ipi + gp100 (A}
——— pi alone (B}
= gp100 alone (C}

Comparison  HR  p-value
AmsAvs.C 068 0.0004
AmsBvs.C 066 0.0026

Ipi -+ pho gp100 + pbo
137 patsonts 136 patiants




Bijwerkingen

Phase Ill Trial of Ipilimumab Plus gp100 Vaccine Versus gpl100
Vaccine Versus Ipilimumab as Second-line Therapy in Advanced
Melanoma: Adverse Events

Adverse Events Ip“i"(lrl:':?;tél(%p“oo Ipilim;l':n:zg“"l’acebo gp1(:)‘0il’1lgg;ebo
Treatment Related
All grades 89% 80% 79%
Grade 3/4 17% 23% 11%
Deaths 2% 3% 1.5%
Immune Related
(All Grades)
Dermatologic 40% 43.5% 17%
Gastrointestinal 32% 29% 14%
Endocrine 4% 8% 1.5%
Hepatic 2% 4% 4.5%













Anti-emetica wederom verbeterd??

Anatomy of CINV

Brain Stem Vomiting Center
Area postrema
— Chemoreceptor trigger zone (CTZ)
Nucleus tractus solitarius

Dorsal motor nucleus of the vagus
nerve

Substance P/NK, receptors?

Serotonin/5-HT ; receptors?

Gl Vagal Afferent Nerve Fibers

Serotonin/5-HT, receptors?

Substance P/NK, receptors’

1. Diemunsch P et al. Drugs. 2000,60.5633-546.
2. Grunberg SM et al. N Eng/ J Med. 1993:329:1790-1796. [llustration by Kirk Moldoff.
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Ned

8 mg

Ondansetron 2 dd 8 mg p.o. of i.v.
Ondansetron 1 dd 16 mg supp
Granisetron 2 dd 1 mg p.o.
Tropisetron 1dd 5 mg p.o. of i.v.

125 mg

8 mg

Ondansetron 2 dd 8 mg p.o. of i.v.
Ondansetron 1 dd 16 mg supp
Granisetron 2 dd 1 mg p.o.
Tropisetron 1 dd 5 mg p.o. of i.v.

1. bron: www.pallialine.nl, herziene richtlijin misselijkheid en braken, versie 29 januari 2009

€9 MsD

Postbus 581, 2003 PC Haarlem,
Telefoon 023 - 5153153, www.msd.nl.




Day 1 Prechemotherapy

IVEMEND=

1N& mg IV

30 minutes prior
to chemotherapy

EMEND®

125 mg capsule 80 mg capsule
PO 1 hour prior PO once daily
to chernotherapy in the am.

80 mg capsule
PO once daily
inthe am.




Help misselijkheid en braken" te stoppen voordat het begint

Een behandeling

op basis van EMEND

wordt aanbevolen in de

Nederlandse richtlijn voor

misselijheid en braken bij:

» Chemotherapie op basis
van cisplatinum

« Chemotherapie op basis
van antracycline en
cyclofosfamide

EMEND IVEMEND

(oprepitont MSD)  (fosaprepitontdimedglumine, MSD)
“als gevelg van chemotherapie Preventle Vanaf de Start
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All patients received their first chemotherapy cycle that
included cisplatin 270 mg/m?

Regimen with single-dose IV
fosaprepitant dimeglumine Regimen with 3-day aprepitant
(fosaprepitant 150 mg, (aprepitant, ondansetron, and
ondansetron, and dexamethasone)
dexamethasone) (n=1,175)
(n=1,147)
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Overall (0-120 hours)

Time After Chemotherapy Administration
M Regimen with fosaprepitant (n=1,106) O Regimen with aprepitant (n=1,134)
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Overall (0-120 hours)
Time After Chemotherapy Administration

O Regimen with fosaprepitant (n=1,106) 0O Regimen with aprepitant (n=1,134)
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Overall (0-120 hours)
Time After Chemotherapy Administration

O Regimen with fosaprepitant (n=1,106) 0O Regimen with aprepitant (n=1,134)




Dosering en toediening van
IVEMEND ™ (fosaprepitant
dimeglumine)

wordt gegeven intraveneus op dag 1
als een infusie gedurende , toediening
ongeveer 30 minuten voor de chemotherapie.

Er worden capsules EMEND™ (aprepitant) meer
gegeven op dag 2 en 3.

IVEMEND gegeven worden samen met een
corticosteroid en een 5-HT; antagonist. ,

— De aanbevolen dosis van dexamethason -

met IVEMEND 150 mg verschilt van de

aanbevolen dosis met IVEMEND 115 mg op
dag 2 en 3. -






TriPack
3 copsues

[ 12580 |
(aprepitan) capsules




When fighting metastatic breast cancer*
little things count




Evolutie van Taxanen in de

U.S. Forest
Service collects
Pacific yew tree
bark and ships to
the NCI for study.
Drs. Wall and
Wani of Research
Triangle Institute
later find that an
extract from the
bark has antitumor
activity.

Oncologie

Extract from

1992 European Docetaxel
Paclitaxel yew approveql for
approved for e secqnd-lme
refractory approved for usein
metastatic P locally
ovarian cancer; breast cancer ad\{[antcetq of
purity and metastatic
production NSCLC.
problems

resolved.

New
ndication

L New taxane )i

1st taxane
approval

e

XT in 1tline
MBC approved

2004
Gemcitabine
+paclitaxel in
15t line MBC
approved

New
dicatio

' New

indicatio

ABRAXANE™

Docetaxel
+AC in adj BC
approved

Jan 2005
First nab-taxane
approved for MBC



Abraxane * is ontwikkeld om Cremophor-

iInduced Hypersensitivity Reactions te
voorkomen

» “Anaphylaxis and severe
hypersensitivity reactions...have

Anaphylaxis and severe hype®ensitivity reactions characterized

occurred in 2-4% of patients
by dyspnea and hypotension requiring treatment, angioedema, and . . . . . . 7
generalized urticaria have occurred In 2%-4% of patients receiving TAXOL recelvi ng Ta X0 / n C/ nica / tria / S

in clinical trials. Fatal reactions occurred in patients despite

premedication. All patients should b& pr ith corticosteroids,

diphenhydramine, and Hz antagonists. (Se AND = 1 1
ADMINISTRATION.) Patients who experience severe hypersensiti ; Fatal reactions have Occurred n

reactions to TAXOL should not be rechallenged with the drug. pa tien ts despi te preme dica tion ”

dCHAGENNSEN’

“No premedication to

N dicationt th Ivit i Fivi
reactions is required prior o admnistration of prevent hypersensitivity
ABRAXANE. reactions is required
prior to administration of

Abraxane”







CALGB 9342! (N =

Taxol Taxol
175 210

mg/m? mg/m?

23% 26%

3.9 4.1

44%

19%

474)

Taxol

250
mg/m?

21%

4.9
P=0.045

53%

32%

Pivotal Phase Ill Trial? (n=454)

33% 19% P =0.001

4.2 P=0.006

9% 22% P=<0.001

P=<0.001




*CochrantMantel-Haensze! test based upon all grades.




Cochran-Mantel-Haenszel test




JAbraxane
for Injectable Suspension

{naclitaxel protein-bound particles for injectable suspension)
(albumin-bound)

BOUND AND DETERMINED




3¢ Post O.N.S. Meeting




