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Zur Systematik der Signaltransduktion:
Der Hamburger Hafen
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Hamatopoetische Stammzelle
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JOURNAL OF CLINICAL ONCOLOGY

First-Line Gefitinib in Patients With Advanced Non-Small
Cell Lung Cancer Harboring Somatic EGFR Mutations
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Fig. 1. Schematic representation of structural components of receptor tyrosine kinase (RTK) subfamilies.




BIOLOGY OF NEOPLASIA

Status of Epidermal Growth Factor Receptor Antagonists in
the Biology and Treatment of Cancer

Fig 1. Mechanisms of receplor odiivation. Epidermal growth fodior recepiiors and members of the receptor family [HER2/3/4) become odlivated by dimerizofion. The
mechonisms that promote the formafion of recepior dimers inchede ligand binding, recepior overexpression, and tronsociivation fheterodimerizafion]. After recepior
dimerizofion, oclivation of the infirinsic profein tyrosine kinase odlivity occurs, resuling in fyrosine cutophosphorylafion. These events result in the recruiiment and
phosphorylation of several introceliular substrates, leoding fo mitogenic signaling and other cellulor octivities.
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Wachstums-faktor — rezeptoren = Turschloss

Zellkern

;;;';;;;,;;;;;;_e;sv'TE Var. nach Josep Tabenero, Vall d°Hebron Universitiatskliniken, Barcelona, Spanien



Verfuhrer und térichte Jungfrau
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Var. nach Josep Tabenero, Vall d°Hebron Universitatskliniken, Barcelona, Spanien
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Asthetik der Unsicherheit: Krebszellen unter dem Fluoreszenzmikroskop (Zellkerne: blau)
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Kleine MolekUle: Therapeutische Zielstrukturen

Anti-EGFR / HER
AVZ MAK

Anti-HER1, HER2, HER4
Tyrosinkinase-Inhibitoren

@ RAS-Farnesyltransferase-
Inhibitoren

RAF- Inhibitoren

MEK- Inhibitoren
MTOR- Inhibitoren

H. Wilke Essen 11.6.08
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Eisenbahnen der Welt
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Figure 1. Molecular Pathways and Targeted Therapies in Renal-Cell Carcinoma, N ENGL) MED 3562 WWW.NEJM.ORG JANUARY 11, 2007




Das Nebenwirkungsprofil von Nexavar

Mehrheit der Nebenwirkungen waren Grad 1 und 2

Haufig: Hauttoxizitat 66%
Hand-Ful3-Reaktion 62%
Fatigue 73%
Schmerzen 58%
Diarrhoe 58%

Bluthochdruck Grad 3 31%



Unerwinschtes Ereignis

Sunitinib (N = 63)

Grad 1-2

Grad 3/4

Mudigkeit/Asthenie

43

2215

Schmerzen/Myalgie

43

14 /3

Ubelkeit/Erbrechen

43

10/0

Stomatitis/Mukositis

41

3/0

Dyspnoe

21

13/0

Appetitlosigkeit,
Gewichtsabnahme

30

5/0

Diarrhoe

27

3/0

Geschmacksstorungen

25

0/0

Kopfschmerzen

19

5/0

Husten

21

210




Unerwinschtes Ereignis

Sunitinib (N = 63)

Grad 1-2

Grad 3/4

Obstipation

21

0/0

Periphere Odeme

14

210

Benommenheit

14

0/0

Dyspepsie

14

0/0

Mundtrockenheit

13

0/0

Depression

10

210

Hauttrockenheit

11

0/0

Hypertonie

§)

5/0

Hautausschlag

11

0/0

Hautverfarbung

11

0/0













Kutane Nebenwirkungen
Behandlungsvorschlage

Feuchtigkeitscreme morgens
Sonnenschutzcreme morgens
Topische Corticosteroide -----

Doxycyclin 100 mg morgens  und

abends

abends

Mitchell E. et al:
WCGIC 2008
Abstract O-021



Hamatotoxizitat

N= 33 % Grad | % Grad I % Grad Il

Neutropenie

Anamie

Thrombopenie




Journal of Clinical Oncology, Vol 25, No 21 (July 20), 2007: pp 2993-2995
VOLUME 25 - NUMBER 21 - JULY 20 2007 DOI: 10.1200/JC0.2007.11.5113

Hypertension, Proteinuria, and Antagonism of
Vascular Endothelial Growth Factor Signaling:
Clinical Toxicity, Therapeutic Target, or

Novel Biomarker?||>>> Ekzem >>> Hypertonie

Willem J. van Heeckeren, Division of Hematology/Oncology, Department of Medicine, Case Western Reserve University
(CASE), School of Medicine, Cleveland, OH

Jose Ortiz, Division of Cardiology, Department of Medicine, CASE School of Medicine, Cleveland, OH

Matthew M. Cooney and Scot C. Remick, Division of Hematology/Oncology, Department of Medicine, CASE School of Medi-
cine, and Developmental Therapeutics Program, CASE Comprehensive Cancer Center, University Hospitals CASE Medical
Center, Cleveland, OH




Dauer der Studientherapie

Sunitinib (N = 63)

Anzahl der begonnenen Zyklen,

Median (Bereich) = (=)
Therapieunterbrechung” (%) 27
Unerwinschtes Ereignis 24
Sonstige Grunde 3
Dosisreduktion** (%) 21
Unerwiinschtes Ereignis 10
Sonstige Grunde 11
Abbruch wegen UE (%) 38

* Therapieunterbrechung: Verzégerte Gabe innerhalb eines Zyklus

** Dosisreduktion: 16% reduziert auf 37,5 mg, 5% auf 25 mg Socinski et al. ASCO 2006: Abstract 7001



Hemmung diverser Rezeptoren / Enzymkinasen durch Tyrosinkinase-inhibitoren (TKI)

ki erpB2 | c=Kdiy [ BDGE [ VEGE | EGE | ERHA SRC | RAFE:
/ / /Abl B B B B Kinase Kinase
REZEPTOREN (R) —_—

EGER

EPHA Ephrin A Rezeptor / SRC — Kinase Socinski et al. ASCO 2006; Abstract u..



THE MAGIC

OF MICROARRAYS

Research tools known as BY STEPHEN H. FRIEND
DNA microarrays are AND ROLAND B. STOUGHTON

already clarifying the
molecular roots of health
and disease and
speeding drug discovery.
They could also hasten
the day when custom-
tailored treatment plans
replace a one-size-fits-all
approach to health care

DOT PATTERNS EMEAGE when DKA microarrays
atadjze twsue samples. Individua! differerces
those patterns could ene day help doctars match
treatments to the uniges needs of each patient.

34  SCIENTIFIC AMERICAN

ocinski et al. ASCO 2006; Abstract 7001.
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Miolektilare Pradiktoren emnes Sii= Effektes

Amplifikation von
HER1 (EGFR)
Gen Kopien 5 %

Isolierte HER (EGFR)
Gen Mutation
1%

Amplifikationvon
HER (EGER)
Gen Kopien

& HER-Mutation
1%

Amplifikation von

EGFR Gen Kopien mit
hoher Expression des

HER (EGFR)-Genprodukts
& EGFR-Mutation 7%

Hohe Expression des HER
(EGFR) - Genprodukts
44 %

Amplifikation von HER
(EGFR) Gen Kopien
und Expression des
EGFR-Genprodukts
20%

Hohe Expression des
HER (EGER) -
Genprodukts

& EGER Mutation

3 %
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Gibt es Fragen?



