Targeted ofwel doelgerichte therapie en immunotherapie
In de oncologie
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Chemotherapie
bijwerkingen

werkt maar veel



Doelgerichte therapie
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Targeted therapie mammacarcinoom

chemotherapie

aromatase

romare tamonifen trastuzumab
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ER = pestrogeen receptor

Her2 = Her2/neu = Cerb-B2
bij 80% borstkanke ‘ ‘
B van borstkankers Blgﬂaal 2 bij 20% van borstkankers
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‘Biological therapie’ of
‘doelgerichte therapie

Tumor cel

‘mab’ = monoclonal antibodies
ER = estrogen receptor

PR = progesteron receptor

‘nib” = tyrosine kinase inhibitors

‘andere”



tamoxifen
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herceptin

Normal breast cancer cell Abnormal HER2+ breast cancer cell
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Normal amount of HER2 receptors Too many HER2 receptors send
send signals telling cells to grow more signals, causing cells
and divide.” to grow too quickly.’

Nucleus

Without Herceptin With Herceptin

No Signaling
Cancer Cell Cancer Cell Cancer Cell Mo Cancer
Survival Growth Death Cell Growth



Receptor-specific ligands
Drug payload
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Trastuzumab Emtansine (T-DM1):
Mechanism of Action

Trastuzumab-specific MOA
+ Antibody-dependent cellular

cytotoxicity (ADCC) HER2
+ Inhibition of HER2 signaling
+Inhibition of HER2 shedding
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Adapted from LoRusso PM, et al. Clin Cancer Res 2011.

www.esmo2012.org



Targeted therapie

* Minder bijwerkingen dan chemotherapie

* /o wel ingezet bij gemetastaseerde ziekte als adjuvant
* Biomarker van belang, maar niet altijd



Biomarkers bij mammacarcinoom

[HC scoring: semi-quantitative
interpretation of HER2 expression

‘0’ (negative) “1+ (negative)

‘3+’ (positive)

Normal breast cancer cell Abnormal HER2+ breast cancer cell
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Genomic Pattern Leads to Treatment Options and Strategy
for Women with Breast Cance(

6 in 10 in 1[] in 1[]
have cells with receptors for have cells with too have cells with no receptors for
estrogen and/or progesterone many HER 2 receptors estrogen, progesterone or HER2
HORMONAL THERAPY TARGETED THERAPY CHEMOTHERAPY*

*chemotherapy is not a targeted treatment option



DCIS or LCIS Invasive
only? Yes S tumour size o — 30 +

(mm)
Age at If there was more than one tumour, enter the size of the largest tumour. If neo-adjuvant therapy was undertaken, enter
diagnosis o - 60+ the size before nec-adjuvant therapy.
Age must be between 25 and 85 Tumour grade o 12 3
Post o Yes No Unknown
Menopausal?
Detected by o Screening  Symptoms  Unknown
ER status 6 Posilive Megative

Positive nodes o - 3 +

Micrometastases
Yes Mo Unknown
only

HER2 status o Posifive Negative Unknown

Ki-67 status o Paositive MNegative Unknown Enabled when positive nodes is 1.

Fositive means more than 10%

Treatment Options Results

rﬁnau:)r;e 0 No | 5 Years | 10 Years Table Curves Chart Texts lcons

Hormone (endocrine) therapy ) ) )
Available when ER-status is positive Select number of years since surgery you wish to consider:

5 10 15

Chemotherapy o Mone 2ndgen 3rd gen N .
This table shows the percentage of women who survive at least 10 years after surgery.

Trastuzumab o No fires Treatment Additional Benefit Overall Survival %
Available with chemotherapy when HER2 status is positive
Surgery only - 54%
Bisphosphonates o No  Yes
) + Hormone therapy 10% (5.8% — 13%) 64%
Available for post-menopausal women
+ Chemotherapy 6.9% (6.9% — 11%) 2%
+ Trastuzumab 52% (3.7% —T7.3%) 18%
+ Bisphosphonates 2.3% (0.9% — 3.5%) 80%

If death from breast cancer were excluded, 91% would survive at least 10 years, and 9% would die of

other causes.o



Results

Table Curves Chart Texts

Select number of years since surgery you wish to consider:

5 10 15

This display shows the number of women who survive at least 10 years after surgery.

O00000000

Press and hold ) for another decimal place to see how the numbers add up.

O 9 deaths due to other causes

@ 2 exira survivors due to bisphosphonates
@ 5 extra survivors due to trastuzumab

© 9 extra survivors due to chemotherapy

@ 10 extra survivors due to hormone therapy

@ 54 survivors with surgery alone



Immunotherapie

Ontwikkeling kankercellen

Normale celdeling
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Gezonde cel ‘

Genetische
veranderingen

: Kwaadaardige
vermenigvuldiging knnkerceldehy tumor
kankercel

T

Kankercel T “ =

Abnormale celdeling

De T-cel, afweercel van
het menselijk
immuunsysteem

[mmuuntherapie

Kankercel De T-cel herkent de
abnormale cel,
valt aan en doodt de
kankercel



PD-L1/PD-1 binding inhibits T cell
killing of tumor cell

Tumor cell

Blocking PD-L1 or PD-1 allows
T cell killing of tumor cell

Tumor cell
death

© 2015 Terese Winslow LLC
U.S. Govt. has certain rights
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Types of cancer immunotherapy

ki
Antibody-drug i ~nes
conjugates ::.‘
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Molecular targeted, chemo-
and radiotherapy
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DNA schade & succes van immunotherapie
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Colon carcinoom

UITZAAIINGEN NAAR
ANDERE ORGANEN

STADIUM 0
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Midgut derivative
TWomen

T Sessile serrated lesions
T Mucinous tumours

Overall worse prognosis™

TCMP-high
TBRAF
T MSI-high

T MSIimmune tumours (CMS1)

T Metabolic tumours (CMS3)
( TKRAS)

Patient’s
right

Patient’s
left -

’
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Transverse colon

Ascending
colon L
Descending

/' colon

Sigmoid colon

’ Rectum

’

Hindgut derivative
TMen

Overall better prognosis*

TMesenchymal (CMS4)

T Canonical (CMS2), distally
TTP53

TAPC




MMI high tumoren

0 Normally, cancer cells ﬂourish

by sending amessage
aongmoleclar /7

‘pathways’ to
‘receptors’ on
the surface of the
body’s immune system
T-cells to stop being attacked

6 But the breakthrough
drug blocks the mtsleadmg
messages getting -

through

=

€ Now the T-cells \
can attack the cancer
cells and destroy the tumour




pembrolizumab

100 -
90 - Events HR (95%Cl) P
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Pembrolizumab for the Treatment of Microsatellite Instability-High Solid Tumors
Leigh Marcus, Steven J. Lemery, Patricia Keegan and Richard Pazdur
Published July 2019



Immunotherapie

* bij genetisch instabiele tumoren (melanoom, long)
« uitbreidend indicatie gebied (Rechtszijdig coloncarc, blaas)

maar...........
* Heel ander bijwerking profiel
 kunnen vroeg optreden, maar ook pas na maanden



Brain:

Hypophysitis

Multiple Scherois
Guillain-Barre Syndrome

Ocular
Skin:
Rush
Pr:r?tis Thyroid:
Vitiligo Hashimoto’s Thyroiditis
Graves Disease
Lungs:
Pneumonitis
Asthma Gl Tract:
Wegener's Granulomatosis Ulcerative Colitis
Diarrhea
Chron’s Disease
Liver:

Autoimmune Hepatitis

Blood:
Bone Marrow Aplasia Nerves:
Thrombocy}t\l‘:emia Peripheral Neuropathy
Hemolytic Anemia

Dysglycemia

Muscles: F}*‘
Myositis

Bones: AN
Arthritis i \ |




» Gemiddeld 6-12 weken (data ipilimumab)

loxicity Urade

== Rash, pruritis

Liver toxicity
== Diarrhea, colitis
== Hypophysitis




Hypofysitis <1 %

e Kan lange tijd na start behandeling of na behandeling optreden
* Moe
* Gewichtsverlies
* Orthostase

° 1 == Rash, pruritis
hypoglycamle Li.vertgxicity. .
° laag co rtisol == Diarrhea, colitis

== Hypophysitis




Standard treatment

Cancer patients with e.g. colon cancer Cancer patients with e.g. colon cancer

Biomarker diagnostics
Blood, DNA, urine and tissue analysis
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 Chemotherapie blijft nog steeds belangrijk
Voorspelbare bijwerkingen meestal <2 weken
* Doelgerichte therapie
mild bijwerkingprofiel, vaak ingezet ogv biomarker
* Immunotherapie
Indicatie gebied breid uit
auto immuun bijwerkingen tot wel 6 maanden na staken



