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Systemische behandeling RCC

e Start van een systemische behandeling is eenvoudigste stap
e Bij een respons of clinical benefit vaak langdurige behandeling

e Hoe ga je zo goed mogelijk om met toxiciteit?

e Bijwerkingen zijn trigger om behandeling door Medisch Oncoloog

te laten geven
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Systemische behandeling RCC

e Interferon

e Bevacizumab
e Sunitinib

e Sorafenib

e Temsirolimus

e Everolimus
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Systemische Behandelingen RCC:
Interferon

IFN-a (%)
Event All grade Grade 3/4
Fatigue 51 11/<1
Nausea 33 0
Flu-like symptoms 24 3
Asthenia 20 5
Diarrhea 13 <1
Neutropenia/thrombopenia 50/20 6/<1
Hand-foot syndrome 1 0)
Depression 12 3

Motzer, et al. NEJM, 2007
WIN-O 25-03-2010 Escudier, et al. Lancet, 2007
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Systemische Behandelingen RCC:

e Toxiciteit dosis gerelateerd

B & weeks before IFN dose reduction

6 weeks after IFM dose reduction
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Porta,et al. Cancer Treatm Rev, 2009
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Systemische Behandelingen RCC:

Interferon

Dosering optitreren van 3x3 mlj E naar 3x9 mlj E

Paracetamol als co-med
Dosisreductie waarnodig

Geregelde BB controle

Porta,et al. Cancer Treatm Rev, 2009



Universitair Medisch Centrum Groningen

Systemische behandeling RCC

e Interferon

e Bevacizumab
e Sunitinib

e Sorafenib

e Temsirolimus

e Everolimus
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Targeting VEGF with Bevacizumab

R Bevacizumab
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Targeting VEGF with Bevacizumab

Bevacizumab

VEGF-A ./

VEGF Activation BLOCKED
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Systemische behandeling RCC

e Interferon

e Bevacizumab + Interferon
e Sunitinib

e Sorafenib

e Temsirolimus

e Everolimus

WIN-O 25-03-2010
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Systemische Behandelingen RCC:
Bevacizumab + Interferon (I)

Beva + IFN-a (%)

Event All grade Grade 3/4
Fatigue 51 11/<1
Nausea 33 0
Flu-like symptoms 24 3
Asthenia 20 5
Diarrhea 13 <1
Neutropenia/thrombopenia 50/20 6/<1
Hand-foot syndrome 1 0)
Depression 12 3

WIN-O 25-03-2010 Escudier, et al. Lancet, 2007
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Systemische Behandelingen RCC:
Bevacizumab + Interferon (II)

Beva + IFN-a (%)

Event Al grade Grade 3/4
Hypertension pAS 3
Proteinuria 18 7
Bleeding/epistaxis 33 3
Headache 23 P
GI perforation 3 2
VTE/ATE p) 1

WIN-O 25-03-2010 Escudier, et al. Lancet, 2007
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Systemische behandeling RCC

e Interferon

e Bevacizumab + Interferon
e Sunitinib

e Sorafenib

e Temsirolimus

e Everolimus

WIN-O 25-03-2010
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RCC: targeted therapy
BIE - 1) —m

Sorafenib
Sunitinib

Sorafenib Sorafenib

MTOR = mammalian target of rapamycin
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Which target(s) to inhibit?

Apo“ptosis Proliferation Angiogenesis Metastasis



7. Universitair Medisch Centrum Groningen

Which target(s) to inhibit?

Shc

JNK
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Target(s) GNAI1
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Verschillen tussen Sorafenib en Sunitinib:
Kinase dendrogram voor 113 kinasen

Sorafenib Sunitinib

Kd
@<inm
@ 1-10nM
® 10100 nM
e 100 nM—1 uM
e 1-10puM

Sunitinib

Stein, Clin Cancer Res, 2007
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Multitargeted Agents: Toxicity vs Efficacy?

Increasing inhibition of each kinase: unknown effect

High toxicity,
low efficacy o
=
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Low toxicity,
high efficacy

Efficacy
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Systemische behandeling RCC

e Bijwerkingen van Tyrosine Kinase remmers zoals
sunitinib en sorafenib ontstaan doordat ze veel
meer targets hebben dan veronderstelt
noodzakelijk voor anti-tumor effect:

(remming VEGF en PDGF receptor signaling).

WIN-O 25-03-2010
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Systemlsche Behandelingen RCC:
Sunitinib (I)

Sunitinib (%)

Event All grade Grade 3/4
Fatigue 51 Vs
Diarrhea 53 5
Nausea 44 3
Stomatitis 25 1
Hypertension 24 8
Hand-foot syndrome 20 5
Ejection fraction decline 10 2

WIN-O 25-03-2010 Motzer, NEJM, 356: 115-124, 2007



Sunitinib (II)

Sunitinib (%)

Event All grade Grade 3/4
Neutropenia 77 15/1
Thrombopenia 68 8/1
Anemia 78 5/1
Hypothyroidism 21

WIN-O 25-03-2010 Motzer, NEJM, 356: 115-124, 2007
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Systemische Behandelingen RCC:
Sorafenib (I)

WIN-O 25-03-2010

Sorafenib (%)

Event All grade Grade 3/4
Fatigue 37 5
Diarrhea 43 P
Nausea 23 <1
Stomatitis pal 6
Hypertension 22 4
Hand-foot syndrome 30 6
Rash Z10 1

Escudier et al: NEJM, 2007
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Systemische Behandelingen RCC:
Sorafenib (II)

Sorafenib (%)

Event

All grade Grade 3/4
Neutropenia 18 5
Thrombopenia 12 1
Anemia 44 p
Hypothyroidism 11

WIN-0 25-03-2010 Escudier et al; NEJM, 2007
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Systemische behandeling RCC

e Interferon

e Bevacizumab + Interferon
e Sunitinib

e Sorafenib

e Temsirolimus

e Everolimus

WIN-O 25-03-2010
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MTOR in Renal Cell Cancer pathways
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Systemische Behandelingen RCC:
Temsirolimus

Temsirolimus (%)

Event
All grade Grade 3/4

Fatigue 51 11
REN 47 4
Diarrhea 27 1
Peripheral edema 27 2
Hyperlipidemia 27 3
Trombopenia 14 1

Hudes, et al. NEJM, 2007

WIN-O 25-03-2010
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Systemische Behandelingen RCC:
Everolimus

Everolimus (%)

Event
All grade Grade 3/4

Fatigue 20 3
Rash 25 1
Diarrhea 17 1
Stomatitis 37 3
Bone marrow depression PA) 1
Hyperlipidemia 27 3
Pneumonitis 8 3

Motzer et al. Lancet, 2008
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Meest frequente toxiciteit behandeling RCC

e Fatigue

e Skin toxicity
e Stomatitis

e Diarrhea

e Hypertension

e Hypothyroidism

WIN-O 25-03-2010
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Huidveranderingen

Alopecia
hypopigmentation

eborrheic dermatitis or

papulopustular rash
Erythema

Subungual splinter
hemorrhages

Hand-foot skin
reaction
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Huidveranderingen

e Kleurverandering huid
cyclisch blank = vaalgeel (sunitinib)
e Haar

- Depigmentatie (wit gedurende behandeling, originele
kleur tijdens rustperiode: “zebra strepen”)

e Droge, rode gebarsten huid: gezicht, handen
e Rash (extremiteiten) zonder jeuk

e Palmaire-plantaire erythrodysesthesie (PPE)

— Eeltplekken: pijnlijk, voornamelijk op drukplaatsen en
tenen: vervellen tijdens herstel
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Depigmentatie haar

Courtesy of Cleveland Clinic Taussig Cancer Center
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Palmar-Plantar Erythrodysesthesia

= |

iy

Lipworth et al. Oncology, 2009
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Palmar-Plantar Erythrodysesthesia
Behandeling

e Verwijder hyperkeratose/callus

e Ruime schoenen, gelpads. Katoenen handschoenen.

Vermijden heet water.
e Grl vochtregulerende creme

e Gr2 ureum zalf

medicatie stop, dosis reductie

e Gr 3 medicatie stop, dosis reductie

Lipworth et al. Oncology, 2009

WIN-O 25-03-2010



TSH (miLY)

Universitair Medisch Centrum Groningen

Hypothyreoidie bij sunitinib

Frequentie 4-23%, subklinisch 60-85%

Risico neemt toe met behandelduur
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Wolter, et al. Br J Cancer, 2008
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Hypothyreoidie bij sunitinib

Hypothetisch mechanismen

° Destructieve thyreoiditis

° Involutie door vasculaire veranderingen
° Verminderde jodium uptake

o Inhibitie peroxidase

o Combinatie
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Hypothyreoidie bij sunitinib

Maasure TSH and T4 bafore starting sunitinik If thyroid dysfunction, treat approprataly. Be awara that patients
undar hormene replacement tharapy may require higher doses of
homona replacemeant therapy to maintain a normal TSH

¥
Maasure TSH on days 1 and 28 in the first 4 cycles of sunitinib treatment TSH nomal in the first 4 cycles

¥ ¥

f TSH=ULM on day 1 andfor day 28 Moasura TSH on day 28 of every 3 cycles

¥ Y

ff TSH=10 miU 1™ on day 1 I TSH=ULN but <10 miU 177, suggesting If TSH=ULN on day 28 of 3-monthly

+ normal T4 but with symptoms of high probability of thyreid dysfunction, screaning, suggasting thyroid dysfunction,
by pothyraidism continue to measura TSH on days 1 and 28 [ rastart to measure TSH on days 1 and 28
or+ low T4 of subsaquant cycles of each cycle

start hormone replacemant tharapy aiming
at normalisation of TSH

¥

Continue to measura TSH aftar sunitinib
retrieval: partial recovary of thyroid function
possible

Figure 2 Proposed algonthm to diagnose and treat thyroid dysfunction during sunitinib treatment.

Wolter, et al. Br J Cancer, 2008
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Is toxiciteit nuttig?

e Toxiciteit als predictieve marker voor benefit
e Rash bij cetuximab
e Hypertensie ontwikkeling van invloed op PFS

e Hypothyreoidie van invloed op PFS?
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Kosten managen toxiciteit Sunitinib of Beva/IFN
000 B Sunitinib [l Bevacizumab + IFN

2 adtverse event
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Figure 2 Total averags cost per pabient of ma ;_rl g grade 3—4 adverse
eyents associated w |t". bevacizumab plus IFN or with sunitinb in patients
with metastatic RCC. [FMN = interdferon-ala R :=’:— renal call carcinoma.

Mickisch et al. Br J Cancer, 2010
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Conclusies toxiciteit RCC behandeling

e Bij respons en/of clinical benefit vaak langdurige

behandeling.

e Geringe maar chronische bijwerkingen grote impact op QoL

en compliance.

e \roegtijdige signaleren/interventie en ondersteuning in

geval van toxiciteit.

e Drug specifieke monitoring noodzakelijk

WIN-O 25-03-2010
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