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ANTI-CTLA-4 EN ANTI-PD-1/L1 ANTILICHAMEN
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LANGE TERMIJN OVERLEVING BIJ 4846 PATIENTEN
BEHANDELD MET IPILIMUMAB
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ATYPISCHE TUMORRESPONSEN

Pre-treatment

During treatment
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PSEUDOPROGRESSIE
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Breakthrough oﬂthe Yex 2013

" Cancer R
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T cells on the attack

-
ANTONI %
VAN 77
LEEUWENHOEK &; 2
NEDERLANDS KANKER INSTITUUT



ANTI-PD-1 ANTILICHAAM

e N EW E N G LA N D B Patient with Renal-Cell Cancer C Patient with Melanoma
JOURNAL o MEDICINE T

ESTABLISHED IN 1812 JUNE 28, 2012 VOL. 366 NO. 26

Safety, Activity, and Immune Correlates
of Anti-PD-1 Antibody in Cancer

Suzanne L. Topalian, M.D., F. Stephen Hodi, M.D., Julie R. Brahmer, M.D., Scott N. Gettinger, M.D
David C. Smith, M.D., David F. McDermott, M.D., John D. Powderly, M.D., Richard D. Carvajal, M.D.,
Jeffrey A. Sosman, M.D., Michael B. Atkins, M.D., Philip D. Leming, M.D., David R. Spigel, M.D.,

Scott . Antonia, M.D., Ph.D., Leora Horn, M.D., Charles G. Drake, M.D., Ph.D., Drew M. Pardoll, M.D., Ph.D.,
Lieping Chen, M.D., Ph.D., William H. Sharfman, M.D., Robert A. Anders, M.D., Ph.D., Janis M. Taube, M.D.,
Tracee L. McMiller, M.S., Haiying Xu, B.A., Alan J. Korman, Ph.D., Maria Jure-Kunkel, Ph.D., Shruti Agrawal, Ph.D.,
Daniel McDonald, M.B.A., Georgia D. Kollia, Ph.D., Ashok Gupta, M.D., Ph.D., Jon M. Wigginton, M.D.,
and Mario Sznol, M.D
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A Patients with Melanoma

A First occurrence of new lesion
¢ Patient off study
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ANTI-PD-1 ANTILICHAAM: MELANOOM

The NEW ENGLAND JOURNAL of MEDICINE The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

‘ ORIGINAL ARTICLE

Nivolumab in Previously Untreated

Melanoma without BRAF Mutation Pembrolizumab versus Ipilimumab

in Advanced Melanoma
A Overall Survival
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FDA GOEDKEURINGEN CHECKPOINT INHIBITOREN

THE NOBEL PRIZE
IN PHYSIOLOGY OR MEDICINE 2018
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COMBINATIE IMMUNOTHERAPIE BIJ MELANOOM:
IPILIMUMAB + NIVOLUMAB

Median change, -34.5%
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SNELLE TUMORRESPONS NA SLECHTS 1 TOEDIENING
IPILIMUMAB + NIVOLUMAB:
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BlJ WELKE KANKERS WORDEN CHECKPOINTREMMERS
VANDAAG GEBRUIKT?

(7

-
ANTONI‘:J;\
VAN ‘—jl
LEEUWENHOEK LL&"™="



http://www.google.be/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjIhPf10urdAhXOalAKHcGjDEEQjRx6BAgBEAU&url=http://www.vtmag.nl/6-tekenen-giftige-nieren-moet-negeren/&psig=AOvVaw1EhE8uMqXiSC4UsppHWJ6m&ust=1538669014503082
https://www.google.be/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjN0u3a1OrdAhUQb1AKHSEGClUQjRx6BAgBEAU&url=https://tumedico.com/noticia-%C2%A1a_relajar_la_vejiga!-1-606.html&psig=AOvVaw0JUia9UP2lzpOz5ovuS4tv&ust=1538669500854363
http://www.google.be/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjt7-Xm1erdAhWHLlAKHWRpDjwQjRx6BAgBEAU&url=http://www.sportengezond.nl/probiotica-voor-gezonde-longen/&psig=AOvVaw2B_ukpaFLraAdlg6K2LL6O&ust=1538669791636987

BlJ WELKE KANKERS WORDEN CHECKPOINTREMMERS

GEBRUIKT?
Niet-kleincellig
Melanoma Nierkanker
y lopgkanker l - Blaaskanker
45% 20% 25% 159

[58% bij combi]

[hoge (>50%) PD-L1
expressie (25%): 45%]

[42% bij combi]

Merkel cel carcinoom

Hodgkin lymfoom
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tumoren
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0
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van g:%hwd [MSI-H (5%): 50%)] 60% (icm chemotherapie) 30%
Borstkanker Mesothelioom Kleincellig longkanker
(PD-L1+ TNBC) _ % (i .
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BIJWERKINGEN

Hersenvliesontsteking

Uveitis

Hypofysitis

Schildklierontsteking Droge mond

Huiduitslag, vitiligo

Longontsteking

(
Anemie, \
trombocytopenie \/_ ‘;/ \ -
| r e i \ | Myocarditis
Leverontsteking W N, oy
Bijnierschorsinsufficiéntie = l/ Pancreatitis en diabetes mellitus
Tl B 3 5 T
Nierontsteking |44 T'I ey )
| Y = V=S .
i\t : COnfr (4 Darmontsteking
Gewrichtsontsteking | — |/l | | \ » Diarree

ANTONI J
VAN &‘J
=

Postow et al. NEJM. 2018; Steebruggen et al. NTvG 2016 LEEUWENHOEK Lt


https://www.google.be/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjrst_FpOrdAhXBKlAKHfj7B0YQjRx6BAgBEAU&url=https://www.nejm.org/doi/full/10.1056/NEJMra1703481&psig=AOvVaw1Nazy8peUhSjEeOUysEqd2&ust=1538656547980827
http://www.google.nl/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwjR6ZqWhurRAhWGPxoKHTTmDlcQjRwIBw&url=http://cco.amegroups.com/article/view/4330/5241&psig=AFQjCNHPTOKtEMdhsxxqdd1O0qbW-NQOKg&ust=1485871848930450
https://www.google.be/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjv2c-SyurdAhVKLFAKHTIXDikQjRx6BAgBEAU&url=https://www.healthline.com/health/uveitis&psig=AOvVaw1jYjTub81qGfIl0ITWjyLb&ust=1538666642037154
https://www.ntvg.nl/sites/default/files/a9873_f2.jpg

ERNSTIGE BIJWERKINGEN

Ernstige (graad 3-4)

toxiciteit
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(anti-CTLA-4 +
anti-PD-1)

Hodi et al. Lancet Oncol. 2018

" Increased ALT

Grade 1-2 in light colours and grade 3-5 in darker colours

D Ipilimumab l] Nivolumab

Ipilimumab +

Nivolumab D Pembrolizumab

Colitis Hyperthyroidism * Hypophysitis Hypothyroidism Pneumonitis |

Nature Reviews | Clinical Oncology

Boutros, C. et al. Nat. Rev. Clin. Oncol. 2016
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TIJDSTIP VAN OPTREDEN VAN DE BIJWERKINGEN

ipilimumab monotherapie combinatie immunotherapie
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IMMUUNTHERAPIE BIJWERKINGEN

REVERSIBEL NIET REVERSIBEL

« Endocrinopathie met hormonale substitutie

e colitis Thyroiditis; hypothyreoidie

.- Hypofysitis
¢ hepatltls Hypothyreoidie, hypocortisolisme
e dermatitis uitval gonadotrope as

Diabetes mellitus

* pneumonitis

» Restverschijnselen na eerdere ersntige toxiciteit
Neurologische toxiciteit > neuropathie
Hypocortisolisme/osteoporose na
langdurig prednison gebruik

« Aanhoudende laaggradige toxicitiet
Gewrichtsklachten
Droge mond/droge ogen
Moeheid
Vitiligo
Jeuk/huidirritatie
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MOGELIJKE MECHANISMEN IMMUUNGERELATEERDE

BIJWERKINGEN
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1 BEHANDELING VAN BIJWERKINGEN

immunotherapie

.. .. . . Grad -
* (Tijdelijk) staken van immunotherapie e i | B
° i . * Continue immunotherapy * Frequent monitoring
I mmunosu p p ressiva: Grade 1 « Treatment of symptoms « If worsening: treat as grade 2 or 3/4
° gIUCOCOVUCO'den (Oraa|/|ntraveneUS) * Resume immunotherapy when symptoms improve
: de 1
e Delay immunotherapy o919 . .
. . .. Grade 2 % * Consider glucocorticosteroids 0.5-1 mg/kg per day
© anti-TN F—alpha (lnﬂlemab) IR E e if symptoms persist more than 5-7 days
« If worsening with steroids: treat as grade 3/4
¢ mVCOfenO|aatmOfeti| * Discontinue immunotherapy
- except in patients with skin  Continue glucocorticosteroids until grade 1
. Grade 34 or endocrine toxicities * Taper dose of steroids over at least one month
© tacrolimus « Initiate glucocorticosteroids « If persistent or worsening: consider alternative
1-2 mg/kg per day immunosuppressive therapy

» Consider hospitalization

CLINICAL PRACTICE GUIDELINES

Nature Reviews | Clinical Oncology)|

Boutros, C. et al. Nat. Rev. Clin. Oncol. 201¢€
Management of toxicities from immunotherapy:
ESMO Clinical Practice Guidelines for diagnosis,
treatment and follow-up "

J.B. A. G. Haanen', F. Carbonnel®, C. Robert®, K. M. Kerr?, S. Peters®, J. Larkin® & K. Jordan’, on behalf of
the ESMO Guidelines Committee™
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