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Checkpointblockade- Wirkungsprinzip
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CPI Nebenwirkungen:
Welche Organe sind ist betroffen?
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CPI Nebenwirkungen- Haufigkeit
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CPI Nebenwirkungen- Timing
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Verheijden et al.; JCO 2024



Patientenfall

85 jahrige weibliche Patientin

Rezidiv Zungengrund CA; rcT4 cN2c Mo,
Histologie: Plattenepithelkarzinom; PDL1 CPS 5

ECOG: o
Gewicht: 55kg
Fruhere Krankheiten:

Carotis-Stenose links

Manifeste Hypothyreose bei Zn. Radiatio
Chron. Herzinsuffizienz

St.p. Nikotinabusus

Depressio
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Patientenfall

Cetuximab plus Pembrolizumab
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Patientenfall-Nebenwirkung?

05/2024

Miidigkeit

AZ-Verschlechterung

Sehstorungen: “ Alles ist verschwommen”

Kopfschmerzen

MEDIZINISCHE . . . . . .
@ UNIVERSITAT WIEN https://www.lungcancerresearchfoundation.org/for-patients/living-with-lung-cancer/lung-cancer-overview




Wirkung <-> Nebenwirkung

E Full cohort of patients who did or did not develop an irAE E Full cohort of patients who did or did not develop an irAE
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Patientenfall

,Complete Response* unter Therapie
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Diabetische Ketoazidose-Immuntherapie
NW?

Blutgasanalytik

> Blutgas Befundbemerkung:
> Patiententemperatur (T) 37.00 °C
> Sauerstoff-Fraktion in (trockener)

f\').:l): 24 NN W
% ! 6.98 7.35-7.43 || > GIucose{IcGlulVollblutvenés t §92.0 70- 105 ma/dL |
< ert oberhalb oberer kritischer Grenze

> 3823, yenos * ggg gg - 23 m:g > Laktat (cLac) Vollblut vends t 37 05-16 mmoll
> Total Himoglobin (ctHb) venss # 13.8 gldL Wert oberhalb oberer kritischer Grenze
> Hamatokrit (Hctc) vends # 42.5 %, > Kreatinin [CCI‘EE) VO"bllJt"VEIIOS # 1.0 I'ﬂng"_
> 02 Sittigung (sO2) vends 77.0 65 - 80 % > pH tempkor. (pH(T)) vends # 6.98
> Oxyhiamoglobin (FO2Hb) venés # 76.2 % > pCO2 tempkorr. (pCO2(T)) vends # 22 mmHg
> CO -Hamoglobin (FCOHb) vends 0.6 04 - 16 % > p02 tempkorr, (pO2(T)) vends # 55.3 mmHg
(Raucher bis 15%) > 02 Konz Total (ct02c) vends 148 Vol%

> Desoxyhdmoglobin (FHHb) vends # 22,7 % > 02-Halbsttigungsdruck (p50c) vends # 364 mmHg
> Methimoglobin (FMetHb) vends 0.5 0.2-1.0 %
> BaseniiberschuB (cBase(Ecf)c) venés ! -24.2 -2 bis 3 mmol/L
> Standard Bicarbonat (cHCO3-(P,st)c) venés| 6.9 22-31 mmol/L
> Natrium (cNa+) Vollblut venés 137.0 136 - 146 mmol/L
> Kalium (cK+) Vollblut vends 1 7.2 3.4-45 mmol/L

Wert oberhalb Referenzbereich
> Kalzium ionisiert (cCa2+) vends 1 1.50 1.16 - 1.32 mmol/L

Wert oberhalb oberer kritischer Grenze
> Chlorid (cCL-) Vollblut venés 1 109.0 98 - 106 mmol/L

Wert oberhalb oberer kritischer Grenze
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Endokrinologisches Konsil-Aufnahme

Immunologie

> AK g. Glutamatdecarboxylase § 0 117.80 0-5 U/mL
AK g.l1AA § 1.95 0-10 U/mL
> AKg.lA2§ 1 38.81 0-75 U/mL

Achtung, geénderter Referenzbereich und Cut-off (Hersteller-bedingte Anderung)!

Toujeo: 22 IE mittags
Apidra: 8-8-6 IE
Hydal,

Pantoloc

Trittico

Pregabalin
Escitalopram
Rosuvastatin
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Checkpointinhibitor Nebenwirkungen

Proactive Early detection Appropriate Careful follow-

monitoring and reporting management up

- N O N rueowditterensa N N

Always consider irAEs . diagnoses and disease
among the differential fEng-age Ian.d tralmd ) progression
: rofessionals involved in
diagnoses P . Continuously monitoring for
patient care Consider steroids and irAEs of late-onset
Understand the kinetics and inf S immunosuppressive agents
- M nrorm anga orien atients
presentations of irAEs ] P Maintain vigilance for late
and family members about Do not delay measures for irAEs relapses

Identify risk factors for irAEs symptoms and irAEs

manifestations of irAEs
Consider multidisciplinary

\ / \ / \ consultation / \ /

UNIVERSITAT WIEN
Oncology 2022

@ MEDIZINISCHE Brazilian guidelines for the management of immune-related adverse events associated with checkpoint inhibitors; Br. Jr.of




Checkpointinhibitor Nebenwirkungen

CLINICAL PRACTICE GUIDELINES

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™

Check fo

Management of Immune-Related Adverse
Events in Patients Treated With Immune
Checkpoint Inhibitor Therapy: ASCO

Guideline Update

Bryan J. Schneider, MD?; Jarushka Naidoo, MD?3; Bianca D. Santomasso, MD, PhD*; Christina Lacchetti, MHSc®; Sherry Adkins, MS¥®;
Milan Anadkat, MD7; Michael B. Atkins, MD?%; Kelly J. Brassil, PhD®; Jeffrey M. Caterino, MD, MPH?®; lan Chau, MD°;

Marianne J. Davies, DNP''; Marc S. Ernstoff, MD2; Leslie Fecher, MD!; Monalisa Ghosh, MD'3; Ishmael Jaiyesimi, DO, MS4;
Jennifer S. Mammen, MD, PhD5; Aung Naing, MD®, Loretta J. Nastoupil, MD®; Tanyanika Phillips, MD%; Laura D. Porter, MD7;
Cristina A. Reichner, MD®; Carole Seigel, MBA'®, Jung-Min Song, MSN, RN, CNS2°; Alexander Spira, MD, PhD?31;

Maria Suarez-Almazor, MD®; Umang Swami, MD?2; John A. Thompson, MD?*3; Praveen Vikas, MD?%; Yinghong Wang, MD®;

Jeffrey S. Weber, MD, PhD?%; Pauline Funchain, MD?°; and Kathryn Bollin, MD?¢
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@

Multiple Nebenwirkungen

B | Overall survival
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irAE==2 58 48 40
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CPI Nebenwirkungen- Dosis Kortison?

PFS
0.6 Yo Indication No. HR 95% CI HR Weight, %
Melanoma 185  1.47 0.90to 2.41 —— 23.6
MSI-H/dMMR CRC 38 1.24 0.21to 7.18 5 1.8
RCC 215 1.22 0.77 to 1.94 — 26.8
Esophageal SCC 67 2.05 1.08to 3.90 : 13.9
Mesothelioma 109 1.37 0.80to 2.36 —_— 19.6
NSCLC 113 1.40 0.74 to 2.63 : 14.2
0.4 - f
_a* Pooled estimate 727 1.43 1.04 to 1.96 _— 100.0
D Prediction interval 1.17 to 1.75 —
— Heterogeneity: I> = 0%, 1= 0, x2 = 1.73 (P = .89) ! ' '
feb) 0.5 1 2 5
O
Favors 2.0mg/kg Favors 0.5mg/kg
0.2 -
os
Yo Indication No. HR 95% CI HR Weight, %
Melanoma 206 1.74 1.06to 2.86 —— 29.7
0.0 - MSI-H/dMMR CRC 40  1.05 0.06 to 17.46 : 0.9
1 - 1 3 . 1 RCC 251 1.44 0.77 to 2.67 |- 18.9
0 1 2 3 4 5 Esophageal SCC 80 2.26 1.15to 4.45 : 16.0
Mesothelioma 121 1.17 0.64to 2.13 : 20.2
. . NSCLC 131 2.20 1.08to 4.51 14.3
Peak Dose of Corticosteroids (mg/kg) , |
Pooled estimate 829 1.66 1.17 to 2.37 ——— 100.0
Prediction interval 1.23t0 2.24
Heterogeneity: I* = 0%, t* = 0, 2 = 3.03 (P = .70) ! ' '
I:l Melanoma I:l RCC I:I Mesothelioma 0.5 1 2 5
Indication
|:I MSI-H/dMMR CRC |:I Esophageal SCC EI NSCLC Favors 2.0mg/kg Favors 0.5mg/kg
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Checkpointinhibitor Nebenwirkungen

Proactive Early detection Appropriate Careful follow-

monitoring and reporting management up
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manifestations of irAEs
Consider multidisciplinary

\ / \ / \ consultation / \ /
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Patientenfall

01/2025

“Mir geht es immer besser”
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4+t0 5 5+to 6

9+to 12
Duration (months)

6+t0 9

12+ to 24

24+ to 36

36+ to 48

48+

Barron et al.; JITC 2023




Chronsiche CPI Nebenwirkungen

0.012 -
0.008 -
=
(p ]
—
a
O
0.004 -
r\
/
=g \
O
0.000 + S
(0] 100 200 300

Time on Immunosuppression (days)

I:I Melanoma I:I RCC |:| Mesothelioma
I:I MSI-H/dMMR CRC I:I Esophageal SCC |:| NSCLC

Indication

MEDIZINISCHE
UNIVERSITAT WIEN Verheijden et al.; JCO 2024




Diskussion
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