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Checkpoint inhibitory (immune checkpoint inhibitor — ICl) pfedstavuji klicovy pokrok v 1é¢bé fady solidnich nadord,
avsak jejich pouziti je spojeno s rizikem vzniku imunitné podminénych nezadoucich Gc¢inkl (irAEs). Mezi vzacné, ale kli-
nicky vyznamné irAEs patfi inzulin-dependentni diabetes mellitus (ICI-DM), ktery fenotypové odpovida diabetu 1. typu.
Tento clanek prezentuje dvé kazuistiky pacientd, u nichz doslo k rozvoji ICI-DM v priibéhu terapie anti-PD-1 protilatkami
(nivolumab, pembrolizumab). Prvni pfipad ilustruje akutni nastup ICI-DM ve formé diabetické ketoacidézy s pozitivnimi
autoprotilatkami a soubéznou autoimunitni hepatitidou. Druhy pacient s preexistujicim diabetem 2. typu byl pdvodné
diagnostikovan s dekompenzaci jiz zndmého onemocnéni, az dynamicky pokles C-peptidu potvrdil autoimunitni destrukci
-bunék. Diskuze shrnuje sou¢asné poznatky o patogenezi, klinickém priibéhu a managementu ICI-DM, zd{raziiuje vyznam
sledovani C-peptidu a glykemie v pribéhu imunoterapie.

Kli¢ova slova: checkpoint inhibitory, imunitné podminéné nezadouci ucinky, diabetes mellitus 1. typu, ICI-DM, imunoterapie,
autoimunitni toxicita.

Immune-mediated diabetes mellitus induced by checkpoint inhibitors: case reports and
clinical overview for internists

Immune checkpoint inhibitors (ICls) represent a major advancement in the treatment of solid tumors, but their use carries the
risk of immune-related adverse events (irAEs). Among the rare but clinically significant irAEs is insulin-dependent diabetes
mellitus (ICI-DM), which shares features with type 1 diabetes. This article presents two case reports of patients who developed
ICI-DM during anti-PD-1 therapy (nivolumab, pembrolizumab). The first case involved acute onset of ICI-DM with diabetic
ketoacidosis, positive autoantibodies, and concurrent autoimmune hepatitis. The second patient, with pre-existing type 2
diabetes, initially presented with hyperglycemia; however, a rapid decline in C-peptide levels later confirmed (3-cell autoim-
mune destruction. The discussion summarizes current knowledge of the pathogenesis, clinical course, and management of
ICI-DM, emphasizing the importance of monitoring C-peptide and blood glucose during immunotherapy.
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l'Jvod ciated antigen 4), PD-1 (programmed death-1) a PD-L1 (programmed

V poslednim desetileti doslo v oblasti onkologické 1é¢by k zdsad-  death-ligand 1), ¢imz umoziuji aktivaci protinddorové imunitni od-
nimu posunu diky zavedeni imunoterapie, zejména tzv. checkpoint  povédi. Vedlejsim nezddoucim efektem je v3ak i ztrata tolerance vaci
inhibitord. Tyto monoklondIni protilatky blokujf regulacni molekuly  vlastnim antigentm, coz mize vést ke vzniku autoimunitnich reakci
imunitniho systému, jako jsou CTLA-4 (cytotoxic T-lymphocyte-asso- (1, 2). Autoimunitni nezaddouci Ucinky mohou postihnout prakticky
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