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TOXICITA KOMBINOVANE IMUNOTERAPIE IPILIMUMABU A NIVOLUMABU U POKROCILEHO RENALNTHO KARCINOMU

Toxicita kombinované imunoterapie ipilimumabu
a nivolumabu u pokrocilého renalniho karcinomu

Michaela Tkadlecova, Lubos Mastny
Onkologicka a radioterapeuticka klinika Fakultni nemocnice Plzen

Systémova protinadorova imunoterapie (IT) je dnes zékladem systémové lécby po-
krocilého renalniho karcinomu. | pres jeji velky pfinos nelze zapominat na toxicitu
s ni spojenou. Tato kazuistika pojednavé o 51letém pacientovi s generalizovanym
svétlobuné¢nym karcinomem ledviny. U pacienta byla indikovdna imunoterapie
v kombinaci monoklonalni protilatky proti antigenu CTLA-4 (ipilimumab v davce
1 mg/kg) a protilatky proti receptoru programované bunécné smrti PD-1 (nivolumab
3mg/kg). Lé¢ba byla v poc¢atku dobfe tolerovana, ale po podani 4 cykl uvedené
kombinace doslo k rozvoji gastrointestinalni toxicity 3-4 stupné - prijmovité one-
mocnéni s ¢etnosti 10-15 stolic denné. Dle doporucenych postupt byla u pacienta
imunoterapie prerusena a zahdjena lé¢ba kortikosteroidy (KS) s ¢adstecnym Ustupem
potizi. Pacient byl dale indikovan k provedeni koloskopie s odbérem biopsie a pfi
prikazu autoimunitni kolitidy k podani infliximabu. Nalez byl ovsem komplikovan
nasedajici cytomegalovirovou (CMV) kolitidou, podani infliximabu tedy nebylo mozné.
Pfi opakovanych pokusech o snizeni davky KS dochazelo k recidivdm prdjmu, navic
komplikovanych clostridiovou kolitidou. Po prolongované kortikoterapii doslo nakonec
k nedplnému Ustupu obtizi, dle kontrolni koloskopie byla sliznice tlustého stfeva se
zachovalou architektonikou a se smisenou zanétlivou infiltraci lamina propria. Tento
stav umoznil opétovné zahdjeni onkologické 1é¢by, tentokrat inhibitorem tyrosinki-
nazy VEGFR, cabozantinibem, ktery pacient toleruje bez potizi. Dle restagingovych
vysetfeni pretrvava parcialni regrese nalezu.
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Toxicity of combined immunotherapy with ipilimumab and nivolumab
in advanced renal cell carcinoma

Systemic Antitumor Immunotherapy (IT) is now the cornerstone of systemic treatment
for advanced renal carcinoma. Despite the significant benefits of this therapy, its
associated toxicity must not be overlooked. This case report discusses a 51-year-old
patient with generalized clear cell renal carcinoma. The patient was indicated for
immunotherapy in combination with a monoclonal antibody against the CTLA-4 an-
tigen (ipilimumab at a dose of 1 mg/kg) and an antibody against the programmed cell
death receptor PD-1 (nivolumab 3 mg/kg).Initially, the treatment was well tolerated,
but after four cycles of the mentioned combination, the patient developed grade 3-4
gastrointestinal toxicity — diarrheal disease with a frequency of 10-15 stools per day.
Following recommended guidelines, immunotherapy was discontinued, and corti-
costeroid (CS) treatment was initiated, leading to a partial resolution of symptoms.
The patient was subsequently indicated for colonoscopy with biopsy sampling, and
upon confirmation of autoimmune colitis, infliximab administration was considered.
However, the findings were complicated by concurrent cytomegalovirus (CMV) colitis,
making infliximab administration impossible. Repeated attempts to taper CS doses
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