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Systémová léčba inoperabilních a metastatických 

skvamózních karcinomů hlavy a krku 

Paliativní systémová léčba – chemoterapie

Monochemoterapie (cDDP, CBDCA, MTX…)

Polychemoterapie (cDDP-FU)

Medián přežití bez CHT 4-6 měsíců

s CHT 6-8 měsíců



Effectivity of chemotherapy regimens (1st line) in R/M SCCHN in randomized clinical trials
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Chemotherapy in R/M SCCHN



EXTREME trial

mOS:10.1 months in the cetuximab group 

and 7.4 months in the CT-alone group 

(HR, 0.80; 95% CI, 0.64-0.99; P=0.04) 

mPFS:5.6 months in the cetuximab group 

and 3.3 months in the CT-alone group 

(HR, 0.54; 95% CI, 0.43-0.67; P<0.001)

Vermorken JB, et al. N Engl J Med 2008



EXTREME trial

Vermorken JB, et al. N Engl J Med 2008



Tumor cell 

heterogeneity

Saunders et al. MBO Molecular Medicine, 2012

Charles Darwin (1809-1882)
1859: „On the Origin of Species by Means 

of Natural Selection, or the Preservation of 

Favoured Races in the Struggle for Life“

Kim, Cancer Management and Research. 2014



LB Alexandrov et al. Nature 2013

The prevalence of somatic mutations in SCHNC.



Pembrolizumab ve 2. linii SCCHN

Keynote-012:

• 192 R/M HNSCC pts were enrolled

• 61% received ≥ 2 therapies for recurrent disease

• ORR (confirmed) was 17.7%

• ORR was 21.9% in HPV+ pts and 15.9% in HPV- pts. 

• Median OS was 8.5 mo. 

• The 6-mo PFS rate was 24.9%.

Mehra et al. ASCO 2016
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American Association for 

Cancer Research Meeting 

(AACR) 2018

Oral Oncology, July 2018



Ferris et al., AACR 2018

Sustained OS Benefit in the Overall (ITT) Population
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• Nivolumab reduced the risk of death by 32% vs IC

• The 24-month OS rate was nearly tripled with nivolumab compared with IC

Symbols represent censored observations. ITT = intent-to-treat; Nivo, nivolumab
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Median OS
(95% CI), mo

HR
(95% CI)

Nivo 8.2 (6.7, 9.5) 0.55 
(0.39, 0.78)IC 4.7 (3.8, 6.2)

Median OS 
(95% CI), mo

HR
(95% CI)

Nivo 6.5 (4.4, 11.7) 0.73 
(0.49, 1.09)IC 5.5 (3.7, 8.5)

• OS rates at 18, 24, and 30 months were similar in both groups

– PD-L1 expressors: nivolumab continued to provide OS benefit, with 45% reduction in risk of death vs IC

– PD-L1 non-expressors: nivolumab resulted in 27% reduction in risk of death vs IC

OS Benefit Across PD-L1 Expressors and Non-Expressors

Symbols represent censored observations

Ferris et al., AACR 2018



OS by HPV Statusa

Ferris et al., AACR 2018
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Další studie

Trial Ramena linie

EAGLE (Phase III) durvalumab vs. durvalumab+tremelimumab
vs. SoC

2. a další 
(po selhání Pt derivátu)

KESTREL (Phase III) durvalumab vs. durvalumab+tremelimumab
vs. SoC (EXTREME)

1. linie

CheckMate 651 (Phase III) nivolumab + ipilimumab vs. SoC (EXTREME) 1. linie

CheckMate 714 (Phase III) nivolumab + ipilimumab vs. Nivolumab + 
placebo

1. linie



Další studie

Trial Ramena linie

IMSTAR-HN (Phase III) nivolumab or nivolumab+ipilimumab. vs. 
standard follow-up in surgical resectable
cancer after adjuvant therapy

Kurativní přístup

NIVOPOSTOP nivolumab + cDDP-RT vs. cDDP-RT 
postoperatively

Kurativní přístup

NCT03349710 nivolumab + cDDP-RT vs. placebo + cDDP-RT
nebo 
nivolumab + cetuximab-RT vs. placebo + 
cetuximab-RT postoperatively

Kurativní přístup

MK-3475-412/KEYNOTE-412 pembrolizumab vs. placebo + cDDP-RT-RT Kurativní přístup

MK-3475-689 pembrolizumab prior to surgery and in 
combination with RT post-surgery vs. SoC

Kurativní přístup

REACH avelumab + RT-cetuximab vs. SoC: cisplatin-
RT or  RT-cetuximab

Kurativní přístup

JAVELIN HEAD AND NECK 100 avelumab + RT-cDDP vs. RT-cDDP Kurativní přístup

NCT03452137 atezolizumab vs. placebo as adjuvant
therapy after definitive local therapy

Kurativní přístup



Závěr:

• Moderní imunoterapie získávat svou úlohu i u nádorů hlavy a krku

• Studie prokázaly efekt anti-PD-1 léčby ve druhé a dalších liniích 

rekurentních/metastatických nádorů hlavy a krku

• Čekáme na definitivní výsledky s anti-PD-1/anti-PD-L1 v první linii 

rekurentních/metastatických nádorů hlavy a krku

• Čekáme na výsledky studií anti-PD-1/anti-PD-L1 terapie v kombinaci s 

radioterapií a operačním výkonem v kurativních indikacích

• Predikce účinnosti imunoterapie… 
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