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Nádory hlavy a krku patria medzi tzv. „imunosenzitívne“ nádory
• PD-L1 expresia

• Nádorová mutačná nálož (TMB, tumor mutation burden)

• Infiltrácia imunitnými bunkami

• Genetický podpis hostiteľa

• Zloženie mikrobiómu

Oncology & Cancer, John Hopkins University School of Medicine, 2017
Yarchoan.NEJM 2017;2500-1



• Imunoterapia + 
chemoterapia

• Imunoterapia + 
targetová terapia

• Imunoterapia sólo alebo 
+ imunoterapia

• Imunoterapia + 
rádioterapia

kombi nácie

terapieimuno

Potenciálne kombinácie imunoterapie (IO)



IO v nádoroch hlavy a krku



Imunoterapia –
platina refraktérny HNSCC

KEYNOTE-040 a CheckMate 141



aLimit of 2 prior therapies for R/M HNSCC. bAssessed using the CINtec p16 Histology Assay (Ventana): cutpoint for positivity = 70%. cNewly collected preferred. dAssessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent Technologies).
eCould be increased to 60 mg/m2 QW in the absence of toxicity. fFollowing a loading dose of 400 mg/m2. gAssessed per RECIST v1.1 by blinded, independent central radiology review

KEYNOTE-040: dizajn štúdie

Key eligibility criteria

• SCC of the oral cavity, oropharynx, 
hypopharynx, or larynx

• PD after platinum-containing regimen for 
R/M HNSCC or recurrence or PD within 3–6 
months of multimodal therapy using 
platinuma

• ECOG PS 0 or 1

• Known HPV p16 status (oropharynx)b

• Tissue samplec for PD-L1 assessmentd

Pembrolizumab 200 mg Q3W

for up to 35 cycles

Methotrexate 40 mg/m2 QWe 

or
2Docetaxel 75 mg/m Q3W 

or

Cetuximab 250 mg/m2 QWf

Stratification Factors

• ECOG PS (0 vs. 1)

• P16 status in the oropharynxb 

(positive vs. negative)

• PD-L1 TPSd (≥50% vs. <50%)

R
1:1

Primary endpoint:

• OS

Secondary endpoints:

Cohen EEW et al. Lancet. 2019;393(10167t):156–167.

• OS in the CPS ≥1 

population

• PFS, ORR,g and 

DORg in the ITT and 

CPS ≥1 population

• Safety and tolerability

Predefined exploratory

• OS, PFS, ORR in the 

TPS ≥50% population
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Data cutoff date: 15 May 2017.
aCox proportional hazards model with treatment as a covariate stratified by the randomization stratification factors. bNominal one-sided P value based on the log-rank test stratified by the randomization stratification factors. 

1. Cohen EEW et al. Supplement to: Lancet. 2019;393(10167):156–167. 2. Cohen EEW et al. Lancet. 2019;393(10167):156–167.

KEYNOTE-040: OS v ITT populácii

Protocol-specified Final Analysis of OS

(survival status of 12 patients unconfirmed; data cutoff 15 May 2017)

Events, n HR (95% CI) P

Pembro 179 0.82

(0.67–1.01)

one-sided P=0.0316 

(non-significant)SOC 198

Post-hoc Analysis of OS

(survival status of 12 patients confirmed; data cutoff 15 May 2017)

Events, n HR (95% CI) P

Pembro 181 0.80a 

(0.65–0.98)

0.0161b

(nominal)SOC 207
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37.0%

26.5%

0 5 10 15 20 25 30 0 5 10 12 15 20 25 30

No. at risk
Time, mo

No. at risk
Time, mo

Pembro 247 158 102 47 13 2 0 Pembro 247 160 103 48 14 2 0

SOC 248 148 83 34 10 1 0 SOC 248 151 82 34 10 1 0

OS (Post-hoc)2

Medián (95 % CI)

8,4 mo (6,4 – 9,4)

6,9 mo (5,9 – 8)

HR 0,80

OS (Protocol-specified)1

Medián (95 % CI)

8,4 mo (6,5 – 9,4)

7,1 mo (5,9 – 8,1)

HR 0,82

Reprinted with permission from Elsevier Inc.: Cohen EEW et al. from Lancet. 2019;393(10167):156–167. Reprinted with permission from Elsevier Inc.: Cohen EEW et al. from Lancet. 2019;393(10167):156–167.



KEYNOTE-040: OS podľa expresie PD-L1



CheckMate 141: dizajn štúdie

ECOG PS, Eastern Cooperative Oncology Group performance status; HIV, human immunodeficiency virus; HPV, human papillomavirus; IV, intravenously; ORR, objective response rate; OS, overall survival; 

PD-L1, programmed cell death ligand-1; PFS, progression-free survival; QoL, quality of life; Q2W, once every 2 weeks; QW, once weekly; RECIST, Response Evaluation Criteria in Solid Tumours.

1. Opdivo® (nivolumab) Summary of Product Characteristics. June 2019; 2. NCT02105636. 2018; ClinicalTrials.gov.; 3. Ferris RL et al. N Engl J Med. 2016;375:1856.

Inclusion criteria:3

• Aged ≥18 years

• Histologically confirmed R/M HNSCC (oral cavity, 

pharynx or larynx) not suitable for curative treatment

• Tumour progression or recurrence within 6 months 

after the last dose of platinum-containing 

chemotherapy administered as adjuvant therapy or 

in the context of primary or recurrent disease

• ECOG PS 0 or 1

• Adequate bone marrow, hepatic and renal function

• Measurable disease according to RECIST version 

1.1

Key exclusion criteria:3

• Active brain metastases

• Autoimmune disease or systemic 

immunosuppression

• Known infection with HIV or hepatitis B or C virus

• Previous therapy targeting T-cell co-stimulating or 

immune-checkpoint pathways

Primary endpoint:3

• OS

Secondary endpoints:3

• PFS

• ORR

• Time to response

• Association between 

PD-L1 and HPV 

status (OS, PFS, 

ORR)

• Safety

• QoL assessments

Arm A: Nivolumab 

(n=240)3

3 mg/kg IV Q2W

Arm B: Investigator’s choice (IC) 

(n=121)3

Methotrexate 40–60 mg/m2 IV QW,or

Docetaxel 30–40 mg/m2 IV QW, or

Cetuximab 400 mg/m2 IV on Day 1, then 250

mg/m2 IV QW

Stratification according to prior 

cetuximab treatment

R 

2:1

N=361
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Patients at Risk, n

19,7 %

34 %

21,5 %

8,3 %

Nivolumab

Investigator’s 
choice

0

0

12-mo OS:

18-mo OS:

Median OS, Mos (95 % CI) ORR, %

Nivolumab (n = 240) 7,7 (5,7 – 8,8) 13,3

Investigator’s choice (n = 121) 5,1 (4 – 6,2) 5,8

HR: 0,71 (95 % CI: 0,55 – 0,90; P = ,0048)

Ferris. Oral Oncol. 2018;81:45.

Median follow-up: 11.4 mos

CheckMate 141: OS v ITT populácii



CheckMate 141: OS podľa PD-L1 expresie

aTumour PD-L1 expression status was evaluable in 260 of 361 patients (72.0%).

PD-L1 expression ≥ 1 %

Ferris RL et al. N Engl J Med. 2016;375:1856.

PD-L1 expression < 1 %



Indikovaný u pacientov s progresiou ochorenia počas alebo po liečbe 
chemoterapiou na báze platiny (podávanej či už ako paliatívna liečba, alebo 
multimodálna kuratívna liečba)

FDA 
- schválený nivolumab aj pembrolizumab (2016)

EMA 
- schválený nivolumab (I, A; ESMO-MCBS v1.1 score: 4)
- schválený pembrolizumab len pre pacientov s nádormi exprimujúcimi PD-L1 a  
TPS ≥ 50 % (I, A;) (2018)

Schválenie pembrolizumabu a nivolumabu



Imunoterapia
– 1. línia liečby  R/M HNSCC

KEYNOTE-048



KEYNOTE-048: dizajn štúdie

aAssessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent). TPS = tumour proportion score = % of tumour cells with membranous PD-L1 expression. bAssessed using the CINtec p16 histology assay (Ventana); cutpoint for positivity = 70%.
cFollowing a loading dose of 400 mg/m2.

Rischen D et al. Presented at the 2019 American Society of Clinical Oncology (ASCO) Annual Meeting, 31 May–4 June, 2019.

Pembrolizumab 200 mg Q3W 
for up to 35 cycles

Cetuximab 250 mg/m2 Q1Wc + 
Carboplatin AUC 5 OR 
Cisplatin 100 mg/m2 +

5-FU 1000 mg/m2/d for 4 days
for 6 cycles (each 3 wk)

Cetuximab 
250 mg/m2 Q1W

Stratification Factors

• PD-L1 expressiona 

(TPS ≥50% vs. <50%)

• p16 status in oropharynx 
(positive vs. negative)

• ECOG PS (0 vs. 1)

Pembrolizumab 200 mg + 
Carboplatin AUC 5 OR 
Cisplatin 100 mg/m2 +

5-FU 1000 mg/m2/d for 4 days
for 6 cycles (each 3 wk)

Pembrolizumab  
200 mg Q3W

for up to 
35 cycles total

Key Eligibility Criteria

• SCC of the oropharynx, oral 
cavity, hypopharynx, or 
larynx

• R/M disease incurable by 
local therapies

• ECOG PS 0 or 1

• Tissue sample for PD-L1 
assessmenta

• Known p16 status in the 
oropharynxb

Pembrolizumab  

monotherapy

EXTREME

Pembrolizumab

R + chemotherapy

1:1:1



KEYNOTE-048: ciele štúdie

aAssessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay. CPS = combined positive score = number of PD-L1–positive cells (tumour cells, lymphocytes, macrophages) divided by total number of tumour cells × 100.
bAssessed per RECIST v1.1 by blinded, independent central review. cTo be presented at a later date.

Primárne

• CPS ≥ 20,a CPS ≥

1,a and total

populations

• OS

• PFSb

Sekundárne

• CPS ≥ 20,a CPS ≥

1,a and total

populations
• PFSb rates at 6 and 12 

mo

• ORRb

• Change from baseline 

and time to deterioration 

in quality of life (EORTC 

QLQ-C30 and H&N-35)c

• Total population
• Safety and tolerability

Key Exploratory

• CPS ≥ 20,a CPS ≥

1,a and total

populations
• Duration of responseb

Rischin D et al. Presented at the 2019 American Society of Clinical Oncology (ASCO) Annual Meeting, 31 May–4 June, 2019.

CPS= combined positive score = number of PD-L1–positive cells (tumour cells, 

lymphocytes, macrophages) divided by total number of tumour cells × 100



KEYNOTE-048: 
Pembrolizumab vs. EXTREME
Celkové prežívanie
(finálna analýza)

Rischin D et al. Presented at the 2019 American Society of Clinical Oncology (ASCO) Annual Meeting, 31 May–4 June, 2019.



KEYNOTE-048: 
Pembrolizumab vs.
EXTREME
PFS, RR, AEs
(finálna analýza)

Rischin D et al. Presented at the 2019 American Society of Clinical Oncology (ASCO) Annual Meeting, 31 May–4 June, 2019.



KEYNOTE-048: 
Pembrolizumab + CT vs.
EXTREME
Celkové prežívanie
(finálna analýza)

Rischin D et al. Presented at the 2019 American Society of Clinical Oncology (ASCO) Annual Meeting, 31 May–4 June, 2019.



KEYNOTE-048: 
Pembrolizumab + CT vs.
EXTREME
PFS, RR, AEs
(finálna analýza)

Rischin D et al. Presented at the 2019 American Society of Clinical Oncology (ASCO) Annual Meeting, 31 May–4 June, 2019.



Pembrolizumab monoterapia vs. EXTREME

- Lepšie OS pre PEMBRO v populácii pacientov s CPS ≥ 20 a CPS ≥ 1

- Noninferiórne OS pre PEMBRO v ITT populácii 

- Dlhšie trvanie odpovede pre PEMBRO

- Priaznivejší bezpečnostný profil pre PEMBRO

Pembrolizumab + CHT vs. EXTREME

- Lepšie OS pre PEMBRO + CHT v populácii pacientov s CPS ≥ 20, CPS ≥ 1 aj v ITT  

- Dlhšie trvanie odpovede pre PEMBRO + CHT

- Porovnateľný bezpečnostný profil pre PEMBRO + CHT aj EXTREME

Dáta podporujú použitie pembrolizumabu v monoterapii alebo v kombinácii 

s CHT ako nový štandard 1. línie liečby R/M SCCHN

Rischin D et al. Presented at the 2019 American Society of Clinical Oncology (ASCO) Annual Meeting, 31 May–4 June, 2019.

KEYNOTE-048: závery a odporúčania



dáta 4-ročného follow-up (data cutoff: February 18, 2020)
čas od randomizácie po cutoff: 45 mesiacov pre pembrolizumab vs. EXTREME; 
44,5 mesiaca pre pembrolizumab + chemo vs. EXTREME

KEYNOTE-048: 4-ročný  follow-up

Greil R et al. Presented at the 2020 ESMO Meeting, abstract 915MO

Long-term follow-up potvrdil štatisticky signifikantné zlepšenie OS pre pembrolizumab vs. 
EXTREME v populácii s PD-L1 CPS ≥ 20 a CPS ≥ 1; a pre pembrolizumab + chemoterapia vs. 
EXTREME vo všetkých podskupinách pacientov (PD-L1 CPS ≥ 20, CPS ≥ 1 a ITT) 



Trvanie odpovede (DOR) pre pembrolizumab alebo pembrolizumab + chemoterapia zostáva dlhšie 
ako pre EXTREME
Bezpečnosť bola v prospech pembrolizumabu vs. EXTREME a porovnateľná pre pembrolizumab + 
chemoterapia vs. EXTREME

KEYNOTE-048: 4-ročný  follow-up

Greil R et al. Presented at the 2020 ESMO Meeting, abstract 915MO

dáta 4-ročného follow-up (data cutoff: February 18, 2020)
čas od randomizácie po cutoff: 45 mesiacov pre pembrolizumab vs. EXTREME; 
44,5 mesiaca pre pembrolizumab + chemo vs. EXTREME



1. línia liečby rekurentného alebo metastatického skvamocelulárneho
karcinómu hlavy a krku (pembrolizumab sólo alebo v kombinácii s 
chemoterapiou)

FDA schválenie (2019) - pre pembrolizumab v kombinácii s CHT nezávisle od expresie PD-L1
- pre sólo pembrolizumab u pacientov s CPS ≥ 1

EMA schválenie (2020) - pembrolizumab sólo alebo s chemoterapiou len pre pacientov s CPS ≥ 1
(I, A; ESMO-MCBS v1.1 score: 4)

Nové indikácie pembrolizumabu
R/M SCCHN



ESMO guidelines pre R/M SCCHN



NCCN guidelines pre R/M SCCHN



Od marca 2020 je schválený nivolumab u pacientov s progresiou ochorenia 
počas alebo po liečbe chemoterapiou na báze platiny

Od augusta 2021 je  schválený pembrolizumab sólo alebo s chemoterapiou 
(platina/5FU) v 1. línii R/M SCCHN

Možnosti imunoterapie R/M SCCHN 
v Česku



Obidva lieky sú v SR registrované, ale nie kategorizované na 
liečbu SCCHN

Zdravotná poisťovňa liek môže, ale nemusí schváliť...

Možnosti imunoterapie R/M SCCHN 
na Slovensku



CHT (na báze 
platiny)+- cetuximab

PS 0-1

CPS <1 

Vošmik, M. – prezentované na konferencii Českej kooperatívnej skupiny 
pre nádory hlavy a krku, Znojmo 10/2021 aj na BOD 10/2021

CPS 1-20 CPS ≥20

Pembrolizumab +
platina+5-FU

Pembrolizumab

R/M SCCHN: evidence-based indikácie systémovej terapie

CHT 2. línia 
(napr. 

taxány)

1.línia

2.línia

CHT (na báze 
platiny)+-
cetuximab

Cetuximab
+- CHT

(taxány?)

Anti PD-1
(nivolumab)

BSC



Imunoterapia je vo svete realitou aj v skupine 

pacientov s nádormi  hlavy a krku 

Sme pripravení?



Ďakujem za pozornosť


