Qualitatskonferenz des Bayerischen
Krebsregisters

Online-Veranstaltung in Kooperation mit dem
Bayerischen Zentrum fir Krebsforschung
&BZKF ) und dem Comprehensive Cancer

enter (CCC) Erlangen-EMN

Tumortherapie im Kopf-Hals-Bereich

A. Gostian

Hals-Nasen-Ohren-Klinik, Kopf- und
Halschirurgie

Universitatsklinikum Erlangen
Direktor: Prof. Dr. med. Dr. h. c. Heinrich Iro

Comprehensive
De"tsc"es CCC Universitatsklinikum

Zent
n:,'r'ufﬁg,'erap 2 Erlangen EMN Erlangen

polvegion Nimberg

FRIEDRICH-ALEXANDER
AT

c
N Zm
S 332
Z m%0

..




Disease burden of HNSCC

0 H&N cancer is the 7th most common cancer globally’
. HNSCC accounts for 90-95% of all head and neck cancers?

5—year survival”®

Loco-regionally
advanced Local

/ HPV-based 84.4%>
OSSa

(30—40%)2
HPV+
Up to 50% of 82.4%

patients relapse;
most recurrences

occur within
2 years4®

Metastatic

Stage IVC
(10%)?2

Diagnosis —>» Year2 =— =>» Year3 -—>» Year5

“Stage -1V SCCHN in oral cavity, cropharynx, hypopharynx or larynx with ne distant metast - "Relative survival in patients with HNSCC. 05 in patients with R/M HNSCC deemed incurable by surgery or radiation therapy.

H&M. head and neck; HPV, human papill virus; Int., infs diate; 05, overall survival; R/M, recurrent or metastatic; HNSCC, squamous cell carcinema of the head and neck; SEER, Maticnal Cancer Institute Surveillance, Epidemiclogy, and End Results programme.

1. GLOBOCAN 2012, Pepulation Fact Sheets (accessed July 2016); 2. Seiwert TY et al. Nat Clin Pract Oncol. 2007;4:156-171. 3. Siegel RL et al. CA Cander J Clin. 2016;66:7-30. 4. Ho AS et al. Head Neck. 2013;36:144-151; 5. Geodwin WJ Jr. Laryngoscops. 2000;110:1-15; 6. Ang KK et al. W
Engl J Med. 2010:363:24-35; 7. SEER Cancer Statistics Factsheets: Oral Cavity and Pharynx Cancer. National Cancer Institute. B . MD, htip:/iseer cancer.gov/statfacts/tmi/oralcav.html (accessed January 2020); 8. Argiris A et al. Cancer. 2004;101:2222-2229.
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Saulen der Onkologischen Therapie
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Therapiekonzepte: , klassisch™

Tumorbeurteilung: Ultraschall, Spiegelung,
Bildgebung
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transorale Chirurgie - Oropharynx
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transorale Roboter - Chirurgie - Oropharynx

cumulative survival
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ablative » rekonstruktive Chirurgie - Larynx
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ablative » rekonstruktive Chirurgie - Larynx
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Ambivalenz des kurativen Therapieansatzes
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Comparing Surgical and Nonsurgical Larynx-Preserving Treatments With Total Laryngectomy for

Locally Advanced Laryngeal Cancer. Patel et al. Cancer 2019;125:3367-3377.

TABLE 4. Survival Analysis by Tumor and Lymph Node Classification

Actuarial
Survival Rate, %
Median _—
Classification® Mo. of Patients  Mo. of Events  Survival, mo  3-Year 5-Year P
T2N1 or TINO-N1 (non-T4, low
nodal burden ;:!r:‘-u:-]b
CRT 2728 1132 7a 60.4 5.7 017
PL+ RTor CRT 534 212 89.2 70.5 60.3
TL+RT or CAT 033 425 671 64.4 52.6
T2-TAN2-N3 (non-T4, high nodal
burden group)®
CRT 1718 835 46.6 56.8 43.0 033
PL+ RTor CRT 230 126 48.3 56.0 476
TL+RT or CAT 301 176 34.4 40.4 36.7
T4M-any”
CRT 853 503 7.8 51.2 7.0 <0004
PL+ RTor CRT 119 70 20.5 46.6 385
TL + AT or CAT 1273 613 575 60.1 491
é N
- T2-3 - NO/N1 =Laryngektomie = pRCT
\. v
( )
- T2-3 - N2/N3 = pRCT = Laryngektomie
J
4 )
- 2 T4 - NO-N3 = Laryngektomie > pRCT
\. y,
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Lebensqualitat nach Pharyngolaryngektomie

Quality-of-life and functional outcomes following
pharyngolaryngectomy: a systematic review of literature
Mahalingam, S.,*" Srinivasan, R." & Spielmann, P.™

*University of Edinburgh, Edinburgh, UK TDepartment of Otolaryngology, Head and Neck Surgery, East Surrey Hospital, Redhill, UK
*Department of Otolaryngology, Head and Neck Surgery, Ninewells Hospital, University Department of Otolaryngology, Dundee, UK

Accepted for publication 3 March 2015
Clin. Otolaryngol. 2016, 41, 2543

- Sprachverstandnis: 17 Studien - 576 Patienten
- Schluckfunktion: 15 Studien - 1076 Patienten

Stimmrehabilitation mittels Stimmprothese
> ~ 90% gute Stimmqualitat

Schluckfunktion
» 14,2 Tage postoperative mittlere Nahrungskarenz
> 6,5% Langzeit- Abhangigkeit von Ernahrungssonde
» 11,4 % Strikturen

Ergebnisse nach totaler Laryngektomie sind besser als nach Pharyngo-Laryng-
Ektomie
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Qualitat der Laryngektomie

Association of Hospital Volume With Laryngectomy

Outcomes in Patients With Larynx Cancer
Christine G. Gourin, et al.
JAMA Otolaryngol Head Neck Surg. 2019;145(1):62-70.

45 156 Patienten - 5516 Krankenhauser

High-volume Krankenhduser assoziiert mit
» geringere Chance zum Versterben im KH
» Weniger postoperativen chirurgischen Komplikationen
» akuten medikalen Komplikationen
» geringerer Dauer der Hospitalisation
» geringeren Behandlungskosten

~These data support the concept of centralization of complex
care at centers able to meet minimum volume thresholds to
improve patient outcomes.”
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Tumortherapie im Kopf-Hals-Bereich I

B Chirurgie ist in Fruhstadien die Therapie der Wahl

m Ablative Chirurgie fortgeschrittener Stadien

= kann Lebensqualitat erhalten

= onkologisch effektiv

= idR in Kombination mit adjuvanter Therapie

= technisch komplikationsarm durchfuhrbar - Rettungschirurgie

m Definitive Radiochemotherapie
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Saulen der Onkologischen Therapie
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Immuntherapie durch Immun-Checkpoints -
Reduktion der Drosselung der Immunantwort

Antigene werden von
Tumorzellen freigesetzt
und von dendrltlscheM

Zellen aufgeno
/Qﬁ?

>

Dendritische Zellen
aktivieren naive
T-Zellen inden_

Lymphknoten .

Dendritische Zelle

PD-1 (APC)

Aktivierte

OPDIVO P
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PRIMARTHERAPIE SYSTEMTHERAPIE:

Locoregionally Recurrent/
Advanced Metastatic HNC

-

Surgery + RT/CRT
Surgery Definitive CRT
RT - Platinum + RT
- Cetuximab + RT

Pembrolizumab Monotherapie
(CPS=1)

Pembrolizumab +Platinum/5-
FU(CPS>1)

Platinum/5-FU +/- cetuximab
Ggf. PD-1 Antikorper (Nivolumab)

\_" Y,

4 )
CT

Docetaxel ,

Paclitaxel / Cetuximab

PD-1 Antikorper (Nivolumab)

\ 4
N\

Other CT =
Gemcitabine 'n_.
Capecitabine 5
Vinorelbine ()

J

KURATIV - PALLIATIV
— —

CT = chemotherapy; CRT = chemoradiotherapy; HNC = head and neck cancer; HNSCC = head and neck squamous cell carcinoma; MTX = methotrexate;
R/M = recurrent and/or metastatic; RT = radiotherapy.

1. Adapted from Cohen E. Presented at: New Horizons in Immuno-therapy for HNC 2015: Newberg, OR.
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Aktuelle Immuntherapien beim r/m HNSCC

1rst line Stu

Immune
checkpoint
inhibitor

Pembrolizumab
KEYNOTE 048

Nivolumab
Checkmate 651
(BMS)

Durvalumab
KESTREL
(AstraZeneca)

1. Fachinformation KEYTRUDA?®,
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Stand November 2019, 2. Fachinformation OPDIVO Stand Oktober 2019, 3. modif. nach Samra B, et al. J In

DZI

R/M HNSCC
first line

R/M HNSCC,
first-line

R/M HNSCC,
first-line
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Intervention/drug

Pembrolizumab vs
cetuximab+platinum/5-FU
Pembrolizumab+platinum/5-FU
S

cetuximab+platinum/5-FU

Nivolumab+Ipilimumab vs SOC
(cetuximab+-cisplatin/carboplatin
+5-FU)

Durvalumab * Tremelimumab vs
SOC (EXTREME regimen)
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KEYNOTE-048 Study Design (NCT02358031)

Key Eligibility Criteria Pembrolizumab

» SCC of the oropharynx, Monotherapy
oral cavity, hypopharynx,
or larynx

* RIM disease incurable by
local therapies

* ECOGPSOor1

» Tissue sample for PD-L1 Pembrolizumab
assessment?® + Chemotherapy

* Known p16 status in the

Pembrolizumab 200 mg Q3W

for up to 35 cycles

Pembrolizumab 200 mg +
Carboplatin AUC 5 OR P;'g':;?liggnwab
Cisplatin 100 mg/m? + g

5-FU 1000 mg/m?/d for 4 days for up to

for 6 cycles (each 3 wk) 35 cycles total

oropharynx®

Stratification Factors

» PD-L1 expression?
(TPS 250% vs <50%)

Cetuximab 250 mg/m2 Q1W¢ +

) Carboplatin AUC 5 OR :
+ p16 status in oropharynx EXTREME Cisplatin 100 mg/m? + Cetuximab

(positive vs negative) 5-FU 1000 mg/m?/d for 4 days 250 mg/m? Q1W
» ECOG performance status

for 6 cycles (each 3 wk)

aAssessed using the PD-L1 ICH 22C3 pharmDx assay (Agilent). TPS = tumor proportion score = % tumor cells with
membranous PD-L1 expression.
bAssessed using the CINtec p16 Histology assay (Ventana); cutpoint flir positivity = 70%. cFollowing a loading dose of 400

Cancer
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KEYNOTE-048: Overall Survival
Pembrolizumab + Chemotherapy vs EXTREME

CPS=20 CcPS=1

Total

OS, %
0s, % Benls IR(AC) P ’ Berts WRESO) P 0% Evenls HR (9%C)
100 Pembro+Chemo  67% 060 00004 qo0 Pembro+Chemo 73 065  <0.0001 Pembro +Chemo 76 0.72
i (05340801 (0,60-0.87)
% amorde EXTRENE ey S0 % fomoret EXRENE oty EXTREME % 0
80 EET_I ! 80 55,0
U61% 24morate 8% 2morate 2morate
10 f 34y Ymorate 10 8% %mo ate 84 %morate
g 8 194% 12 L 168% 258 188% 0
g % L Median(95%C)) g 5 Bk Median(95% CI) L Median 954 C)
° 4 Wmo[03193 O g 13.6mo(10.7-15.5) 130mo(10.9447)
) 11.0mo(9.213.0) B 104mo (9.4-11.7) 10.7mo (9.3-41.7)
20 0
1 10
0 5 10 15 N % N B H & N 005 10 15 D B N B H & 5N 005 10 15 0 5 N B o & 5
Months Months Months
Mo atrisk Mo at risk No. at risk
91 0 , § 1 8 ] i ] L ( 0

Data cutoff date: Jun 25, 2019

Dany Rischin et al.,
Burtness et al.,

FRIEDRICH-ALEXANDER
UNIVERSITAT
ERLANGEN-NURNBERG
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Keynote-048 presented at ASCO 2019, Barbara Burtness et al.,
www.thelancet.com Published online October 31, 2019
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Folgekonzepte

Table 5. Future developments with new IO agents and new combinations in R/M pretreated patients.

PFS (O} Related
Study Ta:(ZtI:;lg?I:Zr: Charaftfristics Nb of Pts (92521) (9];,/CIC{I) Median Median Grades Consecutive Phase III
8 Py : 0 0 (95% CI)  (95%CI) Toxicity
INDUCE-1 anti-PD-(L)1 naive 24% 68% 4.2 mo 13.1 mo INDUCE-3:
o Pembro +/ GSK609
NCTC[%]B% 5 GSK609 + pembro. pretreated: 52% 4 (10.7-412)  (495-826)  (24-62)  (6.7-20) 6% INDUCE-4:
Pembro + CT+/- GSK609
NCT02643550 Monalizumab + Platinum and 20% 42% INTERLINK-1:
. . 0 0 .
Expanswﬁn Cetuximab Anti-PD-(L)1 40 (10.5-34.8) 57.5% 2% relf:\ted to Cetux1mab +/
cohort 2 [50] pretreated monalizumab monalizumab
NCT02501096  Pembro. HNSCC cohort 46% 4.7 mo LEAP-010 study
. . 0y 0,
[51] + lenvatinib Phase II 22 (24.4-67.8) 90.9% (4.0-9.8) 67% NCT04199104

<2 prior lines

I0: Immuno Oncology; Nb of pts: Number of Patients; ORR: Overall Response Rate; DCR: Disease Control Rate; PFS: Progression Free Survival; OS: Overall Survival;. Pembro:
pembrolizumab; CT: chemotherapy.

Borel C, Jung AC, Burgy M. Cancers (Basel). 2020
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Selektion in der Immuntherapie

Objektive Ansprechraten (ORR) verschiedener Entitaten auf
Anti-PD-1/PD-L1

Higher responders

Non-responders

100,0%
90,0%
80,0%
70,0%
60,0%
50,0%
40,0%
30,0%
20,0%
10,0%

0,0%
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Glioblastoma
Prostrate
Pancreatic
CRC MISS
Cervical
Endometrial
Mesothelioma
Ovarian

SCLC

HCC

Breast

NSCLC

Renal

Bladder
Esophageal
Gastric
Melanoma
CRC MSI
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Anergie

- Generierung der

Immunantwort
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Nicht alle Kopf-Hals-Tumore sind immunogen

" - Immunexklusion

3 Mg .
&) o matorisch
5 4w - CPl Therapie

\

- Férderung der
T-Zell-Migration

Inflam-

/

Immuntherap

Chen, Mellmann — Nature (2017)

ﬁ Selektion von Patienten sinnvoll und notwendig
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Biomarker

Blood Circulating
fumour cells
Neutrophils
Tumour
tissue @

Inflammation or immunity NETs
CD8TIL, FoxP3Treg, ANXAT,
IDO1, MageA1-6, MageA?,
PD-L1,TLR4
Tcells

Blood or oxygen supply
CAIX, Ephrin-B2, HIF-2a,
VEGF-C, hypoxiasignature

{7
p A
Proliferation or cell cycle
CCND1, EGFR, FGFR1, GAL,

GALR1, Notch1, RB1, SSTR1, TP53

$)
O EMT
MET
Tumour
stem cell

Differentiated

(epithelial phenotype) Differentiated

(mesenchymal phenotype)

EMT or metastasis
ANG, Axin2,CD105,CDH1,CK-17,

Cell survival
IGFR-a, GAL, GALR2,
p-AKT, PIK3CA, PLCy1,
Survivin,TP53, Bax, BCL-2

Stemness or detoxification
ABCG2, AKR1B10, Bmi1, CD133,
CD44, GPX1, HMGA2, IMP3,

Myc, Notchl, Oct4, P-gp, S100A7,
SLC2A2, SOX2

Maspin, MMP2,nm23-H1,Notch-1,
PAI-1, PDPN, PXN, Serpin E1, SMA,

Snail,UPAR, WISP1,tumourbudding,

keratinisation

CXCR4,ELMO3, EpCAM, EZH2, Ezrin,

Figure 2: Prognostic biomarkers in squamous
cell carcinoma of the head and neck
EMT=epithelial to mesenchymal transition.
MET=mesenchymal to epithelial
transition.NETs=neutrophil extracellular
traps.TIL=tumour-infiltrating lymphocytes.
TP53=cellular tumor antigen p53. Treg=regulatory T

Budach V, Tinhofer I. Review. Lancet Oncology. 2019
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Selektion in der Immuntherapie - CheckRad-CD8

(NCT03426657)

o
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Lokal
fortgeschrittene

Kopf-Hals-
Karzinome

heck..-=..:. 'Cnlnll‘l'ion
RT: 35 x 2.0/1.8/1.6 Gy (70/63/56 Gy)

Durvalumab 1500mg fixed dose g4w N
Tremelimumab 75mg fixed dose g4w ii
Cisplatin 30mg/m? d1-3 + Docetaxel 75mg/m? d1

umumumumumumum I

I = = I = Strahlenklir_lik
Prof. Dr. R. Fietkau
PD Dr. M. Hecht
Standard treatment outside trial (chemoradiation or salvage surgery) H No
PD Dr. A. Gostian
—T—r-r—-r-r—r—r—r—r—r—r—r— Pathologisches
w2 w3 w4 w5 w6 w7 w8 w9 wlo will wil2 wil3 wl4 wil5 wié Institut

Prof. Dr. A. Hartmann
Dr. M. Eckstein

3
- Only Durvalumab continued further 8 doses as maintenance therapy

Hecht M, Gostian AO, Eckstein M. J Immunother Cancer. 2020.
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https://www.strahlenklinik.uk-erlangen.de/index.php
https://www.pathologie.uk-erlangen.de/index.php
https://www.pathologie.uk-erlangen.de/index.php

Selektion in «
(NCT03426657)
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Patients enrolled (n=80)

Excluded patients (n=1)

¥

Tumor bleeding (n=1)

‘ Induction therapy (n=79) |

No re-biopsy (n=3/T9, 4%)

Toricity before RIT:

. Prneumonia (n=1)

Hepatitis (n=1)
other

g infection (n=1)

pCR
(n=41/79, 52%)

CD8 increase
(n=31/79, 39%)

|

Criteria for further study treatment met
(N=T2/79, 91%)

CD8 decrease
(n=4/79, 5%)

Excluded before RIT (n=12):
Toxicity before RIT:
Hepatitis (n=4)
Infection (n=1)

h 4

Patients entered
radicimmunotherapy
(n=60/79, 76%)
(=Primary endpoint cohort)

Diarrhea (n=1)
Nephritis (n=1)

Excluded for patients” will:
Surgery (n=2)
Radiochemotherapy (n=1)
Mo further treatment (n=1)
Treatment delay (n=1)

RT not completed (n=1)

Radiotherapy completed”
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Cycle 6 of immunotherapy

completed without DLT
(primary endpoint)
(n=46, Feasibility 46/56=82%)
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Hepatitis (n=3) Arthritis (n=2)
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Selektion in der Immuntherapie - CheckRad-CDS8

(NCT03426657)
A Progression-free Survival RIT cohort B Overall Survival RIT cohort
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PRIMARTHERAPIE SYSTEMTHERAPIE:

Recurrent/
Metastatic HNC

Locoregionally

Advanced

(Pembrolizumab Monotherapie \
(CPS21)

Pembrolizumab +Platinum/5-
FU(CPS=>1)

Platinum/5-FU +/- cetuximab

Ggf. PD-1 Antikorper
(Nivolumab)

I k CT (single agent) )

Surgery + RT/CRT
PD-1/PD-L1 Surgery Definitive CRT
Antikorper RT - Platinum + RT

- Cetuximab + RT

\ 4

CT (single agent)
Docetaxel ,
Paclitaxel / Cetuximab
PD-1 Antikorper
(Nivolumab)

Other CT
Gemcitabine
Capecitabine
Vinorelbine

(%)
=
Qo
=
3
M

KURATIV PALLIATIV
— _

CT = apy; CRT = apy; HNC = head and neck cancer; HNSCC = head and neck squamous cell carcinoma; MTX = methotrexate; R/M = recurrent and/or
metastatic; RT = radiotherapy.

1. Adapted from Cohen E. Presented at: New Horizons in Immuno-therapy for HNC 2015: Newberg, OR.
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Resektable Tumore - Neo-adjuvante Immuntherapie
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Tumortherapie im Kopf-Hals-Bereich II

m Rezidivierte/metastasierte Kopf-Hals-Tumore
= Immuntherapie als Standard in der 1st line
= Kombination mit Chemotherapie / Radiotherapie steigert Effektivitat

m Resektable, fortgeschrittene, Tumore
= erste Ergebnisse neoadjuvanter Konzepte sind vielversprechend
= starkere Verzahnung mit der Chirurgie

B Selektion der Patienten durch Biomarker

m Effektive Tumortherapie im Kopf-Hals-Bereich ist und

bleibt multimodal
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Qualitatskonferenz des Bayerischen
Krebsregisters

Online-Veranstaltung in Kooperation mit dem
Bayerischen Zentrum fir Krebsforschung
&BZKF) und dem Comprehensive Cancer

enter (CCC) Erlangen-EMN

His-Nasen-Ohren-Klinik, Kopf- und
Halschirurgie

Universitatsklinikum Erlangen
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