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Locally Advanced Head and Neck Squamous Cell Carcinoma

Role of Chemo-and Immunotherapy
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1. Inleiding HNSCC.

2. Locally Advanced HNSCC: Curatie met Orgaansparende Behandeling:

- Radiosensitizers: Cisplatin, Cetuximab

- Concurrent RT + cisplatin vs. RT + Cetuximab

3. Conclusies
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1. Inleiding:
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1. Inleiding:

Risicofactoren voor HNSCC

a. Roken en alcohol abusus (risico x40)

b. Human Papilloma Virus (HPV) (oropharynx)
Epstein Bar Virus (EBV) (nasopharynx)

Risico op tweede primaire tumor: ca 5% per jaar!

a. field cancerization

b. longen, slokdarm, blaas, ...
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Supra-glottisch | (Sub-)Glottisch

Mondholte | Oropharynx | Hypopharynx

Nasopharynx

Stadium 1l - Grootte primaire tumor

- Invasie primaire tumor in omliggende structuren

N

Sieelum e Grootte lymfekliermetastasen

- Ipsilaterale en/of contralaterale lymfekliermetastasen

Stadium Vb MO
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2. LAHNSCC: Curatie met Orgaansparende Behandeling:
Radiosensitizers

Chemotherapie: Cisplatinum @ Cisplatin Immunotherapie: Cetuximab
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' EGFR

Cetuximab
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LAHNSCC: Curatie met Orgaansparende Behandeling:
Radlosensitizers: Cisplatin

Survival (%)

o 1 2 3 4 5 88 T =28
Time from randomisation (Years)

Absolute survival benefit 5y na chemo-RT:

- Mondholte en oropharyx SCC: 8%
- Hypopharynx en larynx SCC: 5%

Maastricht UMIC+

No. Deaths / No. Entered

Interaction and

Category LRT+CT LRT 0-E  Variance Hazard Ratio trend tests
T
Sex I
Male 2635/3882  2807/3847 -250.2 13103 . p_inter = 0.95
Female A83/788 508/788 -44.1 2184 i
Performance status
i
0 023/1667 1084/1696 -135.1 4854 i p_inter = 0.50
1 121011680  1170/1538  -1318 56209 M- p_trend = 0.31
2or3 220/279 2181274 -15.8 00.8 3
Stage
Il 1337251 155/286 15 66.6
bl p_inter = 0.20
m 661/1140 £00/1004 837 3100 p_trend = 0.60
I\ 226813266 2430/3261 2409 11250 l
Site
Oral cavity 680/997 75411020 728 3277 .!
Oropharynx 1123723 12191681  -1383 5503 =
! p_inter = 0.16
Larynx 6071013 64411012 £4.0 2045 i
1
Hypopharynx 546/760 5683/757 405 2528 !'
Others 187/264 183/256 32 B34 —
05 1.0 20

LRT + CTbetter | LRT better

Pignon et al. Radiotherapy Oncology, 2009, 92, pp4-14
Blanchard et al., Radiotherapy Oncology, 2011, 100, pp 33-40
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LAHNSCC: Organ Sparing Curation:
Radlosensitizers: Cisplatin

a-% Comninol
B0 Absolute diference
at & years £ 5d ; Local

Z &0 e
z -
=
£ 40 ADsolAE difference
-] &1 5 years + st Distant
E 251 2% 19.3% failure

20 .-

16.5%

i

g 1 2 3 4 5 & T =8
Time from randomisation (Years)
Local failure and distant failure iperson-years by period
Yaars 0-2 Years 3-5  Years =6

Local failure

Control 2509/3080 12752812 1872016
204507ED 16273861 212822

Distant Giure

Control JE2081T a2r3026 ar219s

Chemotherapy 3700110438 SE4010 12396

Pignon et al. Radiotherapy Oncology, 2009, 92, pp4-14
Maastricht UMIC+ Blanchard et al., Radiotherapy Oncology, 2011, 100, pp 33-40
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LAHNSCC: Curatie met Orgaansparende Behandeling:
Radlosensitizers: Cisplatin

Bestralingen:

« Dagelijks, 1 fractie, poliklinisch
* b5x per week

* gedurende meerdere weken

* Vaak 35 x 2 Gy in 7 weken

R 1
! ! !

Chemotherapie: CISPLATIN

* 1 x per 3 weken
* Inweek 1, 4 en 7 van de bestraling

* Intraveneuze toediening
« Opname 2 dagen: preventie niertoxiciteit
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LAHNSCC: Curatie met Orgaansparende Behandeling:
Radlosensitizers: Cetuximab

Radiotherapy Radiotherapy

alone plus cetuimab
M Events N Events
1.0— — Radiotherapy+cetuximab i
—— Radictherapy alone Oropharynx 135 76 118 0 —e— E
Laryn 51 32 57 3 0—
0.8 Hypopharynx r 22 36 29 —
Stratified log-rank p=0-018 Tumour stage !
AJCCT4 65 47 62 47 *
3 o6l AJCCT13 148 23 149 63 —a— |
= Region \
2 LsA, 122 66 136 52— |
o Other o1 B4 75 57 —
5 047 Radiotherapy fractionation !
Twice daily E14 20 38 16 = |
Once daily 55 35 50 E7d B
02 Concomitant boost 120 75 17 82 —a—
Overall stage i
AJCCIV 161 101 156 84 — =
0 : : : : : | AJCC 111 52 29 55 26 —
0 10 20 30 40 50 60 70 Nodal stage |
. Months AJCCNI-3 175 100 160 86 —
Number at risk AJCCNO 38 7n 42 24 ‘a
Radiotherapy+ 211 177 136 117 105 a0 49 KPS '
cetuximab |
Radictherapy alone 213 162 122 98 85 il 49 - ﬁ__éﬂgﬂ l;'; Ei lgg Eég ] ]
Sex |
Male 169 106 171 8 ——
Female 44 34 0 23 =

Absolute survival benefit 5y na Cetuxmab-RT: 9 % . . | T . . .
0 03 06 0910 1.2 15 1.8 21

+— e
Favours addition of cetuximab  Favours radiotherapy alone

) Bonner et al. NEJM, 2006, 354(6), pp 567-578
Maastricht UMIC+ Bonner et al., LancetOncol, 2010, 11, pp 21-28
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LAHNSCC: Curatie met Orgaansparende Behandeling:
Radlosensitizers: Cetuximab

Bestralingen:

» Dagelijks, 1 fractie, poliklinisch
» 5x per week

* gedurende meerdere weken
 Vaak 35 x 2 Gy in 7 weken

N1
rr

Immunotherapie: CETUXIMAB
« 1 x per week, tijdens de bestraling
* Intraveneuze toediening

« Poliklinisch: Dagcentrum
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LAHNSCC: Curatie met Orgaansparende Behandeling:
Radliosensitizers: Cisplatin gecombineerd met Cetuximab?

A 1004
o 804
@
LE
= — 60
S ® —
& =
S Z 404 HA(s5% CI) [Arm B/Arm A]
=] 1.08 (0.88 to 1.32)
st 1-sided log-rank P = .76
o
204
~—RT + cisplatin (Arm A}
=—RT + cisplatin + cetuximab (Arm B)
T T T T T
0 1 2 3 4 5
Time Since Random Assignment (years)
Mo. at risk
Armn A 217 317 282 241 18 36
Arm B 424 309 263 234 108 38
C 1004
~—RT + cisplatin (Arm A}
—RT + cisplatin + cetuximab (Arm B)
804
® — HR (95% C1) [Arm B/Arm A]
532 god 130(088t01.70)
oW 1-sided log-rank P =.97
25
8= 40
o
|
204 I
T T T T T
0 1 2 3 4 5
Time Since Random Assignment (years)
Mo. at risk
Arm A 247 317 282 241 18 36
Arm B EY) 309 263 234 108 38
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B 1

Overall Survival (%)

No. at risk
Arm A
Arm B

D 1

Distant Metastasis (%)

No. at risk
Arm A
Arm B

00+
e
20+
B0+
40 HR (25% CI) [Arm B/Arm A]
0.95 (0.74 to 1.21)
1-sided log-rank P= .32
20+
~—RT + cisplatin (Arm A}
=—RT + cisplatin + cetuximab (Arm B)
T T T T T
0 1 2 3 4 5
Time Since Random Assignment (years)
447 386 344 287 138 41
444 383 339 295 134 43
00+
~—RT + cisplatin (Arm A}
— RT + cisplatin + cetuximab (Arm B}
804
HR (953: Cl) [Arm B/Arm A]
60 0.76 (0.51 to 1.13)
1-sided log-rank P = .08
404
204
T
T T T T T
0 1 2 3 4 5
Time Since Random Assignment (years)
447 317 282 24 118 36
444 309 263 234 108 38

Ang et al., JCO 2014, 32, pp 2940-2950
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LAHNSCC.: Curatie met Orgaansparende Behandeling:
Radiosensitizers: Cisplatin of Cetuximab?

| ‘Bomnertrial | RTOG9LI

5y OS 45% 55%
2y locoregional control 50% 78%

Bonner et al. NEJM, 2006, 354(6), pp 567-578
Forastiere et al., JCO 2013, 31(7), pp845-852
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LAHNSCC: Curatie met Orgaansparende Behandeling :
Radiosensitizers: Cisplatin of Cetuximab?

2y overall survival (forestploty 2y locoregional relapse (forest plot)

Risk Ratio Risk Ratio
Study or Subgroup M-H, Random, 95% CI M-, Random, 95% CI
Caudel 2008 v i
Koutcher 2011/Riaz 2014 —
Jensen 2011 —a— T
Beyer 2012 — 1
Borchielini 2012 —— I
Ghi 2013 ™
Pajares 2013 HPV- —— o
Ley 2013 — .
Pajares 2013 HAV+ . 1
Lefebwre 2013 —— _
Fayetie 2013 — _ 1
Tang 2014 —— N
Total (95% CI) & ¢

005 02 f 5 H 002 01 | 0 50
Maastricht UMC+ FawoursRT +CT Favours RT + cetudmab Favours RT+CT Favours RT + cetuximab

Petrelli et al., Oral Oncol, 2014, 50, pp 1041-1048
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LAHNSCC: Curatie met Orgaansparende Behandeling:
Radiosensitizers: Cisplatin of Cetuximab?

Conclusie:

 RT + Cisplatin + Cetuximab: /
« RT + Cisplatin: standaard behandeling

 RT + Cetuximab: bij contra-indicaties voor toediening Cisplatin
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LAHNSCC: Curatie met Orgaansparende Behandeling:
Radiosensitizers: Bijwerkingen.

Haaruitval Hematologische toxiciteit Acneiforme rash
Droge mond Nierinsufficientie, tubulopathie Diarree
Smaakverlies Misselijkheid en braken Hypomagnesiemie

Pin, mucositis, Vermoeidheid

slikklachten
Stemverlies / heesheid Cardiovasculaire ischemie
Vermoeidheid Oorsuizen/Gehoorsverlies
Epidermolyse Polyneuropathie

Maastricht UMIC+
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LAHNSCC: Curatie met Orgaansparende Behandeling:
Radiosensitizers: Bijwerkingen.
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LAHNSCC: Curatie met Orgaansparende Behandeling:
Radlosensitizers: Bijwerkingen.

3 weken na RT + cisplatin 6 weken na RT + cisplatin

Maastricht UMC+
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LAHNSCC: Curatie met Orgaansparende Behandeling:
Radliosensitizers: Teamwork.

 Radiotherapeut

* Internist-Oncoloog
» Medicamenteuze ondersteuning van chemotherapie/immunotherapie gerelateerde bijwerkingen
» Wekelijks labcontrole
» Optimaliseren van pijnmedicatie ism radiotherapeut en pijnkliniek

» Vroegtijdig herkennen en behandelen van systemische infecties
 KNO arts; kaakchirurg
« KNO onco nurse.
« Diétist, mondhygiénist en maatschappelijk werk.

Maastricht UMC+
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3. Conclusie en challenges.

« Orgaansparende behandeling LAHNSCC met curatieve intent: RT + Cisplatin

» By survival benefit RT+cisplatin vs RT. 8%

» intens behandeltraject met l HRQoL door bijwerkingen

* ‘Future perspectives’:

» Prognostische LAHNSCC subgroepen definiéren:
vb. De-intensificatie multimodale, in opzet curatieve behandeling HPV + LAHNSCC.
» Diversifiéren van radiosensitizers (gebaseerd op moleculair profiel subgroepen LAHNSCC)

» Genetisch profiel definiéren van hematogene metastasering bij LAHNSCC
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