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Pembrorad: rtt+ cetuximab vs rtt+ pembrolizumab
patient unfit cisplatine

Randomization
\ / Main Inclusion \

Arm A: cetuximab
400 mglm2 loading dose and 250 criteria
mg/m2 weekly

200 mg Q3W during RT

« Patients unfit for receiving
high dose cisplatin
.Arm P: Pembrolziuy . * Non operated stage Ill-IVa-b

e« SCC of oral cavity,
Stratification : N Stage (NO-1 vs N2-3) oro/hypopharynx and larynx

P16 status & tumor site * Non metastatic
OPC p16 positive vs OPC negative or non OPC k J
Qboth arms : IMRT (69.96 Gy in 33 fractiony

Tao et al. ESMO 2020
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Pembrorad: rtt+ cetuximab vs rtt+ pembrolizumab

patient unfit cisplatine

Patients Characteristics
[ [ conmmrwees [ rembrorTN-es |

May 2016 - Oct. 2017:
133 pts randomized:
66 Cetux-RT, 67
Pembro-RT

All characteristics
well balanced
between two arms

A 7

Age (years)
PS (ECOG)
[
1

Tobacco

Current smoker

Tumor site
Oropharynx
Oral cavity
Hypopharynx
Larynx
Stage
m
iVa

IVb

Median: 67 [47 - 81]

24

41

6

37

22

40

5

11

9

17

40

37

57

34

62

17

14

26

62

12

Median: 65 [48 - 79]

27

39

4

37

25

39

4

18

5

16

33

17

a1

37

27

24

75% ont recu au moins 7 cycles de
cetuximab

88% ont recu au moins 3 cycles de
pembrolizumab

Tao et al. ESMO 2020
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Pembrorad: rtt+ cetuximab vs rtt+ pembrolizumab
patient unfit cisplatine

= Cetuximab arm = Pembrolizumab arm

*

% Significantly higher rate
57% of AE G>=3: radio-
dermatitis, rash and
mucositis in Cetux-RT
arm than in Pembro-RT

54%

1%
1 5% 18% & G>=1  Dysthyroidism
- 6% was more frequent in
0 .
.0% 0% 0%0% 2_%0% o Pembro-RT arm than in
G=3 G=4 G=3 G=4 G>=1 Cetux-RT
Dermatitis (in RT field) Rash Mucositis Dysthyroidism
p<0.0001 P=0.0008 P=0.0017 P=0.039
(G0-2 versus G3-4) (G0-2 versus G3-4) (GO-2 versus G3-4) )| (none versus G>=1)

Tao et al. ESMO 2020
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Pembrorad: rtt+ cetuximab vs rtt+ pembrolizumab

patient unfit cisplatine

Primary endpoint

G Oncologic Radiothér
Téte E Cou .
Radasberspy ncoing) groap for head &

Loco-regional control at 15 months after radiotherapy

* Median Follow-up: 25.6
months (9.0-30.2 months)

« LRC at 15 months after RT:

Cetux-RT : 59% (95%CI 45%-72%)
Pembro-RT : 60% (95%CI 46%-72%)
OR = 1.05, (95%Cl 0.43-2.59); p = 0.91

1.00
0.90

0.80 -
0.70 A
0.60 A
0.50 A
0.40 A
0.30 A
0.20 A
0.10 A

0.00

At risk

= 45 34 31 8
—66 50 39 34 13

~

Loco-regional control from end of radiotherapy

0 6 12 18 24 30

Months since end of radiotherapy
—=Cetux-RT
—Pembro-RT

Tao et al. ESMO 2020
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Javelin 100: rtt-chimio +/- avelumab: phase 3

Lead-in phase CRT phase Maintenance phase
1 week 9 weeks 12 months

Avelumab 10 mg/kg Q2W
+ cisplatin (100 mg/m?) 3 cycles

Endpoints

Avelumab
10 mg/kg IV Q2W

Avelumab
10 mg/kg

+ IMRT 70 Gy/35 fractions/7 weeks
(1 fraction/day, 5 fractions/week)

N=345

Primary endpoint:

» PFS assessed by
investigator per
modified RECIST 1.1

N=350 N=291

Patients with
histologically Stratification:

d'agtnoste?j’ ':::e\;‘lo.u skly : Tumor stage (<T4 vs T4) Treatment until PD, unacceptable toxicity, or
untreated, nign-ns e Nodal stage (NO/N1/N2a/N2b vs N2c/N3) withdrawal

Secondary endpoints
LA SCCHN* HPV status (HPV+ vs HPV-) included:

0S

ORR and DOR by
investigator per
modified RECIST 1.1
Safety

N=697
Placebo

+ cisplatin (100 mg/m?) 3 cycles Placebo Q2wW

+ IMRT 70 Gy/35 fractions/7 weeks
(1 fraction/day, 5 fractions/week)

N=340

N=304

Cohen et al. ESMO 2020
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Javelin 100: rtt-chimio +/- avelumab: phase 3

EREMD
2020

Baseline characteristics

Avelumab

+CRT (n=350) + CRT (n=347)

Placebo

Avelumab
+ CRT (n=350)

Placebo
+ CRT (n=347)

Age, median, years

Sex, %
Male
Female

ECOG performance status, %

0
1

Geographic region, %
North America
Western Europe
Eastern Europe
Asia
Rest of the world

60

83
17

55
45

23
30
15
29
3

59

82
18

62
38

27
33
13
24
4

Site of primary tumor, %
Oral cavity
Oropharynx
Larynx
Hypopharynx
HPV status, %*
Positive
Negative
Tumor stage at baseline, %t
<T4
T4
Nodal stage at baseline, %!
NO/N1/N2a/N2b
N2c/N3

13
45
17
25

35
65

57
43

53
47

14
49
19
18

34
66

56
44

52
48

Cohen et al. ESMO 2020
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Javelin 100: rtt-chimio +/- avelumab: phase 3

2020
100 T

Primary endpoint: PFS by investigator per modified RECIST 1.1

90 4
80 4
70 -
— 60 -
=
L 50 -
o Avelumab + Placebo +
40 CRT (n=350) CRT (n=347)
30 A : Not reached Not reached
Median PFS (95% Cl), months (16.9-NE) (23 0-NE)
20 -
10 4 Stratified HR (95% Cl) 1.21 (0.93-1.57)
Stratified p value (1-sided) 0.92
0 L] 1 L} L Ll L] Ll L] L] L]
0 2 4 6 8 10 12 14 16 18 20
At risk Months
Avelumab + CRT 350 303 289 239 222 176 143 107 69 63 41
Placebo + CRT 347 303 291 257 241 200 172 121 75 56 31

22

33
28

22
18

26

18
15

28

32

Cohen et al. ESMO 2020
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Javelin 100: rtt-chimio +/- avelumab: phase 3

ongress .
m PFS in subgroups

Events/patients (n/N)

Avelumab + CRT Placebo + CRT HR (95% CI)*
All patients (stratified) 118/350 106/347 ———— 1.21 (0.93-1.57)
All patients (unstratified) 118/350 106/347 +—®— 1.20 (0.92-1.56)
<T4 56/198 51/193 o 1.17 (0.80-1.71)
Tumor stage® 1,4 62/152 55/154 3 122 (0.85-1.75)
NO/N1/N2a/N2b 55/184 49/181 ——to— 1.09 (0.74-1.60)
Nodal stage™ >0 /N3 63/166 57/166 s 1.33 (0.93-1.91)
Positive 29/121 26/117 ° 1.26 (0.74-2.15)
HPV status® |, Jative 89/229 80/230 —t—— 1.16 (0.86-1.57)
Age <65 years 80/248 737247 S 1.21 (0.88-1.66)
=65 years 38/102 33/100 £l 1.16 (0.73-1.85)
Male 100/290 92/285 S =< 1.21 (0.91-1.61
Sex Eemale 18/80 14562 ® 116 50 28233
White 73/224 63/229 ® 1.29 (0.92-1.81)
Race Asian 36/102 32/86 1.03 (0.64-1.66)
Black/African American/other 9/24 11/32 . > 1.32(0.54-3.21)
) , 0.94 (0.53-1.68)
North America 22/82 25/92 4
Weste 38/106 34/113 S 1.31(0.83-2.09)
Pooled region £ 53 S SioRe ) 15/45 P 1.42 (0.71-2.85)
Asia 36/100 31/84 — o —— 1.08 (0.67-1.75)
Rest of the world 4/10 1113 > 5.38 (0.60-48.28)
0 62/193 58214 ° 1.23 (0.86-1.76)
ECOGPS 3 56/157 38/133 o 1.13 (0.77-1.66)
Hypopharynx 35/87 26/64 *— 1.07 (0.64-1.78)
Site of primary | 5rynx 20/59 17/65 e 1.38 (0.72-2.65)
tumor Oropharynx P T ——— 1.16 (0.78-1.78)
v 21/47 19/49 & -
Low (<25%) 90/249 69/237 @ 37
High (=25%) 10/50 26/73 S
Unknown 18/51 11/37 > =
0 1 2

—

V,,.

5 ssociated 95% Cis calculated using oportonal h model —C
1 g:sx%:a mmgz;;? = S - — Favors avelumab + CRT Favors placebo + CRT

system
T Exploratory analysis High PD-L1 tumor samples with 225% tumor staining, Low PD-L1: <25% tumor stanng Assessed using the VENTANA PD-L1 (SP263) assay

Cohen et al. ESMO 2020
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Javelin 100: rtt-chimio +/- avelumab: phase 3

Avelumab + CRT (n=348) Placebo + CRT (n=344)
All grades Grade 3/4 All grades Grade 3/4
Any TRAE, %* 98 66/14 99 63/11
Nausea 55 6 55 5
Anemia 53 12 50 13
Dry mouth 42 1 43 1
Mucosal inflammation 41 14 37 13
Radiation skin injury 39 5 40 5
Dysphagia 38 14 40 14
Weight decreased 35 4 43 6
Decreased appetite 33 7 33 5
Dysgeusia 30 0 34 1
Neutropenia 30 16 28 15
Fatigue 29 4 34 3
Vomiting 28 5 31 6
Stomatitis 27 T 28 8
Blood creatine increased 22 2 20 1
Hypomagnesemia 22 1 18 1
Neutrophil count decreased 18 " 17 9
Oropharyngeal pain 18 3 23 2
Infusion-related reaction, % 22 2 3 <1

TRAE, treatment-related adverse event
* TRAES of any grade occurnng in 220% of pabents or grade 34 in 210% patients. Two patients died in the avelumab arm (death and vascular rupture; n=1 each) and 1 patient in the placebo arm (acute respiratory fadure)

Cohen et al. ESMO 2020
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Conclusion

= Pas d'efficacité des immunothérapies en association avec la
radiotherapie

= Bon profil de toxicité
= Place de I'adjuvant?? (pembrorad)

= PD-1 vs PDL-1??
= Sélection des patients (PDL-1)
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Results of the GORTEC 2015-02 CisFRad randomized

trial
Multi-center randomized phase Il study: 10 centers from GORTEC Cisplatin | «yc | FHD Cis
mg/m?
Stage III/IV HNSCC *  CDDP: 100 mg/m? q3w 100) | (25K8)
Oral cavity, . RT: 70 Gy/7w (definitive)
oropharynx, larynx, or Nb of
hypopharynx VN 66 Gy/6.5w (post-operative) Patients
. PS 0-2 p— 2
Not operable or not operated ; !
(definitive CRT) : Median
High risk post-operative Arm B: FHD Cis
. Close (<1mm) or » CDDP: 25 mg/m?/d d1-4 ’
199 296 0.03

positive margin q3w Q1
Extra nodal extension . RT: 70 Gy/7w (definitive)
or

Stratification factors
Definitive or post-
operative CRT
Center

66 Gy/6.5w (post-operative)

Q3

* Wilcoxon non parametric test

Secondary endpoints: safety, OS, PFS, LRFFS, PK

3 cycles: 84% FHD Cis vs 67% SOC

Borel et al. ESMO 2020
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Cis-Frad: Toxicité

:
— 5 XL Conclusions

0.00 4 2 e
= . *Dose cumulée supérieure

" L

FHD Cis Neutropenia
Anemia
20 (35 IEXVIYE 0.30
i

Renal imp.

2
Gt s o Renalimp. AR N gyvec le fractionné
2 M 2 | o [ . .y
3 MR  °Moins de toxicité
2 M 1 NS . 7
: BN s °Pas de différence sur

Transaminase [MRIMMINNNCINN N5 |'officacité

Nausea 3 s *Option possible
3 Mucositis NS
& % Dysphagia NS

2 Cutaneous 7 1 — 0,07
Sepsis 9 n NS

Borel et al. ESMO 2020
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Debio-1143 (Xevinapant) plus radio-chimiothérapie:
résultat a 3 ans

Double-blind, placebo-controlled, Randomized Phase ||

PartA
N=14

Dose escalation
Phase I*

Primary
endpoint

Definition of
MTD/RP2D

RP2D
200mg QD

N

N\

//;artE!

=96 (ITT)

13

Stratified by

. * Xevinapant/Placebo
xe\”napant + CRT D1- D14 every 21 days for 3 cycles

n=48

CDDP
100mg/m? every 21 days, for 3 cycles

Placebo + CRT IMRT

2Gy 5d/week over 7 weeks (total dose 70G
n=47 y Sd/w ( y)

* NO-N1vs N2-N3
+ Primary tumor site (OPC vs non-OPC)

If OPC, by HPV/p16 status

».

Main inclusion criteria:

Previously untreated, unresectable stage Ill, IVA & IVB LA-SCCHN
Oral cavity

Hypopharynx

Larynx

Oropharynx-HPV/p16 both negative or positive

_
t/-

R T

Primary endpoint

* Locoregional control rate at
18 months after CRT
(A>20% between arms with
0.8 power at 0.2
significance level)

Main secondary endpoints
* PFS

* Duration of LRC

* Overall survival

ClinicalTrials gov Identifier NCT02022098
*Taoetal ESTRO 2016

Bourhis et al. ESMO 2020
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Debio-1143 (Xevinapant) plus radio-chimiothérapie:
réesultat a 3 ans

i EERESMD " Duration of LRC - 3-year foll
VIRTUAL . 2020 =-J-
FEEESMD Duration of PFS - 3-year follow up uration o year follow up
As per investigator, with censoring for late events* - ITT As per investigator - ITT
o Median PFS 10 12 Months 18 Months 24 Months 36 Months
2 Years 3 Years 4 Years —— Debio 1143
»  Placebo: 16.9 months 8% z';‘:;:d )
o _— . on : Median
(95%CI: 6.8 - 36.1)
. 1 _ P A s TP »  not reached in either arm
B = »  Xevinapant: Not z E el
.i 06 % 3 05 D R -
% LIRS reached (95%Cl: 37.4-NR) i 6%
£ s Y S 36% § si Improvement in line with 2-
2 2 i°
2 ; S 2
............... ~ Statistically year results
0.2 0.2
—— Debio 1143 ianifi ini
--- Placebo ;‘Z‘;‘:‘:R““ g'g‘;g'" :0.68) 5|gn|f|cant, c"mca"y Hazard Ratio 0.47 (0.19;1.15)
. Censored » . .
- e compelling PFS improvement o Zie e
Debio 1143 4 a3 a2 36 3 B Z 7 26 26 26 26 23 22 2 2 2 18 > 5B B 1
Placebo - 0 » 3:? 2 DD 219 17 15 8 8 8 ;A ‘:‘ s l; 1 1 1 1 1 ; Debio 1143 4 4 B 33 D B Y OV 26 26 26 N P 2 22 A 16119 S 2 2 1 1 1
0 2 46 8 101214 16 18 20 2224 25 28 3 32 34 % 3B 40 42 44 46 48 5O 52 * Late events: those occurring after missed assessments Placebo SassuasIBEBIFe SR T3 LS a0
censored to avoid assumption of non-PD for long periods 0 2 4 6 8 101214 16 18 20 22 24 25 28 30 32 34 3 38 40 42 44 46 48 50

ion-Free Survival ion ( hs) before PD identified (FDA guidance)
Duration of Locoregional Control from End of CRT (Months)

« Update de 'ASCO
« Resultat encourageant +++, a confirmer par phase 3 Bourhis et al. ESMO 2020
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