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Recurrent/metastatic Head and Neck Squamous Cell Carcinoma
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ORIGINAL ARTICLE

Platinum-Based Chemotherapy EXTREME regimen

plus Cetuximab in Head and Neck Cancer

lan B. Vermorken, M.D., Ph.D., Ricard Mesia, M.D., Fernando Rivera, M.D., Ph.D.,

Randomized phase Il trial
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Guigay et al, ASCO 2019

TPEx versus EXTREME: study design

KEY ELIGIBILITY CRITERIA

- R/M HNSCC
not suitable for ) cycles Q3W C — Maintenance
locoregional treatment " cetuximab 250 mg/m?
Age 18-70 years .. CISPLATIN -> 100 mg/m°IV —W
PS 0-1 ETUXIMAB -> 400 me/m? (loading dose). then  — YNtil progression

s or unacceptable toxicity
Creatinine clearance

>60 mL/min

Prior cisplatin

<300 mg/m? TPEX  —

No Anti-EGFR for 1 year (Experimental arm) — Maintenance
cetuximab 500 mg/m?

MINIMIZATION FACTORS 4 cyclesQ3W CT — EVERY 2 WEEKS

i CISPLATIN > 75 mg/m2 IV — until progression
- Metastatic status DOCETAXEL => 75 mg/m?2 IV or unacceptable toxicity
- Previous cetuximab CETUXIMAB - 400 mg/m? (loading dose), then

250 mg/m?2 IV weekly

- Country + G CSF after each cycle

SIMILAR PFS
SIMILAR OS
SIMILAR ORR , | I

BETTER toxicity profile

» EXTREME m TPEX

Most frequent AEs were seen in > 5% of the



Efficacy of Immune Checkpoints Inhibitors in HNC

Antigens resulting from HPV infection

Antigens resulting from mutation (single nucleotide variations)

Non-Synonymous mutations per tumor (median = one quartile)
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Immune Checkpoint Inhibitors are active in 2"9 line setting !

‘ ORIGINAL ARTICLE ‘

Nivolumab for Recurrent Squamous-Cell
Carcinoma of the Head and Neck

R.L. Ferris, G. Blumenschein, Jr., ). Fayette, J. Guigay, A.D. Colevas, L. Licitra,

Pembrolizumab versus methotrexate, docetaxel, or
cetuximab for recurrent or metastatic head-and-neck
squamous cell carcinoma (KEYNOTE-040): a randomised,
open-label, phase 3 study

Ezra £ W Cohen, Denis Souliéres, Christophe Le Tourneau, Jose Dinis, Lisa Licitra, Myung-Ju Ahn, Ainara Soria, Jean-Pascal Machiels, Nicolas Mach,

Overall Survival, Minimum Follow-up: 11.4 Months
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Immune Checkpoint Inhibitor is active in 1st line setting !

Protocol-Specified Final Results of the
KEYNOTE-048 Trial of Pembrolizumab
as First-Line Therapy for Recurrent/
Metastatic Head and Neck Squamous
Cell Carcinoma (R/M HNSCQC)

Danny Rischin’, Kevin Harrington,? Richard Greil,® Denis Souliéres,4 Makoto Tahara,®

Key Eligibility Criteria T p—_

+ SCC of the oropharynx, Monotherapy |

oral cavity, hypopharynx,
or larynx

* R/M disease incurable by
local therapies

+ ECOGPS 0 or1 Sembrol 200
+ y
* Tissue sample for PD-L1 Pembrolizumab %nalrl;gpllz aL:;:aAUC srggR Pembrolizumab

assessment? Chemotherapy Cisplatin 100 mg/m2 + 200 mg Q3W

* Known p16 status in the 5-FU 1000 mg/m?/d for 4 days for up to
35 cycles total

Pembrolizumab 200 mg Q3W

for up to 35 cycles

for 6 cycles (each 3 wk)

oropharynx®

Stratification Factors

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

Cetuximab 250 mg/m? Q1W¢ +
Carboplatin AUC 5 OR ;

+ p16 status in oropharynx EXTREME | Cisplatin 100 mg/m? + Cetuximab
{pelils ug sy, 5-FU 1000 mg/m?2/d for 4 days 250 mg/m? Q1W

* ECOG performance status
(0vs 1)

for 6 cycles (each 3 wk)

3Assessed using the PD-L1 [HC 22C3 pharmDx assay (Agilent). TPS = tumor proportion score = % of tumor cells with membranous PD-L1 expression.
bAssessed using the CINtec p16 Histology assay (Ventana); cutpoint for positivity = 70%. ‘Following a loading dose of 400 mg/m2.



Dual primary endpointS: OS and PFS for CPS = 20, CPS = 1 and total population

CPS (Combined Positive Score)

cells
(tumor cells, lymphocytes, macrophages)

CPS =

number
(capped at 100)



Pembrolizumab

CPS = 2045% 859,
cPS>1 a% | 7%
Total population

s FIRST-LINE
R/M disease

incurable by
local therapies

Cetuximab +
Carboplatin or

Cisplatin +
5-FU

© All-Cause AEs,? P vs E, Total Population

All AEs (n=300) (n =E287)
100 Any grade 96.7% 99.7% 1_‘23’3";_5
% 1 Grade 3-5 54.7% 83.3% p .
. Immune-mediated 6.3% 8.4%
80 1 Infusion reaction 0.7% 2.1% E [ ]
= 707 Led to death 8.3%" 9.8%¢
2,; 60 1 Led to discontinuation 12.0% 27.5%
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AEs With Incidence 220%

aData for treatment-related AEs were presented at ESMO 2018. PEvents were considered treatment related in 1.0%. ‘Events were considered treatment related in 2.8%.
FA (data cutoff date: Feb 25, 2019).



© 0S, P vs E, CPS 220 Population

Pembro superior to Extreme

Events HR (95% CI)
100+ Pembro alone 71%  0.58 (0.44-0.78)2
90- 12-mo rate EXTREME 89%
80- 56.4%
44.9% 24-mo rate
70+ 35.3% 36-mo rate
s 60s 19.1% 29.3%
& 50 W 2% Median (95% Cl)
©  4o. 14.8 mo (11.5-20.6)
304 MU il 1o uss 10.7 mo (8.8-12.8)
al 4“'*—¢-_LL_
104 SN
0 5 10 15 20 25 30 35 40 45 50
) Months
No. at risk
133 107 85 65 57 45 29 15 9 1 0
122 100 64 42 28 21 13 6 3 0

3At IA2 (data cutoff date: Jun 13, 2018): HR 0.61 (95% CI 0.45-0.83).

FA (data cutoffdate: Feb 25, 2019).

Pembro superior to Extreme
in CPS>1

in CPS>20

© 0S, P vs E, CPS 21 Population

Events HR (95% CI)
100+ Pembro alone 77%  0.74 (0.61-0.90)?
904 12-mo rate EXTREME 90%
80- 50.4%
43.6% 24-mo rate
70+ 28.9% 36-mo rate
N 60+ 17.4% 22.1%
s 50 " L) Median (95% CI)
© 4. 12.3 mo (10.8-14.3)
30- M 10.3 mo (9.0-11.5)
20- —l-l-u.ul.u.lll_|
10+ ~M‘L"‘-'-I—J--....__._L.._,_._.
0 5 10 15 20 25 30 35 40 45 50
. Months
No. at risk
257 197 152 110 91 70 43 21 13 1 0
255 207 131 89 59 40 21 5 0

3At |A2 (data cutoff date: Jun 13, 2018): HR 0.78 (95% C| 0.64-0.96).

FA (data cutoffdate: Feb 25, 2019).



@ OS, P vs E, Total Population

Events HR (95% Cl) P
100+ Pembro alone 79%  0.83(0.70-0.99) 0.01992
90- 12-mo rate EXTREME 88%
80 48.7%
44.4% 24-mo rate
70+ 27.0% 36-mo rate
e 604 18.8% 19.7%
°. 10.0% . 0
G 50 N Median (95% CI)
O 4o. 11.5 mo (10.3-13.4)
30. 10.7 mo (9.3-11.7)
201 Ny
101 %"“"—'-Hu--u....u_umml‘—'
0 5 10 15 20 25 30 35 40 45 50
onifis Pembro NOT SUPERIOR to Extreme
No. at risk . . I
3/ 26 172 125 W B 46 02 13 1 0 in Total Populatlon :
30 245 188 107 72 51 28 1 6 0 0

3Not statistically significant at the superiority threshold of P = 0.0059.
FA (data cutoff date: Feb 25, 2019).

Ever
1004 Pembro alone 90¢
904 PFS EXTREME 90°¢
804
20. 12;10;: rate 24omo rate Pem bro EXTREME
X 601 13.7% 9.5:/., )
g 50 S ORR Total population 17% 36%
o 404
28: ORRCPS>1 19% 35%
104 b
o ORR CPS > 20 23% 36%
0 5 10 15 20 25 30 35
Months
No. at Risk
301 84 54 43 23 9 7 1
300 148 49 28 19 10 5 0

IAZ (data cutoff date: Jun 13, 2018). PFS was assessed per RECIST v1.1 by blinded, independent central review.



e FIRST-LINE
R/M disease

incurable by
local therapies

Incidence, %

100
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50
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20
10

Pembrolizumab +
Carboplatin or

Cisplatin + 5-FU

CPS = 20 45%
CPS>1 40%
Total population

85%

Cetuximab +
Carboplatin or

Cisplatin +
5-FU

All-Cause AEs,? P + C vs E, Total Population

All AEs P+C E
Any grade 98.2% 99.7% 1_(23rad§_5
Grade 3-5 85.1% 83.3% P+C l |
Immune-mediated 5.4% 10.5% o
or infusion rxns E l |
Led to death 11.6%° 9.8%° -
Led to discontinuation 32.6% 27.5%
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@ OS, P+C vs E, CPS 220 Population

Events HR(95%Cl) P

Pembro + Chemo 67% 0.60 0.0004°

12-mo rate EXTREME gay; NASER

571%

46.1% 24-mo rate

35.4% 36- t .

- 19.4% 33.2% CT+ Pembro superior
5 = 2.0% Median (95% CI) to Extreme
o) 14.7 mo (10.3-19.3)

e 1T NPT 11.0 mo (9.2-13.0) in CPS >20

-IL"-'-—h__._.....

0 5 10 15 20 25 30 35 40 45 50
Months
No. at risk
126 102 77 60 50 44 36 21 4 0 0
110 91 60 40 26 19 11 4 1 0 0

aStatistically significant at the superiority threshold of P = 0.0023.
FA (data cutoffdate: Feb 25, 2019).

@ OS, P+C vs E, CPS 21 Population

Events HR (95% ClI) P

100+ Pembro + Chemo 73% 0.65 <0.00012
90 12-mo rate EXTREME g a0
804 55.0%
43.5% 24-mo rate
. 701 30.8% 36-mo rate
CT+ Pembro superior 604 16.8% 25.6%

6.5% Median (95% Cl)

.
50
to Extreme il A \ 13.6 mo (10.7-15.5)
in CPS >1 305 \% Sk ek
15 20

0S, %

204
P 10+ M—I—I‘J
0 5 10 25 30 35 40 45 50
Months
No. at risk
242 197 144 109 84 70 52 29 5 0 0
235 191 122 83 54 35 17 5 1 0 0

2Statistically significant at the superiority threshold of P = 0.0026.
FA (data cutoff date: Feb 25, 2019).



© 0S, P+C vs E, Total Population

Events HR (95% ClI)

100+ Pembro + Chemo 76% 0.722
90- 12:mo rate EXTREME gge,  (0-60-0.87)
80- 53.0%
43.9% 24-mo rate
70+ 29.4% 36-mo rate
e 604 18.8% 22.6%
() 0,
@ 50 e 100% Median (95% CI)
© 4. 13.0 mo (10.9-14.7)
30- N e, 10.7 mo (9.3-11.7)
201 ‘"‘“—Lu_._.,m_
10+ bl 11 )
0 . r r r r . r . . .
0 5 10 15 20 25 30 35 40 45 50
Months
No. at risk
281 227 169 122 94 77 55 29 5 0 0
278 227 147 100 66 45 23 6 1 0 0
aAt IA2 (data cutoff date: Jun 13, 2018): HR 0.77 (95% CI 0.53-0.93).
FA (data cutoff date: Feb 25, 2019).
CT + Pembro superior to Extreme in total population
1004
904 Confirmed Pembro +
804 Response, Chemo EXTREME
204 PFES n (%) N = 281 N = 278
S 601 ORR 100 (35.6) 101 (36.3)
2 507 CR 17 (6.0) 8(2.9)
o 409
304 PR 83 (29.5) 93 (33.5)
201 SD 78 (27.8) 94 (33.8)
12' PD 48 (17.1) 34 (12 2)
0 5 10 15 20 25 30 35 40 Non-CR/non-PD2 13 (4 6) 9(32)
Months
No. at Risk Mot evaluable or
281 134 62 37 22 11 3 0 0 assessedh 42 (1 4'9} 4:} {144}
278 136 42 23 14 6 1 0 0




(4

15%

Patients in stable condition and asymptomatic

You do not need a tumor shrinkage

35-40%

CT + CETUX

CT + Pembro* ??

40-45%

*Exploratory analysis in CPS 1-19 subgroup (monotherapy vs. EXTREME): HR=0.90 (95% Cl: 0.68, 1.18) (US prescribing information)
Data for CPS <1 (monotherapy and combination) and CPS 1-19 (combination therapy) subgroups are not available



Rapid tumor shrinkage needed

CPS available

15%

;
Extreme= CT + CETUX _

CT + Pembro ??

\ 4

CT + Pembro No place for Pembrolizumab alone !!!!




EORTC — HNCG
Study 1559 (UPSTREAM):
A pilot study of personalized biomarker-based treatment strategy or immunotherapy in
patients with recurrent/metastatic squamous cell carcinoma of the head and neck

[ Patients with recurrent/metastatic SCCHN, progressive after platinum-based therapy ]

Primary consent and screening eligibility

!

l Biopsy with sequencing of targeted genes and IHC ‘

|
) ’
|

I Immunotherapy patient cohorts

|

Cohort B1: p16 neg and EGFR

Biomarker-driven patient cohorts

*—> fatini
| amplification/mutation or PTEN high | e
| or HER2 amplification/mutation
cohort 11 Monalizumab Randomization 2:1 phy
™ Cohort B2: [ Afatinib
> p16 neg and cetuximab naive r
Monalizumab + Randomization 2:1 physician’schoice
Durvalumab
I - _> H i
‘ Cohort B3: X Palbociclib
Cohort 12 Monalzumab —>» p16 neg and CCND1 amplification
Randomization 2:1:1 Randomization 2:1

physician'schoice

physician’schoice

CohortBd: | Niraparib
p16 neg and ‘platinum-sensitive
Informed consent must be taken at 2 timepoints: Cohort BS: X ) Niraparib
p16 pos oropharyngeal cancer P
1. At registration .
2. Atter allocation to patient cohort and before ‘
randomization, when applicable (*ln the scheme) - t
Ly Cohort B6: : | Rogaratinib
‘ FGFR1-3 mRNA overexpression
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