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DA DOVE PARTIAMO ...

* Head and Neck cancers represent the sixth most common type of
cancer worldwide, with a prevalence of 6% that translate into 650,000

new cases for Year.

 The Head and Neck cancer annual specific mortality is 1-2% with
330,000 deaths occurred for year
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ESRESVO ™
CHEMOTHERAPY COMBINED WITH RADIOTHERAPY VS CHEMOTHERAPY
ALONE FOR DISTANT METASTATIC NASOPHARYNGEAL CARCINOMA (11080)

Prof. Ming-Yuan Chen, Principal Investigator (Sun Yat-sen University, Guangzhou/CHINA), R. You, L. You-Ping, P.Y. Huang, X. Zou, G.P. Shen, H.D. Zhang.

N=173 N=63

Nasopharyngeal cisplatin SFU1
carcinoma / PFS
TanyNanyM1, : 3 cy_cles CR/PR B Response
AJCC Ivc cisplatin SFU' (RECIST) N=63 Acute tox
Late tox
3 cycles
' cisplatin 100 mg/m?, iv, day 1, fluorouracil 5 g/m? continuously iv 120 h

266-70 Gy in 28-33 fr on primary tumor, 60-66 Gy in 28-33 fr on lymph nodes Closed at interim analysis
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PROGRESSION FREE SURVIVAL
OVERALL SURVIVAL
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The date of last follow-up: August 2019

the median follow-up 20 7 months

The date of last follaw-up: August 2019,
the median follow-up 26 7 months

GEMCITABINE + CISPLATIN SUPERIOR TO CISPLATIN + 5FU CONCLUSIONS

* Radiotherapy to the primary tumor and LN added to chemotherapy significantly
" "\_\ Median 0S 29 months (GF PFS 7 vs 5’6

O 20 Smoaths (FF) improves OS in chemotherapy-sensitive metastatic NPC patients.
" "l months
2 '\.\\ ey P » This treatment paradigm represents the new standard of care
B 60+ \ i ¥ 5
g = b Wi ™ Remaining questions:
i ——
. * Can we safely replace S5FU by gemcitabine?

= Do all patients benefit or just the patients with low metastatic burden?
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N iie B XD N W S B G T RME S ) * Could patients with oligometastatic disease benefit from a more aggressive approach?

e Pt n ongress
Mosesed 11 136 185 M1 10 & 7 S B A B OO ? 5 ] 1 ) m
pha Otplazn

Zharg ot ol Lancet 2018



SELECTING BETTER
PATIENTS

N =

HOW TO INCREASE
OUTCOME ???

i N\



PD1114

High Immunoscore” is associated with good response to neo-adjuvant
chemotherapy and prolonged survival in advanced Head and Neck
cancer patients

Haitham Mirghani, Clémence Mure, Bernhard Mlecnik, Fabienne Hermitte, Elise Martel, Odile Casiraghi, Mariana lacaob,
Caroline Even, Jérome Galon.



FROM CRC TO HN CANCER...

202

) Galon et al

Tumour cell
extenslon
and Invasion

Ways to classify

Tumour cell
characteristics

Host Immune
response

Mucinous
Medullary
Adeno. NOS
Serraled
Signet ring cell
Micropapillary

Cribriform comedo

Immunoscore

Cell of origin

Enterocyte
Goblet-like
Transit-amplifying-R
Transit-amplifying-S
Inflammatory

Stem-like

CD3+ T cells

Molecular pathway Mutatlon status  Gene expression

CIN BRA 3
MSI APC

CiMP i IMMUNOSCORE® METHODOLOGY :
TP5:

C-rN -
CD8+ T cells Density

COHORT

IMMUNOSCORE®
DISTRIBUTION

Immunoscore® distribution in the total cohort (N=110)

Digital method for the quantification of the densities of CD3+ and CD8+ T
cells in the center of the tumour (CT) and the invasive margin (IM);

Stratifies patients into 3 Inmunoscore® categories (Low, Intermediate and
High) and as a continuous variable

Prognostic and predictive value of Inmunoscore® validated in localized
colon cancer

130 patients involved in the study (62 Hypopharynx, 68 Larynx):

110 patients with a valid Inmunoscore® results (53 hypopharynx, 57 larynx).

103 patients with valid Inmunoscore” results and complete clinical data (47
Hypopharynx, 56 larynx).
108 patients with valid Immunoscore” and response assessment data
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A High Immunoscore” is associated with better prognostic (5-year PFS)

100 —
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Progression-Free Survival (PFS) (%)

20
= | 0—-1 #patients: 9/17 (16.5%) 60Months: 31.4 (13.3-74.1)
| 2 #patients: 20/47 (45.63%) 60Months: 54.6 (40.4-73.9)
= | 3-4 #patients: 7/39 (37.86%) 60Months: 71.4 (53.9-94.6)
0 | | I
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In the global cohort (n=103), 5-years PFS rate was:

- 71.4% (C1 53.9-94.6) for IS high (3-4) patients

- 54.6%, Cl 95% (40.4-73.9) for IS Intermediate (2) patients

- 31.4%, Cl 95% (13.3-74.1) for IS Low (0-1) patients

High vs Low HR = 0.27 CI 95% (0.10-0.74), P corrected= 0.0214.

BARCELONA mcongress



PD-L1 : NEVERENDING STORY...

PD-L1 STAINING

TPS or Proport . CPS (Combined Positive Score)

" cells
RROE CONS CPS (tumor cells, lymphocytes, macrophages)
number
ey
i g (capped at 100)
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KEYNOTE 040 STUDY DESIGN

Key Eligibility Criteria
+ SCC of the oral cavity, pharynx, or
larynx
» PD after platinum-containing regimen
« ECOGPS0Oor1

OVERALL SURVIVAL
1004 Events,n HR (95% CI) P
N=495 a0- Pembro 181 0.80°  0.0167
Pembrolizumab 80+ soC 207 (0.65-0.98)

Overall Survival, %

200 mg IV Q3W
for2y

0S, %

Median (85% CI)
84 mo (6454
69 (5980

30

Methotrexate 40 mg/m? QW“
OR
Docetaxel 75 mg/m? Q3W
OR
Cetuximab 250 mg/m? QW*

ERESVD Cohen et st tance 2019

Cohen et al. Lancet 2019

OVERALL SURVIVAL OF PATIENTS WITH SCORES > 50 OR < 50

TPS or CPS 250 TPS or CPS <50

edss OF wwarti w8 A O

Overall Survival, %

5 TaR T Ohmat L. Bvoae
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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 HNSCC)

Danny Rischin’, Kevin Harrington,? Richard Greil,* Denis Souliéres,* Makoto Tahara,®
Gilberto de Castro,® Amanda Psyrri,” Neus Basté,? Prakash Neupane,? Ase Bratland,'®
Thorsten Fuereder,'' Brett GM Hughes, '? Ricard Mesia,'? Nuttapong Ngamphaiboon, *
Tamara Rordorf,'® Wan Zamaniah Wan Ishak,'® Yayan Zhang,'” Fan Jin,"” Burak Gumuscu,'’
Barbara Burtness'®

Peter MacCalum Canczer Centre, Meboume, VIC. Australia; “The of Cancer R /The Royal Marsden NS Found Trust | of
Health Research Biomedical Research Centre, London, UX; *Paraceisus Medica’ University, Sal g Cancer R: h .and Cancer Cluster Salzburg.
Salzbarg, Austria; “Centre Hospitalier de |'Université de Montréal, Montréal, QC, Canada; *Nationa Cannor Center Hospital East, K. Japan;

Cancer do Estado de Sao Paulo, Sao Pawlo, Brazil: Wational Kapodistnan Universdy of Athens, Attikon Universdy Hospital Athens . Greece, "Vall d Hebron
University Hospital, Barcelona, Spain; *University of Kansas Medical Center, Kansas City, KS, USA. '“Oslo University Mospital, Osio, Norway; '"Medical University of
Vienna, Vienna, Austria; “Roya! Bmmc ano Wmn lMosmul and Umnmty of Queensiand, Brisbane, QLD Austrata; '"Catalan Institute of Oncology, Hespitalet
de Licbregat, Barcejona, Spam,; * dod Uneversity. Bangkok, Thailand, “University Hosprtal. Zunch, Switzerland, '*Unsversaty Malaya, Kuala
Lumpur, Malaysia: "Merok & Co., Inc., Xendworth, ru USA, '"*Yale School of Medicine and Yale Cancer Center, New Haven, CT, USA

CHT + IMMUNO
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DOUBLE-BLIND RANDOMIZED PHASE Il RESULTS COMPARING CONCURRENT
HIGH-DOSE CISPLATIN CHEMORADIATION PLUS DEBIO 1143 OR PLACEBO IN
HIGH-RISK PATIENTS WITH LOCALLY-ADVANCED SCCHN (LBAG65) C H T + TA RG ET

Prof. Jean Bourhis, Principal Investigator (CHUV Lausanne - Suisse) on behalf of the GORTEC Investigators
XS. Sun, Y. Pointreau, C. Sire, C. Le Toumeau, A Coutte, MC. Kaminsky-Forret, M. Alfonsi, P. Boisselier. L Martin, JP. Delord, F
Clatot. J. Miroir, F. Rolland, P. Crompton, S. Brienza, S. Szyldergemajn, C. Evenand Y. Tao

ﬁART B Randomized Phase || \

Primary endpoint

PARTA

Lose escaiabon

Debio 1143 + CRT
n=48

Pranary endpoint
Deafinten of
MTDR®2D with CRT
Placebo + CRT
n=47

Statied by
* NENT s NEAG
* Py fuece sbe (OPC va ron 0P

« 1LOFChy PV s
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TARGETING INHIBITOR OF APOPTOSIS PROTEINS (IAP):
MECHANISM OF ACTION M

C—— e oo v
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U IAP antagonists
R —W | L&
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T = | v
N ’ Regulate multiple
LJ.Ei’i ) .,J 8 [ o steps in antitumor
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PRIMARY ENDPOINT
LRC-rate at 18 months (as per investigator) - ITT

Primary endpoint met:

Debio 1143 + CRT Placebo + CRT

o o LRC-rate improve by
Event-Free at 18 Months 26 (54.2%) 16 (33.3%) >20% at 18 months
Event or Censored before 18 22 (45.8%) 32 (66.7%) after CRT
Months
Events 9 (18.8%) 11 (22.9%)
Censored 13 (27.1%) 21 (43.8%)
Locoregional Control Rate (%) 54.2 33.3 A:208 Safe'_:y with Debio 1143 was
(95% Cl) (39.2 ; 68.6) (20.4 : 48.4) (1.4:40.2) predictable and manageable
Odds Ratio (95% Cl) 269 (1.13: 6.42) WithOUt Increases in Ilfe'
(Debio 1143 vs. Placebo) _ threatening toxicities nor
p-value 0.026 late toxicities

BARCELONA Mongress



Inducible T-cell co-stimulatory (ICOS) receptor agonist, GSK3359609 alone and in combination
with pembrolizumab: preliminary results from INDUCE-1 expansion cohorts in head and neck
squamous cell carcinoma (HNSCC)

INDUCE-1: Study Design CO M BO I M M U N 0

Part 1A: Monotherapy dose escalation Part 1B: Monotherapy expansion
GSK3359609 IV Q3W GSK3359609 1 mg/kg IV Q3W* ICOS is an inducible T-cell
- o ‘ . co-stimulator structurally and
functionally related to CD28
Multiple selected solid tumours HNSCC Andreas Hutloff*, Anna M. Dittrich* 1, Katja C. Beler"1,
Barbara Eljaschewitsch*, Regine Kraft:,
lonnis Anagnostopouloss & Richard A. Kroczek-
Hutloff et al Nature 1999
Part 2A: Combination dose escalation Part 2B: Combination expansion!
GSK3359609 IV Q3W & pembrolizumab ress
200 mg IV Q3W GSK3350609 0.3 mg/kg IV Q3W & AN |
pembrolizumab 200 mg IV Q3W
‘ e
Multiple selected solid tumours HNSCC?

ongress Rischin D, Groenland S, Lim AM, Martin-Liberal J, Moreno V, Trigo J, Le Tourneau C, Mathew M, Cho D, Hansen A, Vicente Baz D, Maio
%F;BELONA mﬁ M, Italiano A, Bauman J, Chisamore M, Zhou H, Ellis C, Ballas M, Hoos A, Angevin E



RESULTS:

Combo cohort: Efficacy
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in the combination cohort
. ORR was 28% (ne; 95% CL 107, 40.2) and DOR was 65% (n=22; 5% C1 40,5, 80.1) from M svaluable patients
Rewones were durable with all responding patients maintaining benefit for 26 monthy
Median 05 wat not resched ot tme of analysis (95% 1 8.2, NR)
turther analyses of 05 are ongoing
Median PES was 5.6 months (958 €1 2.4, 7 .4)
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Moqo cohort: Efficacy_
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Figure 2. A) OS rates are higher in patients with high ICOS-expressing (ICOS"9") HNSCC tumours when
compared with patients with low ICOS expressing (ICOS'“%) HNSCC tumours; B) ICOS expression is
higher in HPV* H&N tumours than those that are HPV"; and C) OS rates are higher in patients with
HPV*ICOSMoh HNSCC tumours, when compared with patients with HPV*ICOS'"% HNSCC tumours
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* Of the 16 evaluable patients in the monotherapy cohort, ORR was
6% (n=1; 95% Cl: 0.2, 30.2) and DCR was 31% (n=5; 95% Cl: 11.0,




IMMUNO +
NIVOLUMAB + TADALAFIL (ABSTR. 1116) VIODULATORI

Background: Tadalafil alters immune t CD8* effector cells with boost in IL-2 production
microenvironment l Myeloid Derived Suppressor Cells (MDSCs), Tregs, Arginase

4 Week Window of Opportunity

Nivolumab 240mg IV
Randomize 1:1 Q2 weeks

Stratified: Oropharynx P16 + : Non-
oropharynx

Key Eligibility Criteria
HNSCC of OC, OP, HP, Larynx, An
stage

Surgical Candidate

PreTx fresh Biopsy for Immuno
Core

Nivolumab 240mg IV
Q2 weeks, 4 weeks ,
+ Tadalafil 10 mg/day Cytokine
RNAseq

= ongress IHC
EERESMY oC

Luginbuhl et al. ESMO 2019.




PATHOLOGIC TREATMENT EFFECT: PRIMARY SITE (ABSTR. 1116)

120% Treatment Effect (TE)% = Areas of Treatment Effect/ Total Tumor Surface

* % K Complete Responder
100%

80% Nivolumab alone = bleue
Nivolumab / Tadalafil = red * = HPV positive
60% -
*
40% ¥
200 —

Minimal
* %
* 4 . % Responder

O%) H = = m = = = = = = m =
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 3B 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 4 Non_Responder

BARCELONA ONgress _
2019 Luginbuhl et al. ESMO 2019.
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ILSETTING ...CONTA! Immunotherapy with pembrolizumab in HPV-negative
locally advanced, surgically resectable HNSCC

-ECE/margins
->standard of
care
Lymph node Tumeur-derived Blood weuel 7 | Surgery (original
\ S Pre-treatment Neoadjuvant .

i Neoadjuvant \ \J, . o biopsyand | Pembrolizumab =k mqrgms) yoh

N g yoe PBMCs (1 dose) weeks|  biopsyand
» Chemotherapy cross-priming %O | PeMes | | Gdose ™ eevcs e

=

=>PO-ACRT
= Maintenance
pembrolizumab

E NEL TESTA-COLLO
NCT02296684
s ASCO ANNUAL MEETING ‘17 #ASCO17 Presented by R. Uppaluri

Tumor Response

Time from
LRAIOM pembroto  Response Method
surgery (days)
i I T e -Te [T4NZe TaN2o Moo -

UPPUTIUT llY Ul TIUYCH : 7z FaNE Tad | | None*
. . 3 N0 Tt | I None

Comblnatlons Tumoor A v [fenoTv0 ] Hene i | |

< _76”2:: TaN2e | | Neoe 8 | | e "
- [T a0 | | Hena ‘ ‘ Response= change in tumor
[FANS TTNO. | o e ! |
TTAND TN Ricn ; noted on exam, CT or
Nature Rewews ' muno of B ND e | ™ Hcae T T
- o ey 2 WD e | | Hane ‘ ' pathology
entation 5 the inteflectual property of the author/presenter. Contact them at justin balio® et ady for permussion to reprint and/or cstnbute A TND e | [ Nene | I

Tahza TANO | 1 Rona
TaNt TNt Nene Examipeih . =
Tzl | fiene e 00 % (12/24) with evidence of
FANZIC  TaNDo None Path
Tom | - : ! response
s TaN1 None 8 Path
| onm > T | Paihy
Nene | | EvarmiPam
Rone | ExamiCTIP
None Pal
None 1 |
| Sugary 2115
| Burgary 513
[Surgery on 13

Presented by. R Uppaluri




NEED TRIAL
53 PAZIENTI HN 2L

KEYNOTE-189 Study Design (ncrozs7ssso)

Pemtiroluzus ng * Pe

LER

Pemetresed

500 mg'm’ QIW

b b e i s PU L S Shaameed wniiyg P FLL AR LU e iy snawy P e b o v B g Vol  ————  —
T b emrpbom e creameren PD S Se1e twer et by Hrded SUBuer et 9rt® ehetan (vee ol ol vty thera Ned W be e

Prog

P value
ns
ns
ns
ns
ns
ns

0,03

Botticelli, Mezi, Pomati, Cassano, Ronzino, Pizzuti, Vici, Cortellini, Salati, Nuti,
Marchetti. unsubmitted

ression-Free Survival in Key Subgroups

(RECIST v1.1, BICR)

No. of Deaths/ No. of Deaths/
Subgroup No. of Patients Mazard Ratio (96% CI) Subgroup No. of Patients Hazard Ratio (95% CI)
Overall 410616 - Overall 410616
| Baseline brain mets |
<B5 yr 224312 —8- Yes 81108 —ar—
05 yr 186304 Tl No 320/508 -
e = POL1 TPS !
Male 236/383 | <1% 146/160 e
Famale 174253 — ‘% 238/388 -~
ECOG PS i
0 158268 oy S 1-49% 114/186 —
1 250346 7N 50% 124202 -
Smoking status ! Platinum ‘
Currentformer  365/543 —-— Carboplatin 209445 N il
Never 4573 —— Ciaphatin 114171 ——
04 g8 -4 01 0.5 1
Pembro/Pem/Plat  Placebo/Pem/Plat Pembro/Pem/Plat  PlaceboPem/Plat
Better Better Better Better
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ERESM™ " ®UCtouvain v SEORTC
: Institut ge rec '\é';i’l\e INSTTTUT - ' - - |

axpenmentale et clinique

A PHASE Il STUDY OF MONALIZUMAB IN
PATIENTS WITH RECURRENT/METASTATIC

SQUAMOUS CELI_A%?)RB(I:I;%?(MA OF THEHEAD NUOVA IMMUNO

RESULTS OF THE 11 COHORT OF THE EORTC-HNCG-1559 TRIAL
(UPSTREAM)

R Galot, C Le Tourneau, E Saada-Bouzid, A Daste, C Even, P Debruyne, S Henry, S Zanetta, A Rutten, L Licitra, JL
Canon, MC Kaminsky, P Specenier, S Rottey, L Dirix, T Raveloarivahy, C Fortpied, M Vanlancker, AS Govaerts, JP

Machiels esmo.org
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EORTC-HNCG-1559 TRIAL (UPSTREAM)

[‘ t/ SCOMN progressive 3fter platinum based therapy
Prievary consantandcrennngeligbilivy

PROGRESSION-FREE SURVIVAL

Median PFS (95% Cl)
1.7 months (1.5- 1.8)

g 3l
. L
* o Phpieien's the 3 =
Cohort 11 Monalizumab s S ; |
. oA g B ';';"‘ = =il
iu‘ll‘* F ";';An.';l hoew sid ‘!
- - - - T~
habnom senubae -
o se— e o
ereerssstion/ihen soyhcabisiibcRchne) T EORTC m" o . ,
AW pIN DS .
MONALIZUMAB
Comtaned biockade of
non-redurdart
pem-an
3 urdessh NX andd T cells
Monalzumab + E g ; v
Cetuximab in rour ‘ Monalizumab +
advanced SCCHN’ ¥ Durvalumab in
ORR 27 5% CNwGIA heavily pretreated
Y. i MSS-CRC?
=D \ ' = g ORR 8%, SD 28%
Andvt ot ol Cell 2018 E :;:.
EESV " BEORTC

& Fayeme of ol ESMO 2018 5§ Segel et & ASCO 2013
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ACCURACY: A PHASE 2 TRIAL OF AL101, A PAN-NOTCH INHIBITOR, IN PATIENTS
WITH RECURRENT/METASTASTIC ADENOID CYCTIC CARCINOMA WITH NOTCH
ACTIVATING MUTATIONS: PRELIMINARY SAFETY AND EFFICACY DATA (1148P)

R Ferrarotto, (MDAndersen), L) With. J. Muzaftar C Rodriguez. £ Delel R M. Walker C. Nadri-Shay G S. Gordon. G. Gordon. AL Ho

» Activating NOTCH mutations in 34% of ACCs e
* Distinct pattern of metastasis, poor prognosis

Treatment: AL101: 4 mg IV weekly

NUOVA TARGET

Well tolerated
PR 22%
SD 39%
PD 39%

n-.mnwv-wu-nv"-wn-n-'

Promising results, stage 2 ongoing

ESRESVMD

PATIENT 26
Posttrestment Scan (Cycle Moy 1) PR




COME CAMBIERA LA NOSTRA PRATICA CLINICA ?

IL PUNTO DI VISTA DELL'ESPERTO...




