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Patient and Disease Characteristics

* Prospective cohort of 40 patients with R/M SCCHN treated with monalizumab
e Monalizumab is a first-in-class, (

sy s a i Y and cetuximab
umanlze g checC pomt |n.| I'[QI’ . . . . . :
expresoadlon CDB T cells and K cels. * Response rate of 20% in patients previously treated with both prior platinum-

Patient Disease and prior treatment

Monalizumab blocks the NKG2A/HLA-E inhibitory pathway unleashing
Characteristics Characteristics

NK and T cell activity

_ o _ : L : . : : Age, median [range] 63 [38-83] Oral cavity 12 (30%)

o Cet b inhibit cogenic EGFR NK cell 0
signaling and binds to COIGFGYRIN o based chemotherapy and PD-(L)1 inhibitors, including 1O resistant patients Ocpbams | 2060
promote ADCC. |/<_ ‘7/ Sex :Aj;ale 355((182;2) Hypopharyinx 4 (10%)

K cell simulaion with monafzumab v" This confirms the activity previously reported in the post hoc subset analysis in

may enhance ADCC induced by i) ( . 0 16 (40%) Local 14 (35%)
cetuximab and thereby provide greater \ e w the |O_pretreated Su bgroup In Cohort 1 ECOG 1 24 (600/2) Type of recurrence Distant 26 (650/2)

antitumor activity than cetuximab alone.*®

« Blocking NKG2A and triggering CD16 m : : : Never 1 (8% #of previous RM 1 20 (50%)
constitutes a novel form of dual ‘/ and benCh mal’kS faVOI‘ab|y W|th hIStOI‘ICa| data Former 25 (62%) systemic lines 2 20 (50%)
immunotherapy that includes blockade of Cetuximab inhibits EGFR signalling Tobacco .

a novel immune checkpoint and binds to CD16/FcyRlll to promote ADCC . . . . . Current 3 (8%) Prior platinum resistant 19 (47%)
| » Randomized phase 3 trial planned in this setting m——— forkaewn | 109 || s i sns .

* In a Phase 1 study, the combination of monalizumab and cetuximab was well tolerated. In an initial Prior 10 sensitive (PR or SD) 17 (43%)
expansion cohort (cohort 1) of 40 patients (pts) who had progressed after platinum-based therapy, we Never 10 (25%) Prior 10 resistant (best response PD) 23 (57%)
reported an overall response rate (ORR) of 27.5%, a 4.5 month median PFS and an 8.5 month median .. ] ] 0 Prior cetuximab 5 (12%)
0S. In the subset of patients (n=18) previously treated with PD-(L)1 inhibitors (10), corresponding Activity Best change of tumor size from baseline Alcohol  ormer 19 (480/")
efficacy results were 17%, 5.1, and 14.1 months, respectively (ESMO 2019°). Here, we present data . Current 10 (25%) Last line 10 34 (85%

. - : Cohort 2, n=40 Not k 1 (2% (85%)

from a second expansion cohort (cohort 2, n=40) conducted specifically in the post-IO (and post- ’ o oLKnown (2%) Last line other than 10 6 (15%)

platinum) setting to independently confirm the cohort 1 results. 0 . S 7 m Complete Response
PR n ( /o) 8 (20 A)) o m Partial Response Of note, one additional patient who received only one Time from last treatment to C1D1 5.1 mo

é, ® Stable Disease dose of cetuxi.mab a}nd no do.se of monalizumab was median [ran e] ! [1 3.56 3]

. SD n (%) 15 (375%) 8 n Progressive Disease replaced and is not included in the analyses. g . .

Study Design 3
| | | o | o PD n (% 15 (37.5% © _

Multicenter, single arm, phase Ib-Il trial to evaluate the combination of monalizumab and cetuximab in (%) ( ) -g - Safety results

patients with recurrent and/or metastatic squamous cell carcinoma of the head and neck (R/M SCCHN) NE n (% % (0 S ¥ k k k * . :

(NCT02643550). Dose escalation and cohort 1 were previously presented.®® We report here expansion (%) 2" (5%) = All 40 panents ?ad ateast one adverse event

Cohort 2. ORR %, [95% CI] 20% [10.5-34.8] oy - 17 patients (42%) had Grade 3-4 AEs.

’ ' ' s o »  The most common (> 10% of patients) AEs related to monalizumab or cetuximab were
e : : S © - + Anti-PD(L)1 in last previous line dermatitis acneiform (72%), dry skin (35% ' 22%), fat 20%
: : O p 0), dry skin (35%), pruritus (22%), fatigue (20%),

I.< ey;:\lﬂgg)(l;lgmr:??a} |n.co”h . 2f' d HPV (+ E) rmglr-y et.ndp: " Rate (ORR) RECIST 1.1 Time to Response median, [95% Cl] 1.6 mo [1.6-5.3] ? | C Prior Cetuximab hypomagnesemia (20%) , skin fissures (20%), infusion related reaction (18%), mucosal

HPY Stologically confirmed, (*) jective esp.onse ate (ORR) ' _ _ 0 8 o inflammation (18%), nausea (18%), paronychia (18%), rash (15%), asthenia (12%),
or HPV () Secondary endpoints Duration of Response median, [95% Cl] 5.2 mo [3.9-NR] S diarrhea (12%).

» Progression (PD) after platinum-based . ~ : : : S
chemotherapy and prior anti-PD-(L)1 Safet}_/ *1 patient died before first evaluation; another patient stopped treatment for clinical PD without RECIST documentation. ! ‘ Only 1 patient (2%) had AE gr.ade 3-4 considered related to monalizumab: penpheral
Maxi £ 5 orior svstemic freatment  Duration of Response (DoR) T size II I I I I I I sensory neuropathy and asthenia.
reg)i(r;rgl;r:fgr R/llc\)/l dise;/se *  Progression Free Survival (PFS) at baseline II—IIII'I"II. nllBs_ I-I. H I [] l mill- - There was no AE leading to treatment discontinuation (of note, one patient left the study

) . . * Overall Survival (OS ' after the first administration of cetuximab and did not receive monalizumab; he was
(05) Main result

»  Prior cetuximab allowed f for locally advanced _ aln resuits replaced and is not included in the analyses)

disease with RT and no PD for at least 4 months ~ E=xploratory endpoints . . . : : |
. Translational analyses v" As of March 31, 2020, 40 patients were enrolled with a median follow-up of 9.6 months (1.9-15.9). Change of tumor size from baseline * There was no fatal AE.
Treatment v' Cohort 2 demonstrates an ORR of 20%, which confirms the activity previously reported in the post _ N=38cvaluabe patients * There was no potentiation of cetuximab side-effects.
Monalizumab + Cetuximab until progression hoc subset analysis in the 10-pretreated subgroup in cohort 1 (ORR = 18%).2 27 T Compiete Response ’ Igso?ﬁfa" safety profile is similar to that reported in the dose escalation and expansion
(750 mg Q2W) (as per label) or unacceptable toxicity v While the study was not randomized, these data compare favorably with historical data reported for ~ L Proresive Dissase '
cetuximab alone®’ (ORR 12.6%) or for |0 single agent (ORR 11-18%)*%-1* in R/M SCCHN after 1 line S 3 - — — Pationts on treatment
of previous systemic therapy. In our trial, 50% of the patients had received 1 prior line and 50% 2 = = Patients who stopped treatment —
orior lines. g Acknowledgments
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