Monalizumab In combination with cetuximab post platinum and anti-PD-(L)1 in patients with recurrent/metastatic
squamous cell carcinoma of the head and neck (R/M SCCHN): updated results from a phase 2 trial
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Background

Monalizumab is a first-in-class, v"As of August 31, 2020, 40 patients with R/M SCCHN post platinum and anti-PD-(L)1 were included in cohort 2 in US and France

Paurgﬁ%e?helgﬁélég/icrlﬁ;tto'rnmtfr: (Table 1). Median duration of follow-up (FU) was 13.1 months (range 7.9-15.9).
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Table 1: Patients demographic and disease characteristics

blocks the NKG2A/HLA-E inhibitory pathway unleashing
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cells. v Figure 1 shows responses, PFS and OS of patients enrolled in Cohort 2. Age, median [range] 63(38-83] Oropharynx | 20 (50%)
Tumor site Larynx 4 (10%)
im inhibi N nic EGFR NK cell Tumor cell . . . . . . . \

;S;u;ﬂngagr:d L?ﬁjsotocog’glgﬁ%m CD8+ Tco v'In cohort 1 of the study, 19 patients received platinum and post anti-PD-(L)1, and were enrolled with the same selection criteria and . Female 5 (12%) Hypopharyn | 4 (10%)

. C . . . . . . Male 35 (88%) Nasopharynx | 0 (0%)
to promote ADCC. o 4 S= §|m|.Iar characteristics than cohort 2. Thus an exploratory analysis combining these patients to those enrolled in Cohort 2 is provided o e
NK cell stimulation with monalizumab ) LA In Figure 2. o 16 (40%) Type of recurrence Distant 2 (65%)
may enhance ADCC induced by otvation )48 _< ’— 24 (60%) .. .
cetuximab and thereby provide '\ g - Sum of all target lesions in mm, median [range] 80 [15-201]
greater antitumor activity than \ 11 (o8 4 of previous RIM systemic lines 1 20 (50%)
cetuximab a|0ne.1'5 Best change of tumor size from baseline Progression—-Free Survival Overall Survival Fs:/;rer o5 EGZO/O; 20 (50%)

. 0
Blocking NKG2A and triggering CD16 g _ : Complets Response o — Tobacco Current 3 (8%) Prior platinum resistant 19 (47%)
constitutes a novel form of dual | g [ Stable Diseace & - Not known 1 (2%) Prior platinum sensitive 21 (53%)
immunotherapy ~ that  includes C Cetuximab inhibits EGFR signalling ) £ g4, = Progressive Disease g - 95% confidence interval 75% 95% confidence interval Prior anti-PD-(L)1 sensitive (CR, PR or SD) 17 (43%)
blockade of a novel immune and binds to CDI6/FeyRIll to promote ADCC é‘ﬁ Illllilllll S . O ] Prior anti-PD-(L)1 resistant (best response PD) 23 (57%)
checkpoint. g ° A —— o e *THII“III o °% 50 Never 10 (25%) Prior cetuximab in LA setting 5 (12%)
1 H] * e D
We previously reported the clinical activity and safety of monalizumab in combination with cetuximab | s IIIIII 25% - 4 L 2% Alcohol Former 19 (48%) Last line anti-PD-(L)1 34 (85%)
in R/M SCCHN after p|atinum-based Chemotherapy. 8-9 B : ¢ Pror Cetuaman oo e s . %’ o Current 10 (25%) Last line other than anti-PD-(L)1 6 (15%)
: : : : : : “? g L % ‘ ‘ ‘ ‘ ‘ ‘ % I I I l l l l I ! Not known 1 (2%) _
Cetuximab single agent was approved in the US in R/M SCCHN® progressing after platinum-based T " 0 2 4 6 8 10 12 0 2 4 6 8 10 12 14 16 18 Time from last treatment to C1D1, median [range] 5.1 mo [1.3-56.3]
therapy with ORR 12.6%, median PFS of 2.3 months, median OS of 5.6 months, 6 months OS < 50%, Months Months + platinum resistant if PD under or within 6 months after the end of reatment
< 0 Of note, one additional patient in cohort 2 who received only one dose of cetuximab and no monalizumab was replaced and is not included in the analyses.
and 12 months OS < 20%.
0 - i -
More recently, two anti-PD-1, Nivolumab and Pembrolizumab, were approved as single agent in R/IM ORR 20% [11-35] Median OS 8.3mo [7.3-12.4]
SCCHN with disease progression on or after platinum-containing chemotherapy with ORR 13-15%, Median Time to Response 1.6 mo [1.6-5.3] Median PFS 3.4 mo [1.8-5.3] 6 months OS 80% [69-93] Safety results
median PFS~2 months, and median OS of 7.5-8.4 months!0-1L, _ _
Median Duration of Response | 5.2 mo [3.9-not reached] 12 months OS 33% [21-52]

To date, no treatment options are currently approved in patients progressing after platinum and anti- All 40 patients had at least one adverse event.
PD-(L)1 treatment. We present here data on the combination of monalizumab and cetuximab in this 18 patients (45%) had Grade 3-4 AEs regardless of causality, and only 4 patients (10%) had

setting. Grade 3-4 AEs related to any study drug.

The most common (> 10% of patients) AESs related to monalizumab or cetuximab were dermatitis
acneiform (72%), dry skin (35%), pruritus (22%), fatigue (20%), hypomagnesemia (20%) , skin
Study Design

fissures (20%), infusion related reaction (18%), mucosal inflammation (18%), nausea (18%),
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; | | 1ase I with dif ; | ; . f N - Partial Response . 100% 100% paronychia (18%), rash (15%), and diarrhea (12%).
This is a multicenter, single arm, phase Ib-Il trial with different cohorts to evaluate the combination o = - Stable Disease 65% confidence interval & 659 confidence interval : 0 : : . :
monalizumab and cetuximab in patients with recurrent and/or metastatic squamous cell carcinoma of 3 8 oo ° 75% - t 75% — t Only 1 patient (2%) ha(_j AE grade 3-4 gonSIdered related to monalizumab: peripheral sensory
the head and neck (R/M SCCHN) (NCT02643550). Dose escalation and cohort 1 in patients post g |IIIIII||||||I||| T O 0 N neuropathy and subclavian vein thrombosis.
platinum (anti-PD-(L)1 naive or pretreated) were previously presented &°. Cohort 2 enrolled patients g B w:egn““l““lll . . . ¥ There was no fatal AE nor AE leading to treatment discontinuation (of note, one patient left the
post-platinum and post-anti-PD-(L)1. We report here analysis for Cohort 2 (ORR was earlier g g | - o e I|||||| 25% v L 25% study after the first administration of cetuximab and did not receive monalizumab; he was
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Months Months | .
R/M SCCHN histologically confirmed,  Objective Response Rate (ORR) _ Conclusion
Progression (PD) after platinum-based Median Time to Response 1.6 mo [1.6-5.3] Median PFS 3.5mo [2.7-5.3] 6 months OS 81% [72-92]
chemotherapy and prior anti-PD-(L)1 . Safety _ _
Median Duration of Response | 5.6 mo [3.9-not reached] 12 months OS 43% [32-58]
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