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Fig 4. Overall survival 12 cohort UPSTREAM trial
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* Monalizumab (mona, M), a IgG4 Ab targeting the NKG2A * 66 RM SCCHN patients were included in the 12 cohort (D+M: n=45, ctrl: n=21) between February 2019 and December 2021, of a0 -
receptor, has limited activity as monotherapy in RM SCCHN. whom 60 patients were evaluable (D+M: n=42, ctrl: n=18). Patients in the ctrl am were treated by following chemotherapy
° . . . . . . . — 70 =
Targeting the NKG2A-HLA-E pathway with PD(L)1 blockade regimens: docetaxel (n=3) / paclitaxel (n=4) / methotrexate (n=7) / carboplatin (n=1) /gemcitabine (n=1) / carboplatin-5FU-cetuximab S
improved tumor control in mice. Preliminary data of mona (n=1) or cisplatin-5FU-cetuximab (n=1). S 60 —
and durvalumab (durva, D), have shown encouraging activity » The reason for allocation to the 12 cohort was the quality of the biopsy that did not allow to assess the tumor biomarkers in 26 z 50
In pretreated MSS colorectal cancer. patients (39%). The other patients were allocated to 12 because they did not harbor one of the predefined biomarkers or because o
. : U 40 —
the allocated biomarker-driven cohorts were closed for accrual. E 1
O 30 - °
Table 1: Patient’s characteristics 12 Table 1 (continued) Patient’s characteristics 12 LI—LA
M ET H O D S durva + mona (n=42) Control (n=18) Total (n=60) durva + mona (n=42) Control (n=18) Total (n=60) 20 -
Median age (range) 62 63 62 Type of recurrence 0 ° S - ‘f' -
Male, n (%) 31 (74%) 14 (78%) 45 (75%) Only loco-regional 9 (21 %) 6 (33%) 15 (25%)
ECOG PS, n (%) LR + distant 26 (62%) 4(22%) 30 (50%) 0 - | ] | | | | | | | | | r | | | ] | | ] | |
« The UPSTREAM trial was a biomarker-driven umbrella trial of 0 11(26%) 3(17%) 14 (23%) Distant only 7 (17%) 8(44%) 15 (25%) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
targeted therapies and immunotherapies for RM SCCHN ‘ ST e U7 Prior lines of Months
] . i . . Primary disease, n 1 line 4 (9%) 4 (22%) 8 (13%) Allocated arm Events/Total Time-Point KM Est (95% Cl) Median (95% CI)
(post. platinum, ECOG 0-1, measurable disease) (Flg 1). p—— S on By P T 26 (62%) 10 (56%) 36 (60%) Control arm 14/18 gmmntll_lls ?3? {;;Egg}w 8.0 (3.1-14.9)
’ The ImmunOtherapy 2 (IZ) COhOrt (red frame Flg 1) Was d Oropharynx 16 (38%) 9 (50%) 25 (42%) 3 lines 12 (29%) 4 (22%) 16 (27%) ur::ln::!ﬂnr:t; 31:5 E*|*|:5:53:gq,;;
phase Il, randomized, open-label substudy evaluating the P16 pos 4 (25%) 3 (33%) 7 (28%) Prior 42 (100%) 18 (100%) 60 (100%) Durvalumab + Monalizumab Arm  35/42 -;E:mz i; gg;wggm 43(3.3-8.9)
efficacy of the combination of durva (iv, 1500mg Q4W) and Hypopharynx 7 (17%) 5 (28%) 12 (20%) Prior cetuximab 34 (81%) 13 (72%) 47 (78%) 12 months  30.5 (17.3-44.7%)
- '~ ! ° Larynx 11 (26%) 1 (5%) 12 (20%) Prior 10 42 (100%) 18 (100%) 60(98%) Patients-at-Risk
mona (iv, 750mg Q2W or Q4W) (D+M) vs physician’s choice ool ar 18 ¥ , . ; > 1 |
(control, ctrl) (2:1 ratio). . . . . ' . Durvalumab + Monalizumab Arm- 42 22 16 12 7 6 4 3 2 0
. . . . » Grade >/= 3 treatment-related adverse events were reported in 4 patients (9%) in the the D+M arm and in 26% of patients in
 Patients non-eligible for the biomarker-driven cohorts and . . ) o
retreated with anti-PD-(L)1, were included in the 12 cohort the ctrl arm. The most frequent treatment-related adverse events in the D+M arm was fatigue (19% versus 26% in the control
P . . ' L ' arm), diarrhea (12% versus 5%), pruritus (9% versus 0%), nausea (7% versus 0%) and vomiting (7% versus 0%).
- The primary endpoint was objective response rate DM 1 | o od during the firet 16 < of ORR 5 4% 950 Cl- 0.1 - 12 €9%) and <tab co N CLU S I O N
: : . . . + . -
(RECISTv1.1) during the first 16 weeks (2-stage Simon design drT SI|c;art|a responsz(. 1)1was recor ZeGO/ u:n;)gRt e first Vllfe sho trelatment Ej o .80,440/ 0 | . h. D |\/| 0) an hsta e
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applied to the D+M arm, H1 15%, HO 3%, 1-sided a 10%, |s§ase (. h) was o serr]veOI |rc1]I E)atler:cts( 0). f3v7vas refhortle t|hnt e ct:trlarm atr;] 18 t.( tO):tl:t e ha(;m,c;: etc?ne
. . patient with response had a duration of response of 3.7 months. In the control arm, the one patient with response had a duration , , ,
power 90%). Secondary endpoints included response | | R | | |
duration, toxicity, PFS, and OS of response of 3.9 months. The spider plot (Fig 2) shows the change from baseline in tumor size for target lesions in the D+ M * The SUbStUdy of mona and durva did not meet its primary
' B arm. Interestingly, one patient with SD at week 16 had a complete response after 3 years of treatment. objective in this heavily pretreated population previously exposed
* In the D+M arm ients di fore first di valuation (earl h), 7 of them rogressive di . : : : : : :
the arm, 8 patients died before first disease evaluation (early death), 7 of them due to progressive disease to anti-PD-(L)1. (ORR: 2.4% - Median PFS: 2.0months - Median OS:
[ Patients with recurrent/metastatic SCCHN, progressive after platinum-based therapy ] Study 1559 - Cohort 12 - Progression Free Survival - Only objective progressions
100 -
Primary consent and screening eligibiity % Change from baseline of the sum of measurements of target lesions - 4.3m0ﬂthS).
L e Durvalumab + Monalizumab arm 907 ) .
v " < * The combination of mona and durva was safe.
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* The median PFS was 2.0 mo (95% Cl: 1.8-2.4) and 3.1 mo (95% Cl: 1.9-3.9) in the D+M arm and ctrl arm, respectively. (Fig 3). The
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Fig 1. Study design UPSTREAM trial median OS was 4.3 mo (95% Cl: 3.3-8.9) and 8.0 mo (95% Cl: 3.1-14.9) in the D+M and ctrl arm, respectively. (Fig 4) Poster nj,%cer,- 935P
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