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Figure 2. Study design

Study 001 (D419NC00001) n=369

Part 1: Dose escalation

Table 2. Final model equations and parameter estimation Figure 6. Comparison of C_,., .. and cumulative AUC of monalizumab

at 750 mg Q2W (12 cycles) and 1500 mg Q4W (6 cycles)

Background

* Monalizumab is a potentially first-in-class humanized immunoglobulin
4 monoclonal antibody that targets Natural Killer Group 2A (NKG2A).
The binding of NKG2A/CD94 to its receptor HLA-E results in an
Inhibitory signaling by tumors on NK cells, tumor-infiltrating CD8+ T
cells and y° T cell (Figure 1).

Study 203 (IPH2201-203) n=74
Phase 1b

Final model equations:
o Clearance (L/day) = 0.263 X (

WT)O.OOS
3.8

70
ALp—0.086

3.8

Cmax at Steady State (ug/mL) |

X (1+ 0.376 x NSCLC) °

o 100000

Cumulative AUC (ug*day/mL)

Monalizumab at 5 increasing doses IV 7.5,
22.5, 75,225, 750 m 2W or 750 mg Q4W +
durvalumab 1500 mg IV Q4W

Monalizumab
at 5 increasing doses IV

0.4,1, 2,4, 0or10mg/kg Q2W + cetuximab

WT)0.007

o V1(L)=3.9><(7—0

o Vy(L)=2.49
o Q(L/day)=0.453

Parameter (unit) Typical Value % RSE
9

(MDD OO O

Part 2. Dose expansion

Monalizumab 750 mg Q2W + durvalumab 1500
mg Q4W
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« Monalizumab blocks binding of NKG2A/CD94 to HLA-E, reducing
inhibitory signaling and thereby enhancing NK and T cell effector
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Data were pooled from two clinical studies (Figure 2): Other 1 « Clearance and volume of distribution both increased with since the changes in key PK parameters were ~25% (Figure 5).
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durvalumab in patients with advanced solid tumor

— IPH2201-203 (Study 203): Phase 1b/2; monalizumab (weight-
based dose) + cetuximab in patients with recurrent or metastatic
head and neck squamous cell carcinoma (HNSCC)

Monalizumab PK data with 74 subjects following 0.4-10 mg/kg or 750
mg every 2 weeks (Q2W) and 1500 mg every 4 weeks (Q4W), and
369 subijects following 22.5-750 mg Q2W, or 750 mg Q4W.

ALB, albumin; ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; CRCL, creatinine
clearance; TBILI, bilirubin; ECOG, Eastern Cooperative Oncology Group; LDH, lactate dehydrogenase

 PK data were available for 443 patients

« 2326 serum samples were evaluable

Population PK modeling

« Atwo-compartment linear model described the PK data well following
all dosing regimens (Figures 3-4).

Clearance and volume of distribution decreased as the individual
longitudinal alboumin level increased and vice versa. This finding of
monalizumab PK is consistent with other checkpoint inhibitor
drugs, e.g. durvalumab and ipilimumab.

Volume of distribution increased when patient tumor type is non
small cell lung cancer

PK simulations showed the C_,, of 750 mg Q2W at cycle 12 is lower
than that of 1500 mg Q4W at cycle 6, while the cumulative AUC from
day O to 168 are comparable (Figure 6). Predicted results
suggested that the two regimens would maintain a trough
concentration above target concentration (2 pg/mL) in >95%
patients, where nonlinear clearance is expected to be fully saturated
(Figure 7).

Conclusions

« Atwo-compartment population PK model with linear clearance
adequately described the data.

* Population PK modeling was performed using a nonlinear mixed Figure 5. Forest plot of covariate effects on popPK parameters

« Typically, monalizumab clearance was 0.263 L/day; V, was 3.9 L, V
effects modeling approach in NONMEM software (v. 7.3). ypicarly Y, Va 2

was 2.49 L with moderate between-patient variability of ~35% for
clearance and ~24% for volume of distribution (Table 2).
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« Stepwise covariate modeling approach was used to explore the
Impact of clinical and disease characteristics including longitudinal

This quantitative approach supports the hypothesis that increase in
biomarkers on PK.
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