OBJECTIVE

- To evaluate the safety, tolerability, PK, and pharmacodynamics (PD) of single ascending doses (SAD) of IV and SC lonigutamab in
healthy participants
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A First-in-Human Phase 1 Randomized,

Single-Ascending Dose Study of METHODS

« Eight cohorts of healthy volunteers participated in this phase 1, single-center, randomized, double-blind, placebo-controlled,

LoniQUta Ma b, an Anti'IG F'1 R sequential SAD study of 4 IV and 4 SC cohorts with escalating doses

. . « Participants were randomized to lonigutamab (n=6/cohort) or matching placebo (n=2/cohort)
MOnOCIOnaI AntlbOdy' in Healthy « IV cohort: 0.1, 0.3, 1.0, or 3.0 mg/kg over 60 minutes via infusion
Vol unteers « SC cohort: 20, 40, 125, or 250 mg fixed-dose injections in <2 mL volume

- Participants defined as healthy per study protocol, ages 18 to 55 years old, and with a BMI of >18.0 and <32.0 kg/m?2 at screening
- Routine laboratory, audiology, PK, and PD assessments were performed at specified timepoints in each cohort

- Safety and tolerability were evaluated through the assessment of adverse events (AEs) and were monitored over 99 days

- PK was tested with a validated immunoassay, and receptor occupancy (RO) was tested using a qualified flow cytometry assay

RESULTS

Table 1. Baseline Characteristics
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INTRODUCTION

. Thyrqipl eye disease. (TED) is a yisiqn-threatening autoimmgne Participant Disposition
condition characterized by orbital inflammation due to activated - 63 participants were enrolled in the study: lonigutamab, n=47; Age (years) 35.7 (19-55)
fibroblasts’ placebo, n=16 Sex Male 48 (76.2)

« Clinical manifestations include periorbital edema, lid retraction, * 4 participants discontinued because they were lost to follow-up Female _ U5 122
proptosis, diplopia, corneal breakdown, and, in rare cases, optic or other reasons (1 participant, military deployment), which Race glme;};in.md'zn or Alaska Natlve 314(2;))

nerve compression were deemed to not impact the primary analyses e e

« Therapeutic monoclonal antibodies (mAbs) targeting insulin-like : . L Unknown 3(4.8)
b ( g Baseline Characteristics Multiple 2(3.2)

growth factor-1 receptor (IGF-1R), such as teprotumumab,? have

L - Demographics and baseline characteristics are in Table 1 Weight  (kg) 78.2 (52.9-100.1)
been shown to.be .effectlve |.n [ED treatment . « There were no meaningful differences across treatment groups BMI (kg/m2) 25.67 (20.0-29.6)
« IGF-1R internalization resulting from anti-IGF-1R and the resulting 1 (%) or mean (range). BMI, body mass index,
signaling blockade ameliorate immune responses in TED?3 . . .
SR I | e e SAFETY/TOLERABILITY Single Doses of Lonigutamab Were Well Tolerated With No Dose-
« Lonigutamab is a novel humanized mAb against IGF-1R with high ...
affinity and specificity, enabling highly efficient receptor Related Safety Findings
internalization « All AEs were mild or moderate in severity; no serious adverse events (SAEs) occurred
« Lonigutamab was discovered by screening for IGF-1R A preliminary summary of treatment-emergent adverse events (TEAEs) is presented in Table 2
internalization Table 2. Overall Summary of TEAEs
 Lonigutamab binds IGF-1R with picomolar affinity (ky = 30 pM)
R s EIEIEEE
» Lonigutamab induces >85% IGF-1R receptor internalization ) !
+ Lonigutamab-induced receptor internalization occurs within Number of TEAEs ° 0 2 D 2 - U ! 1 1 >
qnlgu i P . ) Number of related TEAEs 1 0 0 0 0 6 2 0 1 0 10
minutes at picomolar concentrations and reaches maximal Number of serious TEAES 0 0 0 0 0 0 0 0 0 0 0
concentration within 1 hour, as observed from in vitro Number of TEAEs leading to study discontinuation 0 0 0 0 0 0 0 0 0 0 0
pha rmaco|ogy studies# Participants with at least 1 TEAE, n (%) 3 (50) 4 (66.7) 2 (33.3) 3 (60) 1(12.5) 3 (50) 3 (50) 4 (66.7) 1(16.7) 1(12.5) 25 (39.7)
ici i b b,c b b
- Despite treatment advances, there is opportunity for greater depth EZE:E:E:EE? e T L5 - - - s LA L : 2(83)
and durability of response in TED, and current therapies can be Participants with a TEAE leading to study . . . . . . . . . . .
optimized by reducing treatment-limiting side effects discontinuation |
- Hearing impairment is reported in a substantial proportion of mpairment, o muscls Spashe. i partcipants were ercaned fo conort 30 mkg: the sixh partciant faed sceaning et s andl ol 5 paientswere enrollec one particpant: mfusion related eaction, 3 partcpante. injection i
subjects treated with currently available therapy® Gistention, an frequent sowel movements) “posubiy of “robably elated o lonigutamab (partiipant reported more than 1 TEAE) in the 20 Mg SC conort. IV, Infravendus: SC subcutaneous; TEAE,treatment-emergent adverse event
- Pharmacokinetic (PK) properties of lonigutamab are hypothesized
to support subcutaneous (SC) administration, offering an additional PHARMACOKINETICS Lonigutamab Concentrations Are Maintained Above Threshold of
advantage over currently available intravenous (IV) therapy Receptor Internalization
) .. - Mean serum concentrations of lonigutamab increased in a greater than dose-proportional manner over the dose ranges tested,
as expected for a mAb undergoing target-mediated drug disposition ; Figure
Lonlgutamab may offer distinct treatment advantages pected f Ab undergoing target-mediated drug disposition (TMDD; Figure 1)
relating to efficacy, safety, and convenience, due to its - TMDD occurs when a therapeutic mAb binds to its target (here, IGF-1R), and the resulting complex is degraded.® At low
uniquely differentiated characteristics. A phase 1 study concentrations, drug levels decline rapidly as drug efficiently binds its target and is degraded; at high concentrations, target
was conducted to support clinical development. binding is saturated, and drug levels decline more slowly, representing drug that is available to bind to a newly generated
target
« In conjunction with the known lonigutamab pharmacology, TMDD is evidence of receptor internalization
KEY FINDINGS + The TMDD threshold, above which receptor internalization is saturated, appears to occur around 3 pg/mL
. . « SC lonigutamab overcomes TMDD to maintain pharmacologically relevant concentrations
- Single-dose lonigutamab up to 3.0 mg/kg IV and up to 250 mg
SC was safe and well tolerated in healthy volunteers Figure 1. Mean + SE Serum Lonigutamab Concentration-Time Profiles Following IV and SC Administration
» SC dose levels maintained receptor saturation for >4 weeks after oo IV Administration j00] SC Administration -
a single dose, administered in <2 mL dose volume Concentrations
- The observed PK/PD is evidence of IGF-1R receptor g 20- 2 20 . ?’btove f/‘-fceé?mf
internalization, which is associated with therapeutic benefit in £ 10 £ 10 oskivestnd
TED gg - g;,g : _
o . . . . 03‘3 1- OB’I 13
Lonigutamab concentrations were maintained above a 83 - = 3.0 malkg IV (v=d) §2 | & 250 mg SC (n=6)
threshold of maximal receptor internalization, supporting s “ 1.0 mglkg IV (n=6) s 1, ’Zlﬁsm"g‘,gsi"(é'iéf’
continued pharmacological effect and predicted therapeutic 2 o1l oI maa N e 2 o1 20 mg SC (n=6)
benefit 3 - \
 This threshold e.appears to occur around 3 pg/mL e s % B e
« The potency shift between .teprotumL’Jmab, an FDA-approved Days Post-Dose Days Post-Dose
treatment for TED' and IonIQUtamab IS ~75X' (as referenced: Samples below the limit of quantification (0.1 pg/mL) are plotted as 0 pg/mL. For the 3.0 mg/kg cohort, n does not include 1 participant who discontinued early in the study due to deployment, as previously noted.
lonigutamab* and teprotumumab?’) determined via both
binding and functional assays . . . .
e e . PHARMACODYNAMICS Receptor Saturation Is Maintained for >4 Weeks Following SC
« Maintaining teprotumumab minimum concentrations above Dosi
200 pg/mL was found to support improved efficacy? osing
maintain efficacy is therefore 3 ug/mL, further supporting « Duration of receptor saturation increased with increasing d(?se | |
: : 1R i 3 « 1.0 and 3.0 mg/kg IV and 125 and 250 mg SC dose levels maintained maximal RO for at least 4 weeks post-dose
this concentration as a target for IGF-1R internalization and 9/kg 9 P
sifflesiiols eestiig Figure 2. Mean * SE Lonigutamab Receptor Occupancy-Time Profiles Following IV and SC Administration
_— . IV Administration SC Administration
Subcutaneously administrated lonigutamab offers the . .
potential for efficacious TED treatment, with the
potential opportunity to optimize efficacy, safety, and . _ 2.
o o o o o o c n c B
patient convenience. It is currently being studied in a - gx0| 4 A = 30 mg/kg v (n=4) 3z ] = % = as0mgscn=g)
. . . +c | Om n= c | | 125 SC (n=6
phase 1b study in subjects with TED. 2355 /// o3makgVing &5 / 10 mg SC (15)
Os~ .1 mg/kg IV (n= OE~ 20 mg SC (n=6)
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