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A Single Injection of Ultra-Long-Acting GLP-1 Receptor Agonist AM-710 Produces Durable >20% Weight Loss in Obese Nonhuman Primates O I “ n
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BACKGROUND RESULTS

* Glucagon-like peptide-1 receptor agonists (GLP-1RA) & other incretins have redefined the TOLERABILITY PROFILE OF SINGLE-DOSE AM-710 PHARMACODYNAMIC EFFECTS OF SINGLE-DOSE AM-710 ON FOOD INTAKE AND BODY WEIGHT
treatment of diabetes & obesity, but poor adherence to once-weekly peptide therapies (e.g. « AM-710 was well tolerated with no evidence of injection site reactions or notable * A single subcutaneous dose of AM-710 resulted in >80% reduction from baseline in daily eating that was sustained with minimal
only ~5-6 months avg. duration of therapy w/ semaglutide™ ?) limits real-world impact systemic adverse events through Day 42 rebound observed throughout the six-week study period

* Pharmacokinetic (PK) enhancement (i.e. longer half-life and “flatter” profile) can improve * Despite the lack of titration, few Gl-related adverse events were observed * A single subcutaneous dose of AM-710 produced rapid and sustained weight-loss of >25% in all four animals that showed continued
adherence, tolera!aility, & effectiveness of incretins as evidencecfl by class evolution from * One animal experienced transient emesis in the first week post-dosing that resolved decline with no plateau observed throughout the six-week study period
twice- & once-daily to weekly a.gents, and more recently emerg.mg month.ly agents without intervention or negative sequalae * At Day 42, animals maintained a mean 77% reduction in food intake and mean weight loss of 26.4% from baseline

* Small mole.cule Prodrug .str?teg.|e5 have enablec.l uItra—Io.ng—actlng therapies (e.g. Q3M- * No animals experienced loose stools, which have been noted in studies of other oral * To our knowledge, this represents the greatest weight loss published to date of any six-week study in obese monkeys, with greater
Q6M duration) in other indications such as schizophrenia & HIV that have transformed and injectable GLP1s in obese NHPs weight loss observed than daily oral GLP-1RAs or weekly dosing with GLP-1/GIP dual agonist, GLP1-GIPRa antibody-peptide

outcomes & the standard of care (e.g. paliperidone palmitate and VH310, originally

conjugate, and even with GLP-1/GIP/GCG triple agonist incretins®’:8
developed by the Aion Medicines team) Jug /GIP/ ple ag

PHARMACOKINETIC PROFILE OF SINGLE-DOSE AM-710

* AM-710 is a novel prodrug of orforglipron (OFG) designed to provide attenuated OFG e d . 0 achioved oy I . Figure 2. Mean food intake following single-dose AM-710 Figure 3. Individual food intake following single-dose AM-710
peak-to-trough & achieve ultra-long-acting PK for sustained pharmacodynamic (PD) A sm.g € dos€e E f'IAfM;rl PT(C eve hsu:;a;ne P e(l:lsma o Ccl)rg Ipron concentrations 800 < 150 + a 101
effects & improved clinical efficacy with infrequent administration consistent with flip-tiop FIS over the ay study perio + %

* Previously we reported ultra-long-acting PK in rats and ultra-long-acting PK/PD (reduced ) Plaéma orforglipron e><.h|I3.|t?d flat, ne.ar—zero—m:der klnetl.cs ovel the.42 day study S 600 % 102
food intake, body weight, fat mass, FBG, & improved OGTT) with single doses of AM-710 period; apparent half-life is indeterminate at this time (Figure 1). This contrasts to the X 2 400- —~ 103

’ ’ ’ ’ 1 - . . . 5 ) o)
compared to daily oral OFG in hGLP1 DIO mice (Obesity Week 2025; Poster #615) reported half-lite for pI.asma PFG of ~4 hou.rs fOIIOW'.ng oral OFG dosing in NHPs j‘g 400 X 104
 AM-710 produced desirable improvements in orforglipron plasma PK parameters I= o
METHODS including gradual & sustained absorption, prolonged T,,., little peak-to-trough S 200 ,,g o0 x
— —— : variability (near-zero day-to-day), & profoundly extended half-life relative to that T , k ‘ - ), \‘(
* Male diet-induced obese (DIO) cynomolgus monkeys maintained on a stable high-fat established for oral orforglipron administration 2 m&h - S J ‘ gy = v Ly
chow diet were screened for body weight and fat mass . . . . . . 0 kil w 0 - ’ ' — el e
» Animals were housed in temperature & humidity-controlled room with 12-hr Figure 1. Mean OFG concentration-time profile following single-dose AM-710 0 7 14 21 28 33 42 0 7 14 21 28 35 42
Iight / dark cycle 100 Mean +/- SEM (N=4) Days Post-Dose BL = Avg. Food Intake D-6 to D1 Days Post-Dose
> IO ZStaM:(Sh baseline(,:l bOdg Vgega’h;ssvzrega;‘eg azt D'(;“I; '?L'lo» D-7 and D-3, and _EI Figure 4. Mean weight loss following single-dose AM-710 Figure 5. Individual weight loss following single-dose AM-710
ood intake measured at D-6, D-5, D-4, D-3, D-2 and D- =
i sh basel > +——* ¥ v
» DEXA (Medilink DR) was performed at D-7 to establish baseline body fat % = = 100 £ 1008 - 101
-
» At baseline, animals were 15-18 years old with average body weight 13kg, ) .?,’ .-GS',’ 102
) o w 10
representing BMI 55, and 57% body fat O % % v 103
* Enrolled animals (N=4) received a single 23mg/kg OFG-molar-equivalent dose of S 2 90 2 90 104
AM-710 as a 1.0 mL subcutaneous injection (interscapular) on Day 1 & ® ®
7)) — —
> 23mg/kg OFG-equivalent dose is approximately 0.55mg/kg/day of OFG for the 42 © S 80 T 80
day study duration, representing a substantially lower (~1/6™) dose than the 0. = i
3mg/kg/day dose in GLP-toxicology studies of daily oral orforglipron in NHPs that 1 2 52
are reported to be representative of clinical exposures for approved doses* 0 7 14 21 28 35 42 70 r r T I b ) A AN >
» Food intake was measured daily post dose throughout the study. Body weight was Mean +/- SEM Days Post-Dose Mean +/_-SEM (N= 4; 14 .'7 0 r 14 21 28 33 42
measured daily for the first week, and then twice-weekly post dose N=4 BL = Avg. Body Weight D-14 to D1 Days Post-Dose Bl =Avg. Body Weight D-14 o D1 Days Post-Dose
» PK samples were taken on D1(pre-dose), D2, D3, D4, D5, D6, D7, D14, D21, D28, CONCLUSIONS

D35, & D42 & plasma OFG was quantified by LC-MS/MS

 AM-710 is a novel prodrug of orforglipron and the longest-acting incretin agent identified to date. AM-710 produces ultra-long-acting PK & PD after a single dose in DIO NHPs
References: 1. Rodriguez PJ et al. JAMA Network Open. 2025;8(1):e2457349. doi:10.1001/jamanetworkopen.2024.57 349, * To our knowledge, these data represent the longest-acting PK profile in any reported NHP study, and the greatest weight-loss in any reported obese NHP study at 6 weeks, with
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