Amylin analog ZP8396 can be co-formulated with semaglutide to provide additive anti-obesity effect oy 00
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INTRODUCTION RESULTS

OBJECTIVES » Co-formulations of anti-obesity drugs hold great ZP8396 is equally stable alone and in co-formulation with SEMA at a physiologically relevant pH range Due to differences in the pharmacokinetics when dosed sc
» | potential for weight management while maintaining Chemical stability is mainly impacted by pH and formulation composition, not the presence of SEMA. to rats of ZP8396 and SEMA different dosing regimens of
To evaluate stability and aggregation a positive safety and tolerability profile. No aggregation detected (4 weeks at 40°C). either qd (SEMA) or qod (ZP8396) were required
of a (?oformu_lation of the long-acting ° ZP_8396 s a Iong_-_acting gmylin_an_alo_gue designed _ - O B e p—— A——
amylin agonist ZP8396 and the GLP-1 to improve solubility, minimize fibrillation and allow Peptide(s) Formufation (relative rate) (average peptide particle size)
agonist Semaglutide (SEMA) for Co-_formu!atlon with Other_peptlde antI'ObeSIty ZP8396 TRIS buffer, sodium chloride (#1) 6.7 1.0 No aggregation® Ty, (h, Mean) Tmax (N, Median)
drugs InCIUd_mg GLP_]‘ agonlsts. _ ZP8396 + SEMA TRIS buffer, sodium chloride 6.7 1.1 No aggregation2 ZP8396 34 24
To assess the effect of ZP8396 and : Co_-formulaﬂon IS_ expeCtEd to pr_OVIde added ZP8396 Phosphate buffer, propylene glycol, phenol 7.4 1.8 No aggregation? SEMA 10 A
SEMA a|0ne and in Combination on efflcacy due to different mechanisms of action. ZP8396 + SEMA Phosphate buffer, propylene glycol, phenol 7.4 1.8 No aggregation®

_ _ N « ZP8396 induces significant weight loss in pre- _ —
body We|ght and food intake in diet- clinical obesity models as monotherapy. ZP8396 + SEMA Phosphate buffer, mannitol 7.1 1.4 No aggregation

) - . ! Physiological compatible tonicity 2 No increase in average peptide particle size. All Z-averages <5 nm
Induced obese (DIO) rats * SEMAIs a once-weekly GLP-1 agonist appmved for Table 1: Accelerated stability (4 weeks at 40°C) for 1 mg/ml ZP8396 alone or co-formulation with 1 mg/mL SEMA. Relative rate of chemical

WEight management for adults with ObeSitY- degradation is calculated by: Relative rate = (Rate of purity decrease for Formulation X) / (Rate of purity decrease for Formulation #1).
Aggregation evaluated by DLS.

METHODS Combined treatment of ZP8396 and SEMA by co-administration or co-formulation demonstrated significant reduction of body weight and food intake in DIO rats compared to

both vehicle- and each mono-treated group.

« Accelerated stabllity for 1 mg/mL formulations of A.
CONCLUSIONS ZP8396 alone or in combination with 1 mg/mL 0 Start of ZP8396 B,

Table 2: Pharmacokinetics of ZP8396 and SEMA in rats (n=3)

or co-formulation 800 Start of ZP8396
SEMA was evaluated over 4 weeks storage at . treatment or C(?.zco?mumion o Vehicle
: : oC | ' ' ili : = treatment
7P8396 is equally stable alone and in 40°C in Type 1 glass V|a_1ls. Chemlcal stability was - JTapTee g !
) _ evaluated by decrease In purity measured by RP- > 0-9oetwOeVeO T L 2 600 , & ZP8396 10 nmol/kg god
Co-fo.rmulgtlon with SEMA at a HPLC. Aggregation over time was evaluated by .= g < | + SEMA 8 nmollkg qd
physiologically relevant pH range peptide particle size (Z-average) by Dynamic 22 51N\ ; = :
Light Scattering (DLS). ; %‘) O NE=2-222xg T3 '§ 400 u = —— Co-formulation ZP8396/SEMA 5/8 nmol/kg qd
- c 1 RN = : =
Co-formulated ZP8396/SEMA S_hows « DIO rats were treated from day O to day 13 with @ > ! \'\ S A /// —— ZP8396 10 nmo/kg god + SEMA 8 nmol/kg qd
comparable ?ffeCt to_the combination either vehicle or SEMA 8 nmol/kg by once daily 2 15 5 “i,,*" 8 g e P . o formiation ZPE396/SEMA 10/16
therapy and is superior to each (qd) sc injection. From day 14 to day 34 vehicle- = : = e //// " nmolikg qod
monotherapy demonstrating treated rats continued either on vehicle or were 20 5 © s - i
significant weight loss switched to ZP8396 10 nmol/kg qod._From d_ay e ~ 0
14 to day 34 SEMA-treated ré:;lts continued either 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 “Data are mean values with SEM (n= 10/group)
ZP8396 is a potent long-acting amylin on SEI\/IA 8 nmol/kg qd or switched to the Time (days) - Time (days) Data were compared by 2-way ANOVA followed by
el @ Beliee) suefes) i combination treatment of SEMA 8 nmol/kg qd , e —_— | | ik — Dunnett's multiple comparison test.
S L) y 9 plus ZP8396 10 nmol/kg god or a co-formulation e L ok p— Kok Vs Igefoiﬂ'glg{l‘sﬁ \r/ip(/eeshﬁglteséggg'gaﬂp‘i'g%rf”Ce of
Phase 1 clinical trials of ZP8396 5 nmol/kg/SEMA 8 nmol/kg qd or a co- okkk LE3 Rk ' GRS 1 vehicle *rkn<0.001, ****péo.oom. The table grf;lph’
formUIa'non Of ZP8396 10 anI/kg/SEMA 16 2 |4 |6 |8 10 [12 |14 [16 [18 [20 [22 [24 [26 [28 [30 [32 [34 ] represents Significant difference of co-formulation
I - T T T - o o o e e e T e e LI Ea s . : . bination treatment with SEMA and ZP8396
For more information please visit www.ZealandPharma.com nmol/kg qod. e O N B i —— [os fns ns fns ns ns ns fns s £ 5 15 fne Ine e [F |5 Vs co-administration \éfoﬁgﬂpfg.(l)%? *i;iiggf, :’\‘I’I‘p<0.001, "
° The antl_obeSIty eﬂ:eCtS were assessed by : 22 22 2: 22 22 22 22 2: 22 2: 22 2: mmm== NS NS NS NS NS |ns |ns |ns |ns [ns |ns |ns [ns |[ns |ns [ns |ns — ****p<0_0001’ ns=not Significant
CONTACT INFORMATION measurement of body weight and food intake. _ _ _ .
CSW@zealandpharma.com Figure 1: Body weight change from day 0 (%) (A), cumulative food intake (B).
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