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Demographics Patients Reporting 210% Weight Loss at 13 Weeks Summary of TEAEs and Gl Tolerability
B a C kg ro u n d VK?2735 VK?2735 VK?2735 VK?2735
: ber of patients Placebo VK2735 VK2735 VK2735 VK2735 VK2735
o , , Mean Baseline Placebo 25mg | 50mg | 10.0mg | 15.0 mg blacebo D m NmbE . .
_ _ — : g 5.0 mg 10.0 mg 15.0 mg reporting (%) (n=35) 2.5 mg 5 mg 10 mg 15 mg Combined
Activation of the glucagon-like peptide 1 (GLP-1) receptor has been shown Characteristics (n=34) (n=35) | (n=35) | (n=35) | (n=35) (h=32) (h=35) (h=35) (n=35) (h=35) (h35) (h=39) =35 | e35) | (ne140)
to decrease glucose, reduce appetite, lower body weight, and improve Age < Discontinued treatment early 5 (14%) 2 (6%) 4 (11%) 5(14%)  7(20%) 18 (13%)
. . e e . . . . . . Sex, M:F (% 18:82 2377 3466 3466 2377 S 90 Discontinued study early 2 (6%) 1 (3%) 1 (3%) 2 (6%) 2 (6%) 6 (4%)
insulin sensitivity in patients with type 2 diabetes, obesity, or both. Whi (; 0) - - - 24 50 = Overall TEAEs 24 (69%) 25 (71%) 31 (89%) 30 (86%)  32(91%) 118 (84%)
Concomitant activation of glucose-dependent insulinotropic polypeptide Ii2 ) O & Drug related TEAES 16 (46%)  21(B0%) 27 (77%)  26(74%) 30 (86%) 104 (74%)
: : : : e Weight (k 105 103 98 103 101 S Drug related TEAEs lead 0 (0% 0 (0% 0 (0% 0 (0% 1 (3% 1 (1%
(GIP) receptors may potentiate the satiety and insulin-sensitizing effects of BMlg(kg/(m%)) 2 g a6 a7 a7 - 60 P e o s £, £ £ il il il
GLP-1 receptor activation, leading to enhanced clinical benefits. VK2735 is s 45 Common Gl related TEAES P(Iacgg)o Vi2rss VK2183 VK235 | VK213s | VK2735
: : Table 1. Study demographics, efficacy population. All patients required to umber of patients = > Mg mg mg mg omBine
a long-acting dual agonist of the GLP-1/GIP receptors that has shown y srap -acy popd P e 2 30 reporting (%) (n=35) (n=35) (n=35) (n=35) (n=140)
have BMI >30, or 227 and one additional weight-related comorbidity. = SERD 1 (3%) 2 (6%) 5 (14%) 4 (11%) 6 (17%) 17 (12%)
promise in Phase 1 studies in healthy subjects with BMI 230. We report ch - Nausea 0 | 0 | | |
herein the results a 13-week Phase 2a study of VK2735 administered by _ 0 Mild 7 (20%) 6 (17%) 11(31%)  9(26%)  15(43%) 41 (29%)
weeklv subcutaneous iniection Mean % Change N BOdy Welght After 13 Weeksl,Z Percent of patients 3.7% 39.3% 62.1% 70.4% 88.0% Moderate 0 (0%) 3 (9%) 5 (14%) 4 (11%) 7 (20%) 19 (14%)
Y J ' p-value vs. placebo - 0.0036 0.0002 <0.0001 <0.0001 Severe 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Methods Slaceho \£K52r7n3g5 \éKOZ;?’gf’ Yg?jg Y5K§7r§g Figure 3 and Table 3. Up to 88% of patients experienced >10% weight loss. X;::;‘iial ain 223; igzoi 62((167;) 61((1312/;) 1(2) Ezjy)o) 22 Eijy)o)
(n=34) (n=35) (n=35) (n=35) (n=35) . . Diarrhea 3 (9%) 11 (31%) 6 (17%) 7 (20%) 4 (11%) 28 (20%)
: : : Baseli ight (k 105 k 103 k 98 k 103 k 0
The Phase 2 VENTURE trial was a randomized, double-blind, placebo- aselineweight (kg) = : : : Mean % Change in Body Weight After 12, 16 Weeks Constipation 4 (11%) 7(20%) ~ 10(29%)  9(26%)  10(29%) 36 (26%)
controlled study intended to evaluate the safety, tolerability, S P(Ir?fflza)o %r.]s_ 1m7g§ (ﬁ_rri% (1nO—Téq) (1I\?—Tf) Decreased appetite 0 (0%) 2 (6%) 5(14%)  9(26%)  6(17%) 22 (16%)
subcutaneously, once weekly for 13 weeks. The trial enrolled adults who < 0 gy e e e e randomized patients who received at least one dose of study drug or placebo.
. . ) _ b i} _ .
were obese (BMI =30 kg/m?2), or overweight (BMI 227 kg/m?2) with at least 0 6 = . 12 -09 Timecourse of Gl Adverse Events
: : oL : : O -3 e S N I
one weight-related comorbid condition. The primary endpoint of the o % Wi W2 WS W W5 W6 W7 W WO WO Wit WIZ WIS W W2 W3 WA WS W6 W7 W8 WO WI0 WH Wiz w13
. . . -9 50 50
study was the percent change in body weight from baseline to Week 13 % ‘2 A 45 45 -
. . . o A e B B 40 Placebo 40 .0 mg
among patients treated with VK2735 as compared with placebo. > - 2 2 35
. _ - )
Secondary and exploratory endpoints evaluated a range of additional g ) O ot 83 | | T e e 3 " "
safety and efficacy measures. < 3 9.4 . = 2 20
U 15 : 15 15
O 1 e B 108 0 | S 10 10 m
o , , Percent change3* -1.7% -9.1% -10.9% -12.9% -14.7% §’ ) -11.8 sox 5 5 ll Jl
Statistical analysis: Change and percent change from baseline were —— 12,9 -12.6 ol nn [ : 0 AT L
| 9 , ved del f ted (MMRM) with Placebo-adjusted® - -7.4% -9.2% -11.3% -13.1% = mWeek 12 ©Week 16 *p<0002 T <o e oA R AR AR AR AR T P iviiebes N L e o)A R R D 2 3
ahalyzed Using a mixed model 1or repeated measures Vi) W p-value vs. placebo* : <0.0001 | <0.0001 | <0.0001 | <0.0001 ' " i .
treatment and visit as factors along with treatment-visit interaction, and Proportion of Weight Loss Maintained, PK Subsets 2 % 10.0 mg » | 15.0 mg
baseline weight as a covariate. Figure 1 and Table 2. Notes: 1) Efficacy population, includes all randomized Study Week | Weeks from | 2.5 mg 5.0 mg 10.0mg | 15.0mg |Combined -% 30 30 |
patients who received at least one dose of study drug or placebo and had a Last Dose | (n=17) (n=17) (n=18) (n=11) | VK2735 o > " |
: valid baseline and post-baseline body weight assessment. 2) Patients Sl - 15 15 |
. . . . 4. 0 0 0 0 0 °© |
StUdy DESIgn treated with VK2735 were titrated to final doses as indicated: 2.5 mg =AUCCCRICES 98% 92% 92% J6% 4% 12[I] Jl” ” e lﬂh]ﬂ b L
0) 0) 0) 0) 0)
cohort = 2.5 mg x 13 weeks; 5 mg cohort = 2.5 mg x 3 wks, 5 mg x 10 wks; LY LEELE | SR 1% 82% 5% 8% 83% 0 %{{%%11”%'3'%2@%%3 T %‘Fg!;g%%‘%%l%gaﬂ
—>  Placebo (n=35) 10 mg cohort = 2.5 mg x 3 wks, 5 mg x 3 wks, 7.5 mg x 3 wks, 10 mg x 4 Figure 4 and Table 4. Majority of weight loss maintained at 4- and 7-weeks Bl Constipation [T Diarrhoea [Hll Nausea [ Vomiting
] ] o | > 25mgvKkarss (n=35 wks; 15 mg cohort = 5 mg x 3 wks, 7.5 mg x 3 wks, 10 mg x 3 wks, 15 mg x following last dose of study drug. Figure 7. Timecourse of Gl related adverse events. Safety population; includes all
Obese subjects, I 4 - - i domized patients wh ived at least d f study d laceb
wks. 3) Least squares mean. 4) Two-sided t test using mixed model for : ranaomizea patients wno received at Ieast one aose of study drug or placebo.
JVRETNISIA — | € | — somovkarss (=35 Follow-up repeated)measurgs ) 5 VK2735 Accumulation Through 13 Weekly Doses
with comorbidity 5 100 ma VK735 (135 ' Linear Scale Summary Vital Slgns at Week 13
3000
2500 - '
Double-Blind Treatment, 13 Weekly doses 0k 0 | Heart rate (bpm)
N ~ ! .
R SR A AR AR ¢ Y S S S S
creening, D1 W4 W7 W10 W13 W19 2 ~L. g > P . . . : .
28 d & = C-7
> . S5 . _.T Systolic blood pressure (mmHg)
Patients treated with VK2735 were titrated to final doses as indicated: 2.5 mg cohort = 2.5 mg x 13 mclj/j 4 - é‘% /E_//' /% Baseline  125.1 126.2 1286 1921 1234
weeks; 5 mg cohort = 2.5 mg x 3 wks, 5 mg x 10 wks; 10 mg cohort = 2.5 mg x 3 wks, 5 mg x 3 wks, 7.5 o 5 - 1000 - o /} — Mean Change at Week 13 44 74 88 54 96
mg x 3 wks, 10 mg x 4 wks; 15 mg cohort =5 mg x 3 wks, 7.5 mg x 3 wks, 10 mg x 3 wks, 15 mg x 4 wks. s 6 = 7 -
O = o’ KT X Diastolic blood pressure (mmHg)
Results 55 8 -1 __}/,_,;:_/;’ff____i_____*__ﬁ Baseline  80.9 81.6 82.9 78.5 78.4
%’ % -9.2 kg*** . #/gﬁ’—{/j Mean Change at Week 13 -2.2 -3.7 -5.5 -1.5 -4.3
. ° ° >m '107 _I _____ I_____I______I _____ I_
A total of 175 patients were randomized and received at least one dose of §Q‘S 10.7 kgr** 0 L] Weeks ° 12 Table 6. Summary of vital signs, safety population.
. .. E cheqdule Ime eeKs
study drug or placebo. Patients receiving weekly doses of VK2735 g Placebo Figure 5. VK2735 plasma concentrations through 13 weekly doses. COnCIUSiOn
demonstrated statistically significant reductions in mean body weight after " VKoTaE 258 g 133 kg™ VK735 Pl 1 < Th H 7 Week Foll
13 weeks, ranging up to 14.7% from baseline. Patients receiving VK2735 o o L8kg™ asma Levels fThrough /-vveek Follow-up * VK2735 dosed weekly by subcutaneous injection for 13 weeks led
. . . . o . . . 16 - J i " o) 1
also demonstrated statistically significant reductions in mean body weight 0 L e R e T I e e o Representative PK Parameters to weight loss of up to 14.7% from baseline
, , o o , 0 1 2 3 4 5 6 7 8 9 10 11 12 13 ! _ . .
relative to placebo, ranging up to 13.1%. Statistically significant differences Week ) g;:;;_:i; : * Progressive weight loss observed; no plateau at 13 weeks
™ T~ VK2735
. . i i ) ) A _ N ~ 1000—E ''''' —x —~ "*-aﬂ‘.\\ 50m ’ 1,120 158,000 171 ] ] ] ] ]
compared to both baseline and placebo were observed for all doses Notes: p<o.201. Patients treated with VK2735 were titrated to final doses as indicated: T v : s S ° e >90% of weight reduction maintained 4 weeks post-final dose
starting at Week 1 and continuing throughout the 13-week treatment 2:5mg conort = 2.5 Mg X 18 weeks L o T T
- _ 5 = ] h“‘\..____h B R _ — ‘"l}u_*_*_‘ . . .
| T . | > Mg conort = 2.5 mg x 3 wks, 5 mg x 10 wks £5 . - T e PK, exposure profile suggests monthly dosing may be feasible
period. Reductions in body weight were progressive through the course of 12 mg COEOT- ;-5 m9;<3i‘<’VkS7’ g mg ng';& 1-05 mg X33 wkks,1150 mg X44 V‘Lks AE el e T T
. Mg Conort=o mg X o WKS, 7.5 Mg X o WKS, Mg X o WKS, Mg X 4 WKS ~L§ T~ “‘*\_\\. TS~ ° 1cl 1h o) "
the study, with no plateau observed at 13 weeks. VK2735 demonstrated , , , , , i85 B "~ I Promising tolerability, 92% of drug related TEAS reported as mild to
. o . Figure 2. Progressive weight loss observed in all VK2735 dosing cohorts. All S 1o- ““~--~___% moderate
- - . - epe . . . . = ] .
encouraging safety and tolerability following 13 weeks of once-weekly doses statistically significant vs. placebo starting in Week 1 and maintained e . . _ o _ . o
dosing. Among patients receiving VK2735, the majority (92%) reported through Week 13. Dose dependent effects observed. No evidence of plateau - T RS T RO e R S TR * Mild GI AE protile consistent with incretin axis activation; generally
. . . . . . 19 . « ey e
drug related TEAEs as mild or moderate in severity. suggests further weight reduction possible with continued dosing. ; p - - ; waned following initial exposures

Scheduled Time (h) o ]
Figure 6. Plasma levels of VK2735 through 7 weeks of follow-up. * Phase 3 clinical trials are planned
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