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° Obesity and cIoser re|ated type 2 diabetes (TZD) are major health problems, WhICh has globally BOth groups had very similar baseline and demographic CharaCteriStiCS. The difference between 132 o) 4 PlacEbO 82 e~ Placebo
reached epidemic proportions. treatment arms in bodyweight, BMI and waist was driven by a single individual with weight=157 kg in 20 BO
* Even though many therapeutic options are already available, none of them has a direct effect on the the active treatment arm. 128 1 7}
underlying pathophysiology and as a result new alternatives are needed as both standalone wol e S D Aainisninte -

Most subjects were of Caucasian origin (59, 98.3%) and one subject was of African origin (1.7%). Twenty-

therapeutics or to be combined with existing therapies.
one (21) subjects (35.0%) were female and 39 subjects (65.0%) were male. Female/male gender

* Tesofensine, a serotonin, norepinephrine, and dopamine reuptake inhibitor has previously been

investigated in a Phase 2 study in patients with obesity and showed clinically and statistically significant distribution was 15/15 in the TESO+MET arm, 6/24 in the placebo arm, 15/22 at Profil Neuss and 6/17 at 1 h
weight loss at all three administered doses [Astrup et al., 2008]. Profil Mainz. 20 — | pe— ' K —— | m—p—

* However, a dose-related increase in HR and to smaller extent BP were observed, which raised the Overall Figure 4. Treatment with TESO+MET led to a numerical, but statistically non-significant, reduction in both
question of a potentially elevated CV risk of this compound. [uniy] Wl e LE systolic and diastolic blood pressure.

* Given the need for neutral or beneficial CV safety profile in these patients, it has been decided to Age itz (B2 2 (7] =4 ] 5 48]

. . . . . . . Y i i R _ _
combine tesofensine with metoprolol, a selective f1-adrenergic blocker, in order to deliver a product [Years] Median (min-max) 63 (44-70) 66 (52-70) 65 (44-70) oarameter Difference in change
with a more favorable benefit/risk profile. Bl Mean (SD) 99-2(19.3) 93.7 (12.6) 96.4 (16.4) [Unit] TESO+MET Placebo from baseline (95% Cl)
[kel Median (min-max) 94.1(73.5-174.4)  89.8 (75.8-125.6)  91.0 (73.5-174.4)

OBIJECTIVES

Median (min-max) 172 (158-190) 174 (154-194) 172 (154-194) 24-h HR
[bpm] 727 687 70+ 8 709 -3.8 (-6.4; -1.3) 0.0038
« The objectives of this trial were to compare the effects of co-administration of tesofensine/metoprolol - S D) =2 ) s P Ta—
treatment vs. pIacebo on 24-hour mean heart rate, blood oressure, body weight, glycaemic endpoints g Median (min-max) 34.4 (27.3-59.0) 30.2 (27.0-44.1) 31.5 (27.0-59.0) 69 +8 65+7 68 +8 68 +9 -4.3(-7.1; -1.3) 0.0048
and body composition in patients with T2D. Mean (SD) 114 (13) 109 (9) 111 (12) Ec,m: » e [P . P 0152
. (€l edian (min-max - - - mmHg
* This poster focuses on the results related to the effects on 24-hour mean heart rate and blood edient ) 13 s 107 (542400 HO (B4 DB
pressure Mean (SD) 67 (7) 65 (9) 66 (8) 769 749 77 £ 10 76 £ 10 -2.1(-4.9; 0.7) 0.138
. . . . . [b/min] dian (min-max - - s .
* Regarding results related to the effects on body composition and other secondary efficacy endpoints e h:ea(n ) > 661;526(;7) 651;560(:)5) 66150(;7) ?k"g“]'ywe'g“t 99£19  96+20 94+12  93£13 3.5 (4.7;-2.3) <0001
you are kmdly requeSted to visit poster #857. m Median (min-max) 134 (118-140) 138 (120-140) 136 (118-140)
. Mean (SD) 84 (5) 83 (5) 84 (5) Table 2. Summary table of results.
STUDY DESIGN AND PATIENTS [mmHG] Median (min-max) 85 (72-90) 83 (70-90) 85 (70-90)
. _bli i _ i- ' i i . . : SAFETY
Double-blind, randomlzeq, plailcebo controlled,.multl dose, para.IIeI s'Fudy in subjects with T2D. Table 1. Patient characteristics at baseline.
* Study conducted at two sites in Germany (Profil Neuss and Profil Mainz). Mean heart rate (beats/min) « 58 out of 60 randomized patients completed the trial — both discontinuations were in the placebo arm.
e 12 visits, including two in-house visits and seven out-patient visits. 85 o TosorensmemMetonroral 1 * No serious adverse events occurred with TESO+MET — one with placebo.
* Each subject was randomized to one of two parallel treatment arms, 0.5 mg/d tesofensine + 100 mg/d : P « There were no clinically meaningful findings in the laboratory parameters or ECG
metoprolol or placebo tablets in the morning over 90 consecutive days. - -4 - Placebo « TESO+MET was well tolerated and most frequent adverse events were nausea, hyperhidrosis,
* Heart rate was monitored by telemetry over 24 hours and through a quiet hour during in-house visits at 80 headache, dry mouth, fatigue, and dizziness.
baseline and at the end of treatment. . _ _
. . . Number of patients with adverse event (AE)
* 24-hour heart rate as the primary endpoint was measured every minute and the mean was recorded 30
every hour. ) f @ Tesofensine/Metoprolol
* Comparison of systolic and diastolic blood pressure were done as three measurements at each of six 75 | 25 1 L —
different time points (morning, pre-breakfast, noon, pre-dinner, evening, and midnight). For each of the 20 ]
six time points the mean value was calculated. _ Y 3 -
* Body weight was measured with calibrated scales at baseline (two measurements) and at the end of 70 X o 15 ]
r ) J
treatment. _ ’ ]
* Waist circumference was measured using a tape measure. - * ; 10 ]
* Liver fat content was measured in a subset of patients (Profil Neuss) using MRS at the German Diabetes 65 A Al ]
Center, Dusseldorf. : - / ° T
| O;Em.l:.imiﬁi .
STAT'ST'CAL ANALYS'S 60 ] . . . . . . . . . . . . . . . . . . . . . . . . Nausea  Hyperhidrosis Headache Dry mouth Fatigue Dizziness All AEs
. . . . . L g ; ; ; ; ; ; ; ; ; ; ; ; ; Figure 5. Incidence of the most frequent adverse events.
» Statistical analysis was done with an analysis of covariance (ANCOVA) model with fixed effects of 08:00 10:00  12:00 14:00  16:00 1800A 20 ??_ 22:00 - 00:00  02:00  04:00 06:00  08:00 & g
treatment and study site and baseline as co-variate. ctual Time
- Safety endpoints were analysed by means of descriptive statistics. Figure 2. Treatment with TESO+MET led to a significant reduction in mean 24-hour heart rate profile CONCLUSION
compared to placebo. _ _ « Co-administration of TESO+MET over fully mitigated the increases in heart rate and blood pressure
e ey Quiet hour heart rate [beats/min] observed with tesofensine alone while significantly reducing body weight.
Mainz (n37) Exluded (=53 Tesofensine / Metoprolol Placebo  Co-administration of TESO+MET over 90 consecutive days compared to placebo resulted in a statistically
@ T significant reduction in both body weight and waist circumference (please refer to Poster #857).
et oamion ot " 90  No new or unexpected safety findings have been observed in the study:.
A4 * Withdrawal of consent (n=4) _— -1 . . . . . . .
Randomised (n=60, 100%) « Meeting withdrawal criteria (n=2) e Considering incidence, kind and severity of the reported AEs, the safety profile of
:'ne““i“z; :;;2 80 - tesofensine/metoprolol did not raise any concerns.
* Hypoglycaemic episodes did not occur during the study.
v Allocation Y 70— o - * There were no concerns with respect to vital signs, physical examination, ECG results and clinical
Treatment with tesofensine/ metoprolol (n=30, 50%) Treatment with placebo (n=30, 50%)
Neuss (n=19, 31,7;) Neuss (n=18, 30%) v Iaboratory assessments.
Mainz (n=11, 18,3%) Mainz (n=12, 20%) 60 — | * These results provide basis for further studies with TESO+MET combination in the areas where
§ reduction in urge to eat, body weight and body fat may provide meaningful clinical benefits.
Completers of treatment with tesofensine/ metoprolol Discontinued intervention (n=2, 3,3%) 50 — I
(n=30, 50%) Completers of treatment with placebo (n=28, 46.7%) + R E F E R E N C ES
Full analysis Set (n=60, 100%) Treatment Treatment
Per Protocol Population (n=58, 96.7%) @ S PO N SO R
Safety Analysis (n=60, 100%)
Figure 3. Treatment with TESO+MET led to a significant reduction in the quiet hour heart rate compared This study was sponsored by Saniona A/S, Denmark and registered at clinicaltrials.gov under the number

Figure 1. Patient flow and distribution diagram. to placebo. NCT02737891.




