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Efficacy and safety of liraglutide 3.0 mg in individuals with overweight or obesity
and type 2 diabetes treated with basal insulin: the SCALE Insulin trial
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Introduction

Individuals with type 2 diabetes (T2D) typically find it more difficult to

target similar glycaemic control in the two arms by weekly adjustments of
insulin dose.

e \Weekly dose escalation of the trial drug was implemented during the first
4 weeks following randomisation in accordance with the label.?

Table 1: Subject disposition and baseline characteristics

Mean estimated change in weight at 56 weeks was -5.8% and —1.5% with
liraglutide 3.0 mg and placebo, respectively, corresponding to an estimated
treatment difference (ETD) of —4.3% (95% confidence interval [Cl]: =5.5; -3.2,
p<0.0001) (Figure 2).

Table 2: Endpoints at 56 weeks

ars.ly/h7abn8q

| | | ' Randomised, 198 198
Losethwelgh.t ;?a” ma’ilched fc]:coutnterfar’TS W'thlc)Ut TZD' tOWItng’ Itn pa.:; o _ Ean O:Be | o . e The proportion of individuals achieving WL =5% was 51.8% with liraglutide Change in body weight from baseline (%) -5.8 -1.5  -43[-55,-32] <0.0001
O e WEID -promo.mg -e 1e2c > O IUCDSEHOWETING Tredtments Wi Statistical analys's A B 3.0 mg versus 24.0% with placebo (odds ratio [OR] 3.4, p<0.0001). Values for Percentage of 5% responders* (%) 51.8 24.0 3.4(2.2; 53] <0.0001
sulphonylureas and/or insulin. ’f i i e Qutcomes were assessed based on data for all randomised individuals regardless On drug at week 56 visit, n [%] 166 [83.8] 168 [84.8] >10% WL were 22.8% and 6.6% (OR 4.2, p<0.0001), respectively (Table 2) Percentage of >10% responders* (%) 22.8 6.6 42102.2:82]  <0.0001
Liraglutide 3.0 mg is approved for weight management in individuals wit - - - - - - . cont - o, _ | o e | ' ’ S
It ot bg y PP 4 has b J ; tgd i i 1o Of. premature discontinuation O_f t”a|. product (treatment pQ|ICy .estlman.d), Discontinued trial drug, n [%] 32 [16.2] 30 [15.2] e Mean estimated change in HbA,. at 56 weeks was —1.1% and -0.6% with ghar;.ge '(” W)a'St circumference from 5.3 2.6  -27[-3.9;-1.5]  <0.0001
overwelgnt or obesity and has been investigated In inaividuals wi missing values were handled using a jump-to-reference multiple imputation Withdrawals, n [%] 412.0] 4[2.0] iraglutide 3.0 mq and placebo, respectively (ETD: —0.5, 95% Cl: —0.8: —0.3 aseline {cm
as part of the Satiety and Clinical Adiposity — Liraglutide Evidence (SCALE) . 9 ' 9 P , TESP y CT L e Change in HbA,. from baseline (%) ~1.1 -0.6 ~0.5[-0.8: -0.3]  <0.0001
P y P y 9 model. With BW measurement at week 56, n [%] 191 [96.5] 193 [97.5] 0 0001) (T bl 2>
phase 3a programme.” e Continuous and cateqgorical variables were calculated using analysis of o< e - - Change in heart rate (beats/min) 14 02 1.51-0.2; 3.2] N>
n the SCALE Diabetes trial liraalutide 1.8 ma and 3.0 ma resulted in | J o | | Jsing y Sex, male, n [ %] 90 145.5] 99 [50.0] e Qutcome data for other glycaemic parameters are available from poster 575.° Change in systolic blood pressure (mmHg) 56 16  _40[-64-15] 00014
: g . g . g covariance (ANCOVA) and logistic regression, respectively, with treatment arm, Mean age, years 55.9 (11.3) 57.6 (10.4) o Treatment with liraalutide 3.0 ma resulted in a smaller increase in mean ch - dicolic bloog ) S 09 41300 "
clinically significant weight loss (WL) and glycaemic benefits, with an d d BMI as fact d basel dpoint At ! S Fa9 | J ange in diastolic blood pressure (mmHg) < - ~1.41-3.0,0.2]
ol : file 4 [ndividual d with | in h gender an as 1actors ana baseline enapoint as a covarlate. Race, White, n [%] 174 [87.9] 180 [90.9] iInsulin dose requirement at 56 weeks versus placebo; +2.8U and +17.8U, Change in SF-36 Physical Functioning score Y e 0.4-1.0: 18] e
acceptable satety profile.” [ndividuals treated with insulin, however, were - respectively, from a baseline mean in both groups of 38U. This represented a from baseline | | -
excluded from this trial. , . : Mean body weight, kg 100.6 (20.8) 98.9(19.9 PECUVEY, JOUP | P Change in IWQOL-Lite-CT Physical Function
. . Figure 1: Study design /2 relative difference of 15U (p<0.0001). J Ly 8.2 5.7 2.5[-1.5: 6.4] NS
To our knowledge, no pharmacotherapeutic agents approved for weight Mean BMI, kg/m 35.9 (6.5) S5 858  Total number of hypoglycaemic events (on-drug) occurred at the respective domain score from baseline

*The endpoint is analysed in a logistic regression model. Cl, confidence interval; ETD, estimated treatment difference;

management have been specifically investigated in individuals with : : Mean HbA,., % 7.9 (1.1) 8.0 (1.0) | S |
J . : . P . y J Liraglutide 3.0 mg + IBT (n=198) _ _ rates of 742 and 938 events per 100 patlent—years of exposure with Ilraglutlde IWQOL-Lite-CT, impact of weight on quality of life-lite clinical trial version; NS, non-significant; OR, odds ratio; SF-36, short-
overweight or obesity and insulin-treated T2D. Mean diabetes duration, years 11.4 (6.8) 12.8 (6.9) form 36

396 | |
The aim of the SCALE Insulin trial was to evaluate the efficacy and safety of individuals Mean daily insulin dose, U 38 (27) 38 (29) and placebo, Wl.th t.hree and tvvo.se.vere eveﬁts, reslpectlvely (Table 3).
. . . N . . e Adverse event incidence was similar for liraglutide 3.0 mg and placebo, Table 3: Safetv outcomes
liraglutide 3.0 mg for weight management in individuals with overweight . . . . - y
except for gastrointestinal events (liraglutide 3.0 mg, 62.1%; placebo, 46.7%)

Placebo + IBT (n=198) Use of sulphonylureas, n [%] 66 [33.3] 70 [35.4]

or obesity and T2D treated with basal insulin and up to two oral antidiabetic

| Discontinued trial drug group includes randomised individuals who were not exposed to trial product. Data are mean (SD) (Table 3)
drugs (OADs). This poster reports the measures of body weight and safety I mmmmmmmm e e e m e e m e mm i m i m i m T >l unless otherwise stated. BMI, body mass index; BW, body weight; SD, standard deviation '
data from the trial. Dose Trial duration 56 weeks 4-week Exposed to trial product, n 195 _ _ 197
escalation off-drug FU . : : :
T 0-4 weeks T Figure 2: Change in body weight, over time (%) Key result A‘;Zfirssseve”ts 11860 (92.3) 51718-73 11795 %8-;) 51321 -62

(8.2)
Randomisation End of Fatal 0 (0.0) - 0 (0.0) -
MEthOdS 1:1%* treatment Mean baseline weight 100 kg — Liraglutide 3.0 mg Placebo Leading to discontinuation 15 (7.7) 36 6 (3.0) 30

study desig o e 0 S B R
: : : ey Inciusion criteria rlal INtformation -1.5% ypoglycaemic episodes™ : : : :

* SCALE Insulin (NCT029§3922) WQS a 56'Welek'. .random's_ed' double-blind, e T2D on any basal insulin e February 2017 - September 2018 Severe episodes 3 (1.5) 1.5 2 (1.0) 1.0
placebo-controlled, multicentre trial in 396 individuals with T2D (glycated and <2 OADs  Randomised, placebo-controlled, double-blind trial ~ ? ~1.7% Documented symptomatic 92 (47.2) 336.1 102 (51.8) 411.7
qaemoglobin [HbA1C] 0.0-1 O.OOA)) and overweight or obesity (bOdy mass index * BMI 227 kg/m* ° A_cross >3 S|’Fes-globally _ _ E\c: Data are from individuals on-drug. *Hypoglycaemic episodes recorded in patient diaries and are based on the American
BMI] =27 k /mz) * HbA, 6-10% * Aimed for similar glycaemic target in the two arms b= Diabetes Association classification. Documented symptomatic hypoglycaemia: measured plasma glucose concentration
- q d— | 9 ' 9 9 | utid | " Hoth e Stable BW ) <3.9 mmol/L with typical symptoms of hypoglycaemia apparent. E/100 yr, event rate per 100 patient-years of exposure

e |ndividuals were randomised 1:1 to liraglutide 3.0 mg or placebo, both as T g4

: : - - : *Insulin dose decreased by 15-20% after randomisation for individuals with HbA, <8% at randomisation; dose adjusted =
adJUﬂCt to intensive behaviour therapy (IBT) (Flgure 1)' once weekly according to pre-breakfast. SMBG target 4.0-5.0 mmol/L (basal insu|i1n dose was not to exceed the entry dose %‘ —6.0%

e An IBT programme was pro\/ided in both arms, which included a hypoca|oric in the first 5 weeks). BMI, body mass index; BW, body weight; FU, follow-up; IBT, intensive behaviour therapy; OAD, oral o
diet increased phvsical activit oals (increasin to 250 min/week) and antidiabetic drug; SMBG, self-measured blood glucose; T2D, type 2 diabetes icz _6 -

o b .y I phy " y 9 g up < + —6.5% In individuals with overweight/obesity and insulin-treated T2D, liraglutide
chavioural COUNSERING Ses510ns. 2 3.0 mg was superior to placebo with respect to mean WL and the proportion

e Primary endpoints were mean change in body weight (%) and proportion E - O]'c ind?viduals Schievingp>5% and >10°Z WL at week 56 PTop
with WL =5% at week 56; a number of relevant secondary endpoints are | v " - e - e

ih ’ Results Additionally, liraglutide 3.0 mgwas associated with significant improvements
rep_ortg | ere. | | | in glycaemic control, such as reduction in HbA,. and a reduced need for

* All individuals were on stable treatment with basal insulin and up to 2 OAD:s. e |ntotal, 396 individuals were randomised (1:1) to liraglutide 3.0 mg or placebo, -10 . . . . . . . . . . . . . . — basal insulin.

It was recommended that doses of sulphonylureas were reduced by 50% at of which 195 and 197 were exposed, respectively. Subject disposition was 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 : 526 ) More hypoglycaemic episodes were reported in individuals in the placebo
ot ' ' ' . on-drug , | L
rando.mllsatlon to avoid the risk of hypoglycggmla. 5|ml|lar between trgatment arms (Table 1)_. N Week versus liraglutide 3.0 mg group, and no new safety or tolerability issues
» Individuals on sulphonylureas were stratified between the two treatment e To increase retention, the trial allowed individuals to return to study drug n= 198 192 192 187 186 185 190 188 185 186 186 183 181 181 191 163 were observed.
arms. after discontinuation. At 56 weeks, 166 (83.8%) and 168 (84.8%) individuals n= 198 194 191 181 185 176 177 183 183 180 184 182 183 177 193 168 Liraglutide 3.0 mg is effective for weight management, with an acceptable

° Slmllarly, I WaS .rgcommended that doses of basal IHISU|Iﬂ be redyced by remained on |irag|Utide 3.0 mg and placebo, respectively. Full analysis set. Over time graph is observed mean data + SEM. SEM, standard error of the mean Safety profi|e, N individuals with Qverv\/eight/obesity and insulin-treated T2D.

15-20% for individuals who had HbA,. <8%. The trial was designed to e Baseline demographics were similar between both treatment groups (Table 1).
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