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@ \TRODUCTION

- The ADA/EASD management of hyperglycaemia in T2D consensus report states that GLP-1 RAs are the preferred first
injectable antihyperglycaemic agents.12

* Fixed-ratio combinations (FRCs) of basal insulin plus a GLP-1 RA offer concomitant administration of complementary
Injectable therapies for individuals with T2D.

 IGlarLixi, a titratable FRC of insulin glargine plus lixisenatide, has been shown to be efficacious and well tolerated in
patients with T2D uncontrolled by OADs in the LixiLan-O trial (NCT02058147) or by basal insulin in the LixiLan-L trial
(NCT02058160).34

* Prior to the LixiLan-G trial, the efficacy and safety of treatment intensification to iGlarLixi in patients receiving either daily or
long-acting GLP-1 RAs had not been studied.

OBJECTIVE

To compare the efficacy and safety of switching to iGlarLixi versus continuing treatment with

prior GLP-1 RA therapy over 26 weeks, and to evaluate the durability of efficacy and safety of iGlarLixi
over 52 weeks.

@ VvETHODS

Figure 1: LixiLan-G randomised, open-label trial design (NCT02787551)
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@ RESULTS

Figure 2: LixiLan-G patient disposition
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Table 1: Demographics and baseline characteristics (randomised population)

26-week randomised
population at screening

Randomised population who entered
single-arm extension

GLP-1 RA (n=257) iGlarLixi (n=257)

IGlarLixi (n=206)
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LixiLan-G

Figure 4: Proportions of patients achieving HbA,. <7% without documented symptomatic hypoglycaemia
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More iGlarLixi patients achieved the composite endpoint of HbA,. <7% without documented symptomatic hypoglycaemia
(plasma glucose <3.0 mmol/L) at Week 26 compared with patients continuing on GLP-1 RA; this was sustained at Week 52
In patients in the iGlarLixi extension.

Table 2: Efficacy over 26 and 52 weeks (mITT population)

26-week randomised
population

Randomised population who entered
single-arm extension

GLP-1 RA (n=253)

iGlarLixi (n=252) iGlarLixi® (n=206)

HbA,. (%) <7% n (%) at
n (%) at Week 26 65 (25.7) 156 (61.9) Week 52 132 (64.1)
Difference (95% CI) 36.1% (28.1, 44.0); p<0.0001

FPG, mmol/L
Baseline 95+19 91+21 Baseline 9.0+2.2
Week 26 8.7+2.0 6.9+1.7 Week 52 6.8+1.7
Change -0.6+£0.1 -2.31+0.1 Change —-2.3+0.2
Difference (95% CI) -1.7 £ 0.2 (-2.0, —1.3); p<0.0001

2-hour PPG, mmol/LP
Baseline 13.8+£3.3 13.6 £ 3.3 Baseline 13.5+3.4
Week 26 12.6 £ 3.3 9.7+3.1 Week 52 92+29
Change -1.1+0.2 -4.0+£0.2 Change -4.3+0.3
Difference (95% CI) -2.9 £ 0.3 (-3.4, —2.3); p<0.0001

Body weight, kg
Baseline 95.5+ 16.9 93.0+16.5 Baseline 92.8+16.4
Week 26 94.5 + 16.9 949+16.4 Week 52 95.6 + 16.5
Change -1.1+0.2 1.9+0.2 Change 2.8+0.3

Difference (95% CI) 3.0+0.3(2.4, 3.6)

aResults presented for the entire 0-52-week study period for those patients (n=206) who received iGlarLixi, completed the first 26-week randomised period and
entered the single-arm extension period. °LOCF. Unless otherwise noted, baseline, Week 26 and Week 52 values are mean * SD; Week 26 and Week 52
change from baseline and between-treatment differences are LS mean + SE. Two-hour PPG was recorded during a standardised meal test. mITT population
was defined as all randomised patients with a baseline assessment and =1 post-baseline assessment of any primary or secondary efficacy variables

- Among patients treated with iGlarLixi who entered the extension, the proportions of patients who achieved HbA,. <7%
were similar at 26 and 52 weeks, as were FPG and PPG levels.

- Mean body weight increased from baseline (2.78 kg) with iGlarLixi over the 52-week treatment period.

Table 3: Adverse and hypoglycaemic events (safety population)

26-week randomised population

IGlarLixi (n=255)

Randomised population who entered
single-arm extension

IGlarLixi2 (n=206)

Number of patients with adverse event, n (%)

GLP-1 RA (n=256)

Time period Week 0-26 Week 0-26 Week 0-52
Any TEAE, n (%) 121 (47.3) 163 (63.9) 150 (72.8)
Any serious TEAE, n (%) 9 (3.5) 10 (3.9) 21 (10.2)
Gl disorders, n (%) 26 (10.2) 55 (21.6) 51 (24.8)

Diarrhoea 6 (2.3) 14 (5.5) 15 (7.3)

Nausea 6 (2.3) 22 (8.6) 19 (9.2)

Vomiting 2 (0.8) 8 (3.1) 8 (3.9)

_ 1(0.4) 24 (9.4) 37 (18.0)

Documented (<3.0 mmol/L) symptomatic
hypoglycaemia, n (%)

Events/patient-year

<0.01 0.25 0.24

aResults presented for the entire 0-52-week study period for those patients (n=206) who received iGlarLixi, completed the first 26-week randomised
period and entered the single-arm extension period

* One case of severe symptomatic hypoglycaemia was reported during the first 26-week period in the iGlarLixi group.

- Safety profiles for iGlarLixi over 52 weeks were comparable with those seen over 26 weeks.

* One post-treatment death was reported during the extension treatment period due to a glioblastoma and was assessed as

not related to treatment.

CONCLUSIONS

« Switching to iGlarLixi further improved glucose control in patients with T2D receiving the

Age (years) 60.0 £ 10.3 59.2+9.6 59.8+9.1
Female, n (%) 113 (44.0) 131 (51.0) 106 (51.5)
BMI (kg/m?) 33.0+4.4 32.8+4.4 329+44
Duration of diabetes (years) 11.0+£6.1 11.2+7.4 11.5+7.7
Duration of GLP-1 RA treatment (years) 19+1.9 1.9+1.8 1.9+1.8
HbA,. (%) at screening 7.9+£0.5 7.9+£0.6 7.8+£0.5
GLP-1 RA use by type at screening, n (%)

QD/BID formulation 154 (59.9) 153 (59.5) 126 (61.2)
Liraglutide QD 145 (56.4) 135 (52.5) 112 (54.4)
Exenatide BID 9 (3.5) 18 (7.0) 14 (6.8)

QW formulation 103 (40.1) 104 (40.5) 80 (38.8)
Dulaglutide 51 (19.8) 54 (21.0) 43 (20.9)
Exenatide ER 48 (18.7) 45 (17.5) 33 (16.0)
Albiglutide 4 (1.6) 5(1.9 4 (1.9)

Pioglitazone use at screening, n (%) 22 (8.6) 12 (4.7) 10 (4.9)
SGLTZ2 inhibitor use at screening, n (%) 26 (10.1) 26 (10.1) 19 (9.2)

Data are mean £ SD unless otherwise noted. All patients were taking metformin at screening

Figure 3: Primary efficacy endpoint: HbA,. change from baseline to Week 26 (mITT population)
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Switching to iGlarLixi reduced HbA,. significantly more than continuing prior GLP-1 RA, and the HbA,. reduction with
IGlarLixi was maintained at Week 52 for patients who entered the extension.

maximum tolerated GLP-1 RA dose with OADs, offering an efficacious and safe treatment

Intensification option.

 The efficacy and safety of iGlarLixi were maintained up to Week 52 in the extension phase
of the study.
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ABBREVIATIONS

ADA, American Diabetes Association; BID, twice daily; BMI, body mass index; ClI, confidence interval, EASD, European Association for the Study of Diabetes; ER, extended release; FPG,
fasting plasma glucose; FRC, fixed-ratio combination; Gl, gastrointestinal; GLP-1 RA, glucagon-like peptide-1 receptor agonist; HbA,, glycated haemoglobin; iGlarLixi, insulin glargine and
lixisenatide; LOCF, last observation carried forward; LS, least squares; mITT, modified intent-to-treat; OAD, oral antidiabetes drug; PPG, postprandial plasma glucose; QD, once daily; QW, once
weekly; R, randomisation; SD, standard deviation; SE, standard error; SGLT2, sodium—glucose cotransporter 2; T2D, type 2 diabetes; TEAE, treatment-emergent adverse event
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