Impact of background antihyperglycemic therapy on insulin glargine 300 U/mL
ol (Gla-300) vs insulin degludec 100 U/mL (IDeg-100) in insulin-naive people with -
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® INTRODUCTION * Pre-specified CUEIECEI Table 1: Baseline characteristics by background therapy

‘Insulin glargine 300 U/mL (Gla-| | "Vestigated reduction in FbAs ~ suiginids | otpira | Painnibitr | sGLTZinhibitor

300) and insulin degludec from baseline to week 24, and With Without | Without Without | Without
incidence  of  hypoglycemia : - Gla- | IDeg-

100 U/mL (IDeg-100) are two e ADA yP '?jyi' " 100 J| 300 300 § 100

second-generation basal insulin ( ase. - guidelines) N=318 §} N=316 J| N=148 §§ N=147 N=65 ] N=420 j] N=398 N=62 | N=62 J§§ N=404 J N=401

analogs which have a longer according to use of OAD/GLP-1 B 60.8 608 600 599 594 597 607 606 625 623 599 599 598 580 607 609
RA th t ing; t ey +09 | 495 || +89 J 2103 | 86 || +104 § 297 | 9.7 J +10.1 | £100 | 9.3 | 96 | 107 | +7.9 § 294 | +10.0

e ailt iaiican 38 . erapy at screening; a pos

duration of action,’< and provide ot ARBIEIE on  Rubehlvcana | [Jomdes male;i 163 | 1723 )| 84 | 70 | 26 || 26 § 221 | 226 | 68 | 67 | 1790 | 185 | 22 | 34 | 215 || 218

similar glycemic control with y _ ypogly (%) (51.3)  (54.7) (56.8) (53.7) (56.5) (40.0) (52.6) (56.8) (56.2) (63.2) (51.9) (51.8) (51.6) (54.8) (53.2) (544)

ower risk of hypoglycemia3 rates according to background i Rl 318 | 316 | 316 | 307 | 330 || 326 | 316 | 311 || 314 | 305 || 318 | 316 | 317 | 314 | 317 | 313

+4.3 +4 4 +4.5 +4 .4 +3.8 +4.5 +4.4 +4 .4 +4.3 +4.3 +4.3 +4 4 +4.4 +5.0 +4.3 +4.3
Diabetes duration, 10.8 11.0 9.7 10.0 11.9 12.1 10.3 10.5 11.9 10.9 10.0 10.6 118 11.4 10.3 10.6

therapy was also performed.

compared with the  first-

generation basal insulin, insulin *HbA,. was assessed using a years +61 | 6.4 | 62 | 67 | +60 | 7.2 | 6.1 | #64 || 67 | 71 | 58 | 63 | 65 | 57 | 6.0 | 6.6
glargine 100 U/mL (Gla-100). mixed model of repeated —— 873 859 866 852 885 848 869 858 871 848 871 860 874 870 870 855
measures Incidence of +0.85 § +0.79 § £0.81 § +0.81 § £0.71 §§ £0.75 § +0.85 §§ +0.81 § £0.91 § £0.79 § £0.81 }§ £0.80 § +0.71 § +0.88 § +£0.85 § +0.79

The BRIGHT study is the first ol F— 192 | 184 || 180 | 178 | 191 || 185 || 190 § 181 || 100 | 170 | 188 | 183 J 182 )| 471 | 192 | 184
head-to-head randomised hypoglycemia was compared Lo +50 53  +48 = #48 42 62  #50 = 50  #52 = +45 = +48 = +53 50 = #48 = 40 52
R . h between treatment groups using Pre-breakfast 178 | 172 | 179 § 171 | 184 | 17 | 177 | 171 Y 176 | 166 | 19 | 173 Q| 171 | 172 | 49 | 172
controliea trial  comparing e ogistic regression analysis and  .SMPG ma/dL +40 | #38 41  #38 40  #43  #41 | 37 41  #35 %40 = #39 = 37 = 40  #41 | 38
efficacy and safety of Gla-300 ; eGFR, 021 | 894 )| 930 | 939 ) 961 )| 657 § 920 | 916 || 879 || 847 || 940 | 926 § 935 || 950 § 922 J 901
and 1Deg-100 in combination with the annualized rates of B muUminit.73 m? +273 | 2258 | 1257 | 1262 || 1267 | 2242 || 1268 || 2262 || +28.0 || 1229 | 262 | 266 || 2306 || 222 || 262 || 1265
hypﬂg che m | = were as Sessed gﬁ?ﬂﬁ%ﬁ;ﬁ?ﬁ%ﬁ zre s;ﬂ;ﬁ:ﬂ ; :l;::h;}s.s “:m_;m;ﬁngégmz ;nsﬂf:::;r;dg:mgngil-:u galp%ﬁlhﬂ:luﬁﬁ;iddu?:g: eGFR, estimated glomerular filtration rate; FPG, fasting plasma glucose; GLP-1 RA, glucagon-like peptide-1 receptor agonist;

oral antihyperglycemic drugs
(OADs) with or without glucagon-
like peptide-1 receptor agonists

using an overdispersed Poisson

: Figure 1: Mean HbA,. and change from baseline to week 24
regression model.

GLP-1 RA

SU/glinides DPP-4 inhibitor SGLT-2 inhibitor

With

(GLP-1RAs) in 929 people with ® RESULTS To O -
i ) E -I 9 9 T — 1
type 2 dlabEtES (TzDM) N 310 310 143 143 46 65 407 388 117 105 336 348
Primary results of BRIGHT _— 875 860 867 850 885 848 871 859 872 848 873 860 873 868 872 8.55
5 DemographiCS‘ +0.84 080 081 080 +0.71 2075 084 081 +092 079 080 +0.80 +0.72 087 085 0.79
showed: — 706 709 696 6.89 7411 7.04 7.02 7.2 690 695 707 7.05 710 741 7.01  7.01
, - -Baseline characteristics were +0.79 075 +0.79 +0.78 +072 +063 +0.80 +0.79 +068 +072 +0.82 +078 +066 +065 +0.81 +0.78
- -y o ey comparable across all s diff
reduction over 24 weeks with L0 e G arae -0.09 0.04 -0.03 -0.05 -0.09 -0.03 -0.03 -0.05
in change from r J i 23 * o Y
Gla-300 Versus IDeg-100 I(:):cl::lgr?ll)md therapy groups BL (95% Cl) (0.21t00.03) (-0.14 to0 0.22) (-0.32t0 0.26) (-0.16 to 0.06) (-0.30t0 0.11)  (-0.15 to 0.09) (-0.30t0 0.25) (-0.16 to 0.06)
. : apie 1).
(primary endpoint). p-value* 0.626 0.762 0.957 0.779
. . A line, 65.7% of participan " :
- In Ci d ence an d !'ates Gf anytlm e t base . e, ga /02 40 42/3“ C pa tS s SU/glinides s s GLP-1 RA — - DPP-4 Inhtbllﬂrw“hﬂm i SGLT2 mmblmrwuhﬂm
(24 h) hypoglycemia were wele SRl S5 A48 Weta Qi Gla-300 IDeg-100 | Gla-300 1Deg-100 | Gla-300 IDeg-100 | Gla-300 IDeg-100 | Gla-300 IDeg-100 | Gla-300 IDeg-100 | Gla-300 1Deg-100 | Gla-300 IDeg-100

; i inhibi 0 0.0
comparable with both DPET42 |r?h:1|:?|t::1rs, V. 1:13?,(1 =
treatments over 24 weeks, and =~ SC-1-2 Nl 'b'té'f’ a;i 9% By 04
. . = 1)
lower with Gla-300 during the  Were receiving GLP-1 RAs. i -
0—12 week initial active titration =~ —The proportion of participants 3
period. using each background therapy - A
remained stable throughout the 16/ B | | _ _ : - _ | _ |
OBJECTIVE study. - | |
TO determin e th e imp a Ct Gf 'AS t9f1 : ({.‘J Gf parti(:[‘,ipants geCE:?fEd mﬁ;ﬁﬁﬁmﬁﬁﬁgﬂﬁﬁﬂﬁ?%’Eﬁ,ﬁ‘;ﬂﬁfg&gmﬁﬂgﬂ*ﬂi nﬁl:t:rszn ;J!?usﬂzl:iﬁfnﬁse. BL, baseline, Cl, confidence interval; DDP-4, dipeptidyl peptidase-4. GLP-1 RA, glucagon-like peptide-1 receptor agonist;
metformin a aseline, ‘ . Inci : :
background OAD/GLP-1 i S e s Figure 2: Incidence of hypoglycemia at any time of day (24 h)
RA therapy on the efficacy P Yy Gla-300  "deNC®  neg 100 OR (95% Cl) p-value*
safety were not performed n (%) n (%)
and safety of Gla-300 according to metformin use Confirmed hypoglycemia (<70 mg/dL) ravors Fairs
versus IDeg-100 in insulin- ' SUlglinides With 237 (75.0) 240 (76.2) 0.94 (0.65 to 1.35) 0.5776 ==
o - Without 70 (47.9) 79 (53.7) 0.79 (0.50 to 1.26) e
IRIVE people WIth TZDM' 1 GLP-1 RA With 27 (58.7) 43 (66.2) 0.78 (0.35 to 1.75) 0.7758 | 4 -
- - I : ; . ; O1. 1
Glycemlc contrOI. Without 280 (67.3) 276 (69.5) 0.88 (0.65 to 1.20) i
. METHODS *Reductions in mean HbAm were DPP-4 inhibitor With 87 (72.5) 71 (67.0) 1.40 (0.77 to 2.52) 0.0735 H;_"ﬁ
BRlGHT (NCT 2 38 Sim”ar between G!a_soo Elnd Without 220 (64.3) 248 (69.7) 0.75 (0.54 to 1.04)
. 027 151) Was 4 SGLT-2 inhibitor With 34 (54.8) 36 (58.1) 0.94 (0.45 to 1.97) 0.8337 L
. IDeg'100 groups  across all Without 273 (68.3) 283 (70.8) 0.87 (0.64 to 1.18) i
mutticenter, open-label,  packground OAD/GLP-1  RA
; Confirmed hypoglycemia (<54 mg/dL)
randomised, parallel-group, 24- therapy groups (no evidence of
i - SU/glinides With 60 (19.0) 73 (23.2) 0.78 (0.53 10 1.14) 0.7328 ——
week actively controlled  heterogeneity of treatment effect:; Without 8 (5.5) 12 (8.2) 0.65 (0.26 to 1.65) -
study In insulin-naive participants  all p>0.05) (Figure 1). GLP-1 RA With 5 (10.9) 19 (29.2) 0.32 (0.11 t0 0.95) 0.0854 e
aged }18 years W|th T2DM fOI' }1 Without 63 (15.1) 66 (16.6) 0.88 (0.60 to 1.29) —t
. . DPP-4 inhibit With 14 (11.7 22 (20.8 0.51 (0.24 to 1.08 0.2374 .
year prior to screening and Hypoglycemia: U Withou 54 E15.s]} 63 E‘i?.?; 0.85 Eu.s? 131.213; i
uncontrolled (HbA,.27.5 to £10.5 .. & . 0 inhib - it
) o et OAS theray vt TNe _incidence of _confirmed — . 24 ains vhdi <
i " GLP.1 RA Py . hypoglycemia at any time of day 0.1 10 30
or without i s (stable (24 h) was comparable for both OR (95% Cl)
dose for =23 mDnthS)- basal insulin treatment groups at Sp'-lvaﬂlul.:e r;r?;ﬁ?;::lemmuyaftre.am-.ent-ny-subgmup interaction. Safety population. Cl, confidence interval: DDP-4, dipeptidyl peptidase-4; GLP-1 RA, glucagon-like peptide-1 receptor agonist; OR, odds ratio; SGLT-2, sodium-glucose co-transporter-2;
» Participants continued  both glycemic thresholds,

background OAD/GLP-1 RA irrespective  of  background ® DISCUSSION
therapy at their previous dose = OAD/GLP-1 RA therapy; no -Qverall, BRIGHT showed that Gla-300 and IDeg-100 provided similar HbA,. reductions, with comparable

throughout the study unless they  evidence of heterogeneity of  incidence and rates of hypoglycemia at any time of day (24 h) over the 24-week treatment period.5
were not approved for use with  treatment effect according to use

* The present analysis showed that this similar HbA.. reduction (~1.6 %) and comparable hypoglycemia
nsulin  therapy or safety ©Of background therapy was P Y 1 ( 0) p ypogly

frequency observed with Gla-300 and IDeg-100 is evident regardless of background OAD/GLP-1 RA

concerns necessitated a detected (a” p:‘005) (Figure 2)

o therapy.
reduction or cessation of c°Similarly to the results observed
background therapy. for incidence of hypoglycemia, CONCLUSION

rates of confirmed hypoglycemia
at any time of day (24 h) were
comparable for both basal insulin

» Participants were randomised 1:1
to receive either Gla-300 or IDeg-
100, with randomization stratified

Both second-generation basal insulins (Gla-300 and IDeg-100) provide similar HbA,_ reductions

(~1.6 %) and low risk of hypoglycemia at any time of day (24 h) over 24 weeks, irrespective of the
use of background non-insulin antihyperglycemic drug therapy.
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