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Wider windows for evaluating nocturnal hypoglycemia capture
more events and confirm lower nocturnal hypoglycemia risk with
insulin glargine 300 U/mL (Gla-300) vs 100 U/mL (Gla-100) in T2DM
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INTRODUCTION RESU I.Ts Table 1: Total number of nocturnal hypoglycemic events by window

(patient-level meta-analysis of EDITION 2, 3 and JP 2)

* Insulin glargine 300 U/mL (Gla-300) has more stable and - Study participants:

studies)

prolonged pharmacokinetic and pharmacodynamic profiles : _ pata were available for 1930 participants (randomized 00:00-05:59 h

than insulin glargine 100 U/mL (Gla-100)," which franslates info population: EDITION 2, 811; EDITION 3, 878; EDITION JP 2, 241). Nocturnal (predefined 12:00-05:5 h N 00:00-07:5 22;;)0 hkifo '

Gla-300 providi ivalent gl ' trolto Gla-100 with & . e ; ind windown g S&TET 00-07:59 h § pre-orecias
c providing equivaient glycermic controtfo &=ia- 158 Wil i e of pre-breakfast SMPG and basal insulin injection: g e EDITION SMPG

less hypoglycemia in people with type 2 diabetes (T2DM), as
shown in the EDITION treat-to-target studies.?

- Timing of pre-breakfast SMPG and timing of basal
insulin injection were comparable in all studies (data

Confirmed (<70 mg/dL (<3.9 mmol/L)) or severe

- The 00:00-05:59 h nocturnal window used in the EDITION not shown). In the patient-level meta-analysis, the @ o300 i o G o
studies provides a standardized assessment interval that median tfimes of pre-breakfast SMPG and basal i _Sle-100 1275 1412 5132 9210
avoids the potential confounders of food and exercise. insulin injection were 07:30 h (interquartile range (IQR): Difference” 521 487 959 950
However, this window may not capture all clinically relevant 06:55-08:16) and 21:17 h (IQR: 20:00-22:05), respectively. ;  Confirmed (<54 mg/dl (<3.0 mmol/L)) or severe
nloc‘rumol hyploglycemic events during the true fasting period - Pattern of hypoglycemia by fime of day: : z:z_?zz 1;? ;12 i?j i;
(i.e. late evening fo pre-breakfast). © _ At every time point, fewer participants reported :

. . . : ) ) Difference* 79 74 108 106

* The value of extending the interval when assessing nocturnal : confirmed (70 mg/dL (3.9 mmol/L)) or severe hypoglycemia : :

. \ , , : Documented symptomatic (<70 mg/dL (3.9 mmol/L))
hypoglycemia was shown in a patient-level meta-analysis for Gla-300 than Glo-100. N P 155 o0 1000 -
of EDITION 1, 2 and 3, whereby the clinically defined - Events were reported most frequently between 06:00 h G100 o1 782 1351 1445
window from 22:00 h to just before breakfast included and 08:00 h; these events were only captured by windows : it " 253 253 322 370
' : ) ) . . . : ifference
many more hypoglycemic events vs the 00:00-05:59 h extending beyond the predefined (00:00-05:59 h) window _
) ) . , : (Figure -|) : Documented symptomatic (<54 mg/dL (<3.0 mmol/L))
window and confirmed a clinically relevant benefit of Gla-300.% -
: Gla-300 83 100 138 178

’ lT WF)uld b,e of VOllue ,To exlplore fhe ConS!STen,Cy SURLLES Bl Figure 1: Percentage of participants with =1 confirmed (<70 mg/dL Gla-100 162 177 239 272
findings u§|ng STUId'eS in which only basal insulin was lusled Bl (<3.9 mmol/L)) or severe hypoglycemic event by time of day : Difference* 79 77 101 94
(no prondllol |nsuI|n,' EDITION 2' 3 Iond.Jopon (JP) 2)' IOVOIdIIng (pcment-level meia-analysw of EDITION 2’ 3 and JP 2) : Safety population. *Gla-100 minus Gla-300. SMPG, self-monitored plasma glucose
confounding effects of prandial insulin. In addition, including : ‘.
broader nocturnal windows than the predefined interval — 220Nt s :

: re-breakfas! * . : : - : . -
would ensure that all clinically relevant nocturnal events ° _ e - | s e Rt @O el 9y e el v O .
: won il during the 6-month treatment period (patient-level meta-analysis
were captured. : -2h il of EDITION 2, 3 and JP 2)
: Protocol-defined :
( \ é o 40 i nOCfUrnG' periOd E lEiveir“snp-er r avors rFavors ate ratio
OBJ ECTIVE : § 00:00205:591h : eﬁg-gg: : élZ-eﬂm Gfa-soo E;IG-IOO R(915% C'I)
;E_L Confirmed (<70 mg/dL (3.9 mmol/L)) or severe -
To evaluate nocturnal hypoglycemia risk for | : = ¢ L | sac0ameon G e 06 05110086
- - - . S . 00:00-07:59 h 4.8 6.9 —e— 0.70 (0.57 to 0.
- \"4 - usli u 1 Wi W : & 20 : 22:00 h to pre-breakfast SMPG 50 7.1 ——i 0.71 Eo.swg 3.533
Gla-300 vs Gla-100, using four different windows | : .
to define nocturnal hypoglycemia, in a patient- | : ;| Confirmed (<54 mg/dl. (<3.0 mmol/L) or severe
: . 00:00-05:59 h 0.3 04 e 0.59 (0.41 t0 0.86)
level meta-analysis of people with T2DM from | : P | oeooreen 05 o7 . 066 07 o008
EDITION 2, 3 Gnd JP 2. . . 22:00 h to pre-breakfast SMPG 0.6 0.8 —e— 0.71 (0.51 to 0.98)
. J b Documented symptomatic (<70 mg/dL (3.9 mmol/L))
22-24| 0-2 2-4 4-6 | 6-8 8-10 10-12 12-14 14-16 16-18 18-20 20-22 : 00:00-05:59 h 10 1.6 —— 0.65 (0.49 to 0.86)
% Clock tme (rour L e A el 0200ty
METHODS : : o , . 22:00 h fo pre-breakiast SMPG 24 32 ——i 075 (0:61 to 0292)
: Safety population. *Median time of pre-breakfast SMPG was 07:30 h (interquartile range (IQR): :
° Design: ED|T|ON 2[ 3 Oﬂd JP 2 were mul’ricen’rer, rondomized, : 06:55-08:16). SMPG, self-monitored plasma glucose : Documented symptomatic (<54 mg/dL (<3.0 mmol/L))
: : 00:00-05:59 h 02 04 ———1 0.52 (0.35 to 0.76)
open-label, two-arm, parallel-group, phase 3a studies in different  : L. . ;| 2200-0559h 02 04 —— 0.57(03910 0.82)
. e - Percentage of participants with 21 nocturnal @ @ o en @ e YRy RO POPR I
populations of people with T2DM (NCT01499095, NCT01676220, . : oo pre-breaidas 4 e 166 (04710 0.93)
NCT01689142).46 hypoglycemic event: : o5 o %
o ' : - Risk of 21 confirmed (70 mg/dL (3.9 mmol/L)) or severe Rate ratio (events per participant-yean) (95% CI)

* Participants: People with previously uncontrolled T2DM; : event was consistently lower for Gla-300 vs Gla-100 using the & serery popuiation. ¢, confidence inferval: VPG, self-monitored piasma glucose
218 years of age; basal insulin (EDITION 2: 242 U/day) + oral : predefined and the extended windows (Figure 2). :
antihyperglycemic drugs (OADs, EDITION 2 and JP 2) or insulin : - Risk was 29% lower using the predefined window and 21-22% : SUMMARY
naive + OADs (EDITION 3). : lower using the extended windows. :

. Treatment: Randomized (1:1) fo receive once-daily : ~ Asimilar pattern of lower risk for Gla-300 vs Gla-100 was seen This analysis of pooled, patient-level data from three randomized

e . . . : with other hvooalveemia definitions (Fiaure 2). : studies in people with T2DM on basal insulin + OADs used clinically
injections of Gla-300 or Gla-100 fitrated seeking a fasting self- yPogy (Fig ) : relevant windows to define nocturnal hypoglycemia, which were
monitored plasma glucose (SMPG) target of 80-100 mg/dL : i assessed alongside the predefined 00:00-05:59 h window.

Figure 2: Relative risk of 21 hypoglycemic event by nocturnal window

(4.4-5.6 mmol/L). Injections were to be administered in the during the 6-month treatment period (patient-level meta-analysis of * The incidence of reported hypoglycemia was highest
evening, defined as the time immediately before the evening | [EEeliilel\ AKXl T NIZ)) : in the 06:00-08:00 h interval, which is outside the conventional,
meal until bedtime, at the same time every day for each Paricipanis wif ovors Favors . : predefined 00:00-05:59 h window and includes the typical time
individual during the study. Gla-300 ~ Gia-100 61a-300 Gla-100 5% Ch . of pre-breakfast glucose testing.
- Outcomes: Prespecified hypoglycemia endpoints were the §§§§1§§§Z‘E7°""""”‘53'9"""”"”’””;“32'6 22 o snwweom | 1~ Owing fo the longer fasfing period, approximately 2-3 fimes
same for each study and were based on ADA definitions.” © | ova-orson 09 524 pe 07807110080 | | more events were identified for windows extending past
. . . : 22:00 h to pre-breakfast SMPG 449 57.1 2 g 0.79 (0.72 t0 0.86) 0559 h VS The predeﬁned W|ndOW.

Confirmed or severe hypoglycemia was defined as any event (<56 ma/dlL (<30 mma/L) orsevere : o . . .

that was documented symptomatic or asymptomatic with a ;| 0000-0sson . 72100 —e—i ozesosn | i Individualrisk of having 21 nocturnal confirmed (<70 mg/dL

| | t of <70 dl (<3.0 L | 2o R D o osenosn | i (3.9 mmol/L)) or severe event was 21-22% lower with the

plasma glucose meadsurement of = mg/ (— .9 mmol/ ) or 22:00 h o pre-breakfast SMPG 122 170 —e—i 0.72 (0.58 to 0.89) extended windows and 29% lower with the predeﬁned window
<54 mg/dL (<3.0 mmol/L), or severe. : §§§§$§$§ﬂ symptomatic (<70 mg/dL (ss].‘;r]rlmozlélj) o s 0611008 for Gla-300 vs Gla-100.

- Events were reported as pattern of hypoglycemia by time of 2200-0591 199 287 e gigggg:?gggﬁ:; - Annudlized rates of nocturnal confrmed (<70 mg/dL
day, percentage of participants with 21 event and annualized 22:00 h fo pre-breakfast SMPG 293 359 o 0.82 (0.7210 0.93) (£3.9 mmol/L)) or severe events were 29-34% lower with the
rates (events per participant-year) during the main 6-month D ooaosmgn T omete (tmefd(Eammery 068 010098 | | extended windows and 41% lower with the predefined window
freatment period. | 2200-0559n 68 9.0 —e—i 070(05210095) | for Gla-300 vs Gla-100.

: 00:00-07:59 h 82 114 —— 0.72 (0.55 to 0.95) :
- Data analysis and statistics: Hypoglycemia was assessed by 2200 to prerecklost SUPS R ' omsTensh 1L N
study and in a patient-level meta-analysis. 02 tive ik of o1 event 955 Cy CONCLUSION

- Windows used for evaluation of nocturnal hypoglycemia: safety population, CI, confidence inferval: SMPG, self-monftored plasma glucose * Broader windows of observation for nocturnal
- Per protocol, events between 00:00 h and 05:59 h were : hypoglycemia during the fasting period (extending

classified as nocturnal (predefined window). ¢+ Number of events by nocturnal window: past 05:59 h and into the waking hours) identify

- In this post hoc analysis, the predefined nocturnal - Approximately 2-3 times more events were identified for : more affected individuals and more events, and
interval was expanded by 2 h either in the late evening windows extending past 05:59 h vs the predefined window, may have additional clinical relevance vs the
(22:00-05:59 h) or early morning (00:00-07:59 h). : and absolute differences favored Gla-300 for all windows predefined window.

- An additional windon was deﬁngd using a ﬁxgd starf fime A(Tqbler ])Id , f ; ' | o - The lower incidence and rate of nocturnal
(22:00 h) gnq an erjd time that \{or|ed by participant (based ° ANNua lZ? rares or nociurna | ypoglycemia: : hypoglycemia with Gla-300 vs Gla-100 was
on each individual’s recorded time of pre-breakfast SMPG). - Ahrzjuohze;j_ ro’resswere lower with Gla-300 vs Gla-100 for all : confirmed using all analyzed time windows,

estimated usmgl’rhe Cochrqnl—l\/lon’rel—Hoenszel method. Rq’res : - For conﬁrmgd (70 mg/dL (=3.9 mmoI/L)) or seyere : at times when basal insulins may not be expected

of hypoglycemia per participant-year were analyzed using hypoglycemia, rates were 41% lower using the predefined
: : to cause such events
an overdispersed Poisson regression model. window and 29-34% lower using the extended windows. | U ' y,

The data were presented previously at the 76th Scientific Sessions of the American Diabetes Association, June 10-14, 2016, New Orleans, LA, USA.
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