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ABSTRACT e Placement and removal of [TCA 650 Is performed by trained healthcare professionals in a brief e Data from patients with type 2 diabetes, uncontrolled on mettormin (n=263 on ITCA 650, Table 1. Baseline Demographic and Clinical Characteristics for Population e Drugs most often used to advance therapy were insulin and sulfonylureas (mITT Population)
- | o | off.ice procedure. The sterile .mini-pump IS placed in the sub-dermis of the abcllorr.ir.lal wall n:25.7 on sitagliptin) were analyzed for the proportion of patients needing advancement of Requiring Advancement of Therapy vs. Overall Study — mITT Population (Figure 93).
Backgroupd: T.h.e need to adygnce antidiabetes therap_y 1S a valid _mdlga.tor of th.e effectiveness using a placemgnt tqol and i1s removed or replaced through a small (~5 mm) incision and antidiabetes therapy. Figure 5. Medications Used to Advance Therapy (mITT Population)
and sustainability of an antidiabetes agent. ITCA 650 1s an osmotic mini-pump in development closed with Steri-Strips. e Rescue, requiring advancement of therapy, the addition of or increase of therapy from
for type 2 diabetes (12D) that continuously delivers exenatide SC for up to 6 months after e Phase 3 studies with [TCA 650 demonstrated significant improvement in change from baseline baseline, was protocol mandated based on predefined criteria. =[TCA 650 60 mcg/d = Sitagliptin 100 mg/d
subdermal placement. [TCA 650 20 mcg/day for 13 weeks followed by a maintenance dose of HbAlc, body weight, and HbAlc<7% compared with placebo or sitagliptin in patients with — Day 0 to Week 13: 00-
b0 mcg/day every 6 months was testeq V3 §|tagllpt|n 1000mg (SITA:)) In the FRECDON-2 study_. type 2 diabetes.”* = Two or more fasting self-monitored blood glucose (SMBG) values >240 mg/dL during any Number 39 91 263 257 137 495
ITCA 650 demonstrated greater reductions in HbAlc (1.5 % vs 0.8%, P<0.001) and body weight 7-day period Age, years’ TIY 507 +10.0 551498 506+ 103 50 -
(4 kg vs 1.3 kg, P<0.001). . N - Male, (% 53.9% 51.7% 54.4% 59.5% 43.6
X .g | . Figure 1. ITCA 650 Osmotic Mini-Pump * Two consecutive FPG values >240 mg/dL i ealgic)or Latino, (% 18.7% 50.6% 12.6% 12.0% £ 40-
p (%) %
Methods: This exploratory analysis from FREEDOM-2 assessed the need for further therapy in _ After Week 13. Race. (%) =
addition to ITCA 630 or SITA added to metformin in 530 uncontrolled T2D pts (mean baseline Osmotic Mini-Pump T L . . White 80 1% 78.0% 76.0% 76.79% &
. . = Two or more fasting SMBG values >200 mg/dL during any 7-day period; | | ! ! ! ! s 30-
HbAlc 8.6%). Further therapy was protocol mandated based on predefined criteria that became - . Two consecutive FF§G values >200 me/dL : 6 any /-4dy b SJI[?ICWAfrlcan American 17063; 174.73 // i;g; igg ; = 30
more stringent over time including any HbAlc >8% after Week 26. ‘ o+ 07 o 07 o -
g . - . — An HbAlc elevation of >1.5% at any timepoint in the study Sody weight, kg’ 931+ 204 1.2+200 922139 20214 £ 20-
Results: More SITA pts advanced therapy compared to ITCA 650; the incidence increased ‘ A HbALc >8 0% after Week 26 BMI, kg/om ; 33.1+6.0 32.7+5.7 328 +5.6 324 +5.6
Signiﬂcant y and progressively with SITA after Week 26. In contrast, most ITLA 650 treated PIs SemipeTmeabIe OsnTotic PisTton Drug Res:rvoirWith DiffuTsion ContinuouTs Delivery | Ffiad | ' i~h i :%Aelgi;fe)diabetes diagnosis (years)? 3(1) :_: ég gg i g?l gg :_: g? f73273 i g?l 10- 6.6
achieved and maintained glycemic control. At 92 weeks, 85.2% of pts on ITCA 650 remained on Membrane  Engine Novel Stabilizing Formulation Moderator  of Exenatide ’ )at.a Were anglyged for the moditied intent-to-treat populatior ]EmITT), Which |?c__uded a”” 2 Metformin dose at baseline (mg/day)? 2009 (258) 2004 (287) 2033 (261) 2014 (284) 2.6 1.1
Summary: In conclusion. addition of ITCA 650 for 52 weeks led to better sustained glycemic nlacebo or took sitagliptin/sitagliptin placebo) and who had a valid baseline and at least 1 Metformin SU’s TZD's Insulin Other
control in uncontrolled T2D on metformin, significantly reducing the need for further therapy * [TCA 650 releases drug at a predetermined rate based on osmosis. Extracellular fluid enters ost baseline HbALC value Table 2. HbAlc and Body Weight Prior to Advancement of Therapy
compared to addition of SITA. through the semi-permeable membrane directly into the osmotic engine (salt gradient). The SUMMARY
resulting pressure pushes the piston at a slow and consistent rate of travel that forces the e In this global study of patients who were poorly controlled on optimal doses of metformin,
drug formulation to be released through the orifice of the diffusion moderator. RESULTS greater efficacy (HbAlc, weight, and goal attainment) was achieved with ITCA 650 compared
INTRODUCTION o FREEDOM-2 previously demonstrated significant improvement with ITCA 650 60 mcg/d vs. mg:}céén e o _g-gﬁoblgl ?68015 8?? to sitagliptin.
o Pati +h tvoe 2 diabetes f v require ad ¢ of theraov bevond initial 0BJECTIVE sitagliptin 100 mg/d in HbAlc, body weight, the composite endpoint of a reduction of >0.5% Body weigh%, P 91.6 = 3.4 89.7 +2.1 e Nearly 35% of patients on treatment with sitagliptin + metformin needed to advance therapy
atients .W't ype Z diabe £ Trequently require advancement o thetapy beyond Initia o | in HbAlc and weight loss >2 kg from baseline, and the proportion of patients achieving Mean change Body Weight, kg 21+0.6 15+ 04 compared with 15% of patients treated with ITCA 650 + metformin.
metformin treatment to achieve treatment goals. o To assess the need to advance antidiabetes therapy, a meaningful measure of the IhATe <79 o . . .
| o | factiveness and sustainability of antidiabetes therapv. in patients with tvoe 2 diabetes ° . : e The need to advance therapy with sitagliptin was incremental and progressive over time
e Although numerous drugs are available for the individualized management of type 2 diabetes, f ei oA £50 v o Iy iy py, I p yp e LS mean change (SE) from baseline for HbALc at Week 52 was -1.5% (0.08) with ITCA 650 vs Figure 4. Percent of Patients Who Advanced Therapy by Week of Treatment compared to ITCA 650
, _opti i i i reated wi vs. sitagliptin. PO S LY e A o - ' - |
ity remain briers 0 gt ghgemioeom s e naleis of dats fom FREEDON-2 - randomized,double-bind, double-dummy st -0.85% (0.08) with sitaliptn (P<0.001 forTCA 650 v. sitagliptn) from  baselne of 5%  {MITT Fopulation) o By Week 52, neary 85% of beter controled ptients in the ITCA 650 group remained on
. y . 0L p = . | - CS; yersin0 IT%E 6r500mand sitagli;)tin—(aFirgtTreo?)lze R, TR and 8.7/%, respectively (Figure 3). =ITCA 650 60 mcg/d (n=263) = Sitagliptin 100 mg/d (n=257) metformin alone compared to nearly 65% of patients in the sitagliptin group.
’ )esplte its wide use, sitagliptin glucosel—lowerm.g eﬁ_‘ects. are relatively modest, but most notably, pariis | 5 o0 e This is consistent with sustained efficacy over time of ITCA 650 compared to sitagliptin.
nersistent treatment effects are not achieved with sitagliptin as add-on to metformin as reported Figure 3. LS Mean (SE) Change From Baseline to Week 52 for HbA1c (%) — 2
in clinical trials* and observed in real-world setting.” Figure 2. Study Design for FREEDOM-2 mITT Population B 20~ CONCLUSION
e (GLP-1 receptor agonists are effective therapeutic agents for the treatment of T2D; the need to ) ) ) .
ac ministerpby injiction may limit their use Ea”y i tgreatment. FlEse o ReElomizes, Dol‘jlli'gé%"”dMP'tafceb‘."Cl\%”tmt'r']ed’ IV 92l SV, 00 - = 40 e |n this prespecified analysis of a randomized, controlled study in inadequately controlled type 2
| o | | Bt Ll ' +— ITCA 650 60 meg/d ®— Jitagliptin 100 mg/d = 35.4% diabetes patients on maximal or near maximal doses of metformin, add-on therapy with
® Adherence to freatment with antidiabetic drugs Is generally low, and Is reported to range from Change to 09- 5 ITCA 650 resulted in significantly improved and sustained glycemic control without the need to
38% to 34% with GLP-1 agonists.” nitial Dose ~ HIBNErDOSE™  waintenance Dose Follow-up | < - further advance therapy in most patients.
e |n addition to the negative impact on achieving effective glycemic control, poor medication L. Screemng oo e SWeeks @ 39 Weeks . o Weeks < -04- 3
adherence results in increased healthcare costs.' Vo st e N _} ITCA 650 60 mcg/d 5 2 06 - % 10- 11.8% REFERENCES
e [TCA 650 is an investigational drug device combination product that consists of an osmotic \; T2DM age 1§ to 80 years + Oral Placeho + Oral Placebo % ' = N 1 E;epi;c?(/alzzl L Stamenits S, Dippel P, Schffsk 0. Ecnamic impac of copiance to tretment it antidabtesmedicato inye 2 isbtes meltus: arevew
mini-pU mp (Figure 1) that prOVideS continuous subcutaneous (SC) delivery of exenatide for up v HbALC 2-7'5/) to<10.9% R TR ST §o -0.8 - _ # = 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 2. Egedé LE, Gebregéiabhe;M,.Disﬁuke CE, et al. Medication nonadherence in diabetes: longitudinal effects on costs and potential cost savings from improvement.
- - - Metformin >1500 mg/d | Sitagliptin 100 mg/d i Sitagliptin 100 mg/d = Diabetes Care. 2012:35:2533-2539.
to 6 months after its subdermal placerr ent in the abdominal wall. \\/ BMI 25—45 kg/m? - + ITCA Placebo + ITCA Placebo i g 10- + + Week of Treatment 3. Sctark ggigg;gnzdze;l?,;zre;gkinJE, Saydah SH, et al. The prevalence of meeting A1C, blood pressure, and LDL goals among people with diabetes, 1988-2010. Diabetes
o Exenatide plasma levels are maintained as long as the ITCA 650 device is in situ, and no 0 13 52 56 L | - . . - - . . 1 Ahrén B, Masmiquel L Kumar , Sargin M, Karsbg 0, Jacabsen SH, Chow F. Efficacy an safety of once-weekly semaglutide versus once-ily saglptn s an
SR : : Weeks = 10 P<0.001 vs. sitagliptin o At basellne, demOgrapth and clinical characteristics of pa’[lents who reqUIred AT were add-on to metformin, thiazolidinediones, or both, in patients with type 2 diabetes (SUSTAIN 2): a 56-week, double-blind, phase 3a, randomised trial. Lancet Diabetes
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= at each time point comparable to the overall study population (Table 1). 5. Lefebure P, Pilon D, Robitaille M-N, Lafeuille M-H, Chow W, Pfeifer M, Duh MS. Real-world glycemic, blood pressure, and weight control in patients with type 2 diabetes
= -l4- o At Week 52, 15% of the ITCA 650 group and 35% of the sitagliptin group required rescue 5 Nt Femindor Lo L 14 1, Bown K Nontoan L onco ot B, Swindle . gttt i patints ity  iabetcs el ot v
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e Descriptive statistics on disposition, demographic and baseline characteristics of patients * Anincrease In the incidence of patients who advanced therapy was seen in both groups at "t of 1A 850 2 o teany in typ 2 diabte. Abtaet prcened at e Evapean Assoiton or
who lneed to advance antidiabetes thera py com nared to the overall patient population are 18 0 é 1|3 1|9 2|6 3|2 3|9 4|5 5|2 Week 26 as the criteria became more strlnge.)nt. _ _ 8. Ezi(l{lgfozﬁﬁel;zz:::wus,l Illﬂr:]frl]r;gkafipfzn;;;r;oéjims L, Baron M. Efficacy of ITCA 650 vs. sitaglitpin in ,
provided below. e Most (85%) ITCA 650 treated patients remained on assigned therapy at Week 52. (Figure 4). uncontoled tye 2 diabeteson metformin: the FREEDOM-2 andomized: doublebiind 52-week tudy. American <l
Week ® |n contrast, a progressive increase in the need to advance therapy was observed in the Presented at the American Dig’,betes Asgoc’iation |
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[NEW LINK TO BE PROVIDED] sitagliptin group after Week 26 (Figure 4). 77th Scientific Sessions, San Diego, CA, June 9-13, 2017.



