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sackgrounc Tables and figures

+ In the EMPA-REG OUTCOME trial, empagliflozin reduced the risk of Table 1. Pooled patient characteristics during a 12-month baseline period prior to drug initiation from 3 databases We identified 43,244 PS-matched pairs of patients with T2D in
cardiovascular death by 38%, all-cause mortality by 32%, and hospitalization | | ERRNMMEE—_M I < 1 -1 1111 R I MY Voo 11 R I \iedicare, 39,164 in Marketscan, and 32,708 in Optum, who initiated
for heart failure (HHF) by 35% in patients with type 2 diabetes (T2D) and Baseline Empagliflozin DPP4i Standardized mean Empagliflozin DPP4i Standardized mean empagliﬂozi_n or a DPP-4i between August 1, 2014 and September
established cardiovascular disease characteristics (N = 136,937) (N = 599,537) differences (N = 115,116) (N = 115,116) differences 30, 2019 (Figure 2 and Table 1).

« EMPRISE aims to assess comparative effectiveness, safety, health care Age, mean (SD) 62.00 (8.65) 67.48 (9.09) 0.62 62.52 (8.64) 62.51 (8.65) 0.00
utilization and cost of empagliflozin in patients with T2D Sex female, n (%) 60,000 (43.8%) 312,601 (52.1%) 0.17 51,729 (44.9%) 51,661 (44.9%) 0.00 Effectiveness outcomes
(NCT03363464; EUPAS20677) CVD history, n (%)’ 47,179 (34.5%) 226,622 (37.8%) 0.07 38,379 (33.3%) 38,381 (33.3%) 0.00 * Compared with DPP-4i, empagliflozin was associated with a 29-

« EMPRISE uses real-world data from two commercial insurance claims data | |Frailty index, mean 0.16 (0.04) 0.17 (0.05) 09 0.16 (0.04) 0.16 (0.04) 0.00 50% reduction in the risk of HHF (corresponding to 5.4-10.8 fewer
and federal Medicare data in the U.S. and collects accumulating data on (SD) R T ' R R | events per 1000 person-years), over a mean follow-up time of 8.3
empagliﬂozin for a period of 5 years, starting from empagliflozin launch in the | |Acute MI, n (%) 3,482 (2.5%) 13,461 (2.2%) -0.02 2,538 (2.2%) 2,520 (2.2%) 0.00 months (Figure 3).

~ US.ie.August1,2014  [||Heartfailure, n (%) 11,913 (8.7%) 67,900 (11.3%) 0.09 9,706 (8.4%) 9,727 (8.4%) 0.00 * Empagliflozin was associated with a 12% reduction in the risk of a
Chronic kidney 19 879 (9.4 109377 (18,99 096 11391 (9.99 11636 (101 001 composite outcome of myocardial infarction or stroke (.2.2 fewer
ObJ ectlve disease, n (%) ’ (9:4%) ) (18.2%) - ) (9:9%) ’ (10.1%) - event_s per 1000 person-yegrs), cc_)mpared with DI_DP-4|. |
Current use of ) o 018 1468 (12.8% 14637 (12,7 000  The risk of all-cause rnorta_llty, which was only gstlm_ated In the

Using real-world data from August 2014 through September 2019, we aimed to | |insulin: n (%) 21,281 (15.5%) 06,808 (9.5%) e 082 (12.8%) 037 (12.77%) ' subset of the population with complete information, i.e., Medicare,

assess the cardiovascular effectiveness and safety of empagliflozin compared to| |HbA1C, %, mean was lower in empagliflozin vs. DPP-4iinitiators.

dipeptidyl peptidase 4 inhibitors (DPP-4i) in patients with T2D across the (SDY? 9.0 (2.3) 8.8 (2.3) 0.09 9.0 (2.3) 8.9 (2.3) 0.04 * Results were consistent in subgroup analyses by history of |

spectrum of CV disease. eGFR, mean (SD)? 85.2 (22.0) 78.5 (24.7) 0.29 85.1 (22.0) 83.7 (23.0) 0.06 cardiovascular disease, though the absolute cardiovascular benefit

' Defined as a history of myocardial infarction, unstable angina, other ischemic heart disease, transient ischemic attack, stroke, atherosclerotic peripheral of empaglifiozin was greater in patients with history of
vascular disease, or heart failure. cardiovascular disease compared to those without it.
M et h Od S 2 Available for a subset (~20%) of patients, thus not included in in the PS model
Safety outcomes

Study design: New-user active-comparator cohort study (Figure 1). Figure 1. EMPRISE study design overview Figure 3. Hazard ratios and rate differences for empagliflozin and | |- Emgagliﬂozin was associated with a reduction in the risk of acute

effectiveness outcomes kidney injury, an increased risk of hospitalization with diabetic

Data sources: US Medicare, Optum Clinformatics and IBM Marketscan ~ Exposure-based Cohort Entry Date ketoacidosis, and a similar risk of lower limb amputations, non-

databases (August 1, 2014-September 30, 2019). (First preseription of erppegy oxin or & comparator) Empaglfiozin  DPP-4 vertebral fracture, and renal and bladder cancer (Figure 4).

itant el s e couerane patients with T2D (re/ 2000 (Rs/3000PY) _ 0501 ooy

gtudy population: Adults 218 years 265 years in Medicare) with T2D (Figure o D 35 0] — | HHF - orimary dx w760 so0s 0% e 03B, . CO N CI USions

). MJ SGLT2i. Jr,;’ T New user design oo . o o
e Active comparator HHE - any ds L871(236) 2651 (349) (67 0,75 (1252,913 - In this final analysis from EMPRISE (2014-2019), including over
Exposure and comparator: Initiators of empagliflozin relative to DPP-4i. (Age<1s (<eEs"f$t‘ih‘ZEiﬁif.ff?ﬁ?;?;‘fe"‘é!li"e%pag.mozil (DPP-4i) Mior stroke 100 140) 1228362 o %0 ot h 230,000 PS-matched U.S. patients, the initiation of empagliflozin
| Sove 10 0 | B e EEE o . e - was associated with a reduction in the risk pf HHF, a slightly lower
Outcomes Govariae Assessment Window I H T ! OOr(ES) TR 078, 0.96) (2.39,0.52) . risk Qf a compoere outcgme of.myocarcyal infarction or stroke,
_ _ —_Dus 0.0 — e tremted Analyeie Stroke 400(50) 435 (5.6) (0.8%’95_05) o (_1_-208-§0§15) relatlvg to.DPP-4.|, and, in Medicare pafuents (265 years), a
Baseline conditic Y 6o o 00 * reduction in the risk of all-cause mortality.
Hospitalization for heart failure (HHF)' Lower limb amputations’ - > ACM - all 185 (6D TR I00) 056, 0.70) (-4.78,-3.01) » Results were consistent in patients with and without history of
(HHF-primary dx) § Follow up Window % ACM - Medicareonly 347 (12.1) 599 (20.2) 0.60 —@- 815 e : : -
: : - \ Days [+1, Censor] \ (0.53,068) L 020600 - ; cardiovascular disease, though the absolute benefits of
:;;F In any discharge position (HHF-any  Non-vertebral fractures — R ncienc ats: Y prsost 0408, © <=7 || empaglifiozin were greater in patients with cardiovascular disease-
- . o T— PerBemente Fmesgifozin DPF-d T [ le Empagliflozin was associated with an increased risk of diabetic
St?:,nkzos'te . ketoacidosis, in line with documented safety information.
Hospitalization for MI’ Bladder cancer _ _ _ _ _ _ o * These results complement cardiovascular outcome trial data and
Hospitalization for stroke! Hospltallzation for dlabstic ketoacidoals? Iggtlilr; i.niM“:aI?.:(SeltEssétaund)éaptgglajlsaet;on (2014-2019) from Medicare, Elag:c:tr;e ;.Jtl-cl;izr:;i ratios and rate differences for empagliflozin and reinflorce the notion of the ben.eﬁcia| effects Of.empag”ﬂozin on
All-cause mortality? Acute kidney injury requiring dialysis? cardiovascular outcomes, particularly heart failure, regardless of
Empaglifiozin  DPP-4i the baseline history of cardiovascular diseases.
" Validated claims-based algorithms: Kiyota et al. AHJ 2004. Wahl et al. PDS 2010. Tirschwell et al. Stroke 2002. Saczynski et al. PDS 2012. Hudson et al. J Clin 4 810,543 patients >18 years (=65 years for Medicare) A \ evert N event HRe RD per 1000 PY . .
Onyinbodare e R initiating empagliflozin or a DPP-4i between August |/~ 40,044 Excluded ™\ | outeome (Rs/1000 PY) (IRs/1000 PY) _ (95%C) (95% Ci Fundin g & Disclosures
.. . . . 2014 - September 2019, and with 12 months of « 5,933 Patients without a diagnosis of T2D Lower-limb - -

Statistical analyses: Confounding was addressed via 1:1 propensity score _ continuous enrollment priorto cohortentry +29.326 Paterts Wi a g of e 1 oo tation 252(32)  233(30) 107(0.89,128  [® 017 (-0.37,0.72) ® + This study was supported by a research grant to the Brigham and

gﬁso)sr?ﬁlté?'gr? dag’tjesg?f?eizrng\elir(IliAE)O),baacfceclyll:]r?tirr)]zt}i?trsgz;al'i(t::/e;?:zé:?)Ze?irr?g | 1—’ ‘E%}%E?‘e:ts "::“ ma”g_”a"cy’ =SRD. _H"_'” o ponveriebral  330(41) 30339 108(092,126) 1O 0.25 (0.37,0.88) 3 Women's Hospitall from Boehringgr-lngelheim. The au.thors had full

_ i _ 737,714 T2D patients >18 years (>65 years for * 8,451 Patients with a nursing home admission control of the design and conduction of the study and interpretation

n?fk, fepartately V\Illthlln each database and pooled across databases by fixed- [Medicare) old initiating empaglifiozin or a Dpp-,:uJ 55 P o et agonme o | | Renalcancer 69 (0.86)  69(0.86) 1.00(0.70, 1.43) @ 0.02 (-0.31,0.27) o of the study’s findings. The authors retained the right of publication

- cohort entr . . .
SHECLS MEta-analysis. 230,232 T2D pa:e:ntsafteri:i PS- . y - deddercancer BSR - M AEOAIE—— e Tl aDr;dI_ﬂ(e)’i)eirgn Isr:Jed ;Tteegnbal mrdlrg?\f {;?ZGZ?SI;J[ISISM-M) from the
Subgroups: Baseline history of cardiovascular disease, defined as baseline [ matching based on 143 patient ] Hospitalizatior American Diaggtes ASS);Ciatign
’ characteristics for diabetic 273 (3.4) 143 (1.8)  1.78 (1.44, 2.19) —@— 1.59 (1.08,2.09) ® :
atherosclerotic cardiovascular diseases and/or heart failure ¥ T ketoacidosis » Dr Patorno is supported by grants from the National Institute on
[eml;:gﬁfﬁzinJ [ 1&?&&? J oy 1 2037(257) 2831(368) 071(067,076) @ 1110 (-12.86,/9.34) ~@- Aging (KOBAG055670) and the Patient Centered Outcomes
initiators initiators 06 15 13 3 Research Institute (DB-202002-20326)
R: incidence rates; PY: person years crmpagifon DPPT Crmpagifosin DPP4
pioan lonup o183 monthe M phtoo@bwh.harvard.edu
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