UACR over 192 weeks:
Patients with normoalbuminuria at baseline

Difference vs placebo*: Difference vs placebo*:
-7% (95% CI -12, -2) -12% (95% CI -21, -4)

20 5 p=0.013 p=0.0072

=
o1
|

Adjusted gMean (95% CI)
UACR
|_\
o

5 IT T T T T T T T T T :T T T
0 12 28 52 66 80 94 108 122 136 150 164 178 192
Week
Placebo 1361 1334 1302 1264 1231 1157 1187 1055 891 760 671 584 449 280
Empaglifiozin 2736 2677 2642 2570 2509 2406 2465 2225 1841 1597 1435 1254 983 625

Lancet Diabetes Endocrinol 2017;5:610-621



UACR over 192 weeks:
Patients with microalbuminuria at baseline

Difference vs placebo*: Difference vs placebo*:
-25% (95% CI -31, -19) -30% (95% CI -39, -19)
140 - p<0.0001 p<0.0001

120 4 |
100 | | |
80
60
40
20
0

1

Adjusted gMean (95% CI)
UACR

0 12 28 52 66 80 94 108 122 136 150 164 178 192

Week
Placebo 658 643 631 612 588 546 570 506 426 376 330 291 213 128
Empaglifiozin 1311 1283 1249 1217 1185 1134 1156 1033 869 739 661 583 449 298

Lancet Diabetes Endocrinol 2017;5:610-621



UACR over 192 weeks:
Patients with macroalbuminuria at baseline

Difference vs placebo*: Difference vs placebo*:
-32% (95% CI -41, -23) -32% (95% CI -47, -13)
1400 - p<0.0001 p=0.0020
1200 § |
1000 | |

800
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400
200

0 E Y Y Y Y Y Y Y Y Y E Y Y
0O 12 28 52 66 80 94 108 122 136 150 164 178 192

t

—o—o——0————¢—¢—FEm

1

Adjusted gMean (95% CI)
UACR

Week
Placebo 257 249 233 220 206 193 195 168 137 109 100 86 56 31
Empaglifiozin 498 480 477 452 435 404 425 377 324 265 241 206 157 96

Lancet Diabetes Endocrinol 2017;5:610-621



Lower- Extremity Amputations
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Drug Safety Communications

Interim clinical trial results find increased risk of leg and foot
amputations, mostly affecting the toes, with the diahetes medicine
canaghiflozin (Tnvokana, Invokamet); FDA to mvestigate

Safety Announcement

[5-18-2016] The US. Food and Drug Adminsstration (FDA) is alerting the public about
nferim safefy results from an ongoing clinical trial that found an increase in leg and foot
anyputations, mostly affecting the toes, in patients reated with the diabetes medicine
canagliflozin (Towokana, Invokamef). We have not determined whether canagliflozin
ncreases the risk of leg and foot amputations. We are currently mvestigating this new
safety 1ssue and will update the public when we have more information.
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No. at risk Years since randomization
Placebo 4344 4217 3037 1289 1247 1194 B44
Canagliflozin 5790 5634 4420 2618 2536 2460 1765
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CANVAS Program
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Diabetes Care

Empagliflozin and Assessment of
Lower-Limb Amputations in the '
EMPA-REG OUTCOME Trial

A 3.0 4 — Empaglifiozin —— Placebo
2.5 HR 1.00
: (95% C10.70, 1.44)
— P =0.9924
< 201
=
w
E]
= 1.5 9
=
8
@
= 1.0 4
a
0.5 4
0'0 L T LA L LJ L L T L Ll
o 6 12 18 24 30 36 42 48
Months
Mo. of patients
Empaglificozin 4,687 4,616 4.526 4,428 3,987 2,950 2,491 1,637 395
Placebo 2,333 2,283 2,238 2,185 1,947 1,442 1,218 787 171

Silvio E. Inzucchi,® Hristo liev,?
2 - 3
https://doi.org/10.2337/dc17-1551 Egon Pfarr,” and Bernard Zinman



Empa reduces liver fat in nonalcoholic fatty liver disease
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baseline as assessed by MRI-PDFF. A significant difference was found in change in liver fat between the study

Ambrish Mithal, M.D., chair of the Division of Endocrinology and Diabetes at Medanta The Medicity Hospital, Gurugram, India
The Endocrine Society’s 100t Annual Meeting & Expo
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« Aim: To investigate the safety and efficacy of empagliflozin versus
placebo on top of guideline-directed medical therapy in patients with HF

¢

X with reduced? or preserved? ejection fraction, with/without T2D.
EMPE;Q\OR Primary Objective: Time to first event of adjudicated CV death or
MEART FAILURE STUDIES ad]ud|cated HHF

30-day
follow-up

o ——
+ SoCt

Planned recruitment: T
2850 patients Estlmated follow-up ~38 months (event driven)

Screening EMPEROR-Preserved? + SoCt
Planned recruitment: +SoC!

4126 patients Estlmated follow-up ~38 months (event driven)
(may be increased up to 6000%*)

30-day
follow-up

*Based on blinded assessment of event rate; TGuideline-directed medical therapy; LVEF, left ventricular ejection fraction; NYHA, New York Heart
Association; qd, once daily; SoC, standard of care; 1. ClinicalTrials.gov NCT03057977; 2. ClinicalTrials.gov NCT03057951


http://www.google.de/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjUp8Kc283aAhVSnRQKHaj1DQcQjRx6BAgAEAU&url=http://irondeficiency.com/chronic-heart-failure&psig=AOvVaw2bK0Mvm7UFRU-jfJYiLqeI&ust=1524480672441175
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EMPERIAL

HEART FAILURE
STUDIES

Primary Objective:

Change from
baseline to 12W in
exercise capacity
(6MWT).

Aim: To investigate the effects of empagliflozin
10mg on exercise ability, heart failure symptoms
and quality of life in patients with chronic heart
failure with HFrEF and HFpEF, with/without T2D.

Screening

Screening

Planned to start in March 2018

EMPERIAL-Reduced?

LVEF =40%

Planned recruitment:
300 patients

EMPERIAL-Preserved?
LVEF =40%

Planned recruitment:
300 patients

l Empaglifiozin 10 mg qd l
Placebo qgd

l Empaglifiozin 10 mg qd l
Placebo qgd

12 weeks
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¢

X

EMPA-VISION

HEART FAILURE
STUDIES

Primary Objective:
Change from baseline
to 12W in PCr/ATP
ratio in resting state.

Aim: To investigate the effects of empagliflozin
10mg on cardiac energetics in patients with
chronic heart failure with reduced or preserved
ejection fraction (HFrEF and HFpEF).

Planned to start in March 2018

Empaglifiozin 10 mg qd

Cohort A:
Patients with HFrEF

Placebo qd

. Empaglifiozin 10 mg qd .
Placebo qd

Screening

Cohort B:
Patients with HFpEF

Follow-up
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Boehringer Ingelheim and Lilly announce an academic collaboration with University
of Oxford to investigate the effects of empagliflozin in people with chronic kidney
disease

L ple with chronic kidney disease

. xplores the efficacy and safety of
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ACTUALIZACION TERAPEUTICA
EMPAGLIFLOZINA

@Cristob_morales

GUIAS CLINICAS




GUIAS DE DIABETES
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Aqui Centro de Ayuda
con las Guias de Diabetes, si
quieres tratar a tu paciente

segun ADA pulse 1, segun
AACE pulse 2, segun SEEN
pulse 3, segun GDPS pulse
4, segun G.Canadienses
pulse 5, segun SEMI pulse 6,
segun CardiologiaP2 pulse 7

. etc . Si desea dejar al
paciente como esta cuelgue

el teléfono

“tualizacién del tratamiento antidieh!
ol Dacientn mam nmtn
ek

wmme TR

@CRISTOB_MORALES
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MEDICAL CARE

ASCVD?

Antihyperglyvycemic Therapy in Adults with Type 2 Diabetes

At diagnosis, initiate lifestyle management, set A1C target, and initiate
pharmacologic therapy based on Al1C:

AIC is less than 9%6, consider Monotherapy. I

ATC is greater than or equal to 92, consider Dual Therapy.

A0C is greater than or egual to 10%, blood gluccse is greater than or equal to 300 mga/s/dL,
or patient is markedly symptomatic, cor Co tlon Injectable Therapy (See Figure 8.2).

Lifestvie Management + Metformin

Monotherapy

Lifestyle Management + Metformin + Additional Agent

Yes: - Add agent proven to reduce major adverse

cardiovascular events and/or cardiovascular mortality
(see recommendations with * on p. 575 and Table 8.1)

No: - Add second agent after consideration of drug-specific effects

and patient factors (See Table 8.1)


Moderador
Notas de la presentación
Antihyperglycemic therapy in type 2 diabetes: general recommendations. *If patient does not tolerate or has contraindications to metformin, consider agents from another class in Table 8.1. #GLP-1 receptor agonists and DPP-4 inhibitors should not be prescribed in combination. If a patient with ASCVD is not yet on an agent with evidence of cardiovascular risk reduction, consider adding.


SGLT-2 Inhibitors

GLP-1 RAs

DPP-4 [nhilsitors

Thiazolidinediones.

Sulfenylureas

(Znd Generation)

Insulin Human
Insulin

Analogs

) Weight Renal Effects
Efficacy® Hypoglycemia Change Oral/sQ Additional Considerations
Progression of QKD Dosing/Use considerations
High No Meutral Oral Meutral = Contraindicated »  Gastrointestinal side effects common
(Potential for with eGFR <20 {diarrhea, nausea)
Modest Loss) »  Potential for B12 deficiency
Intermediate Mo Less = Canagliflorin: not = FDA Black Boo: Risk af
recommendead with amputation (canaglifiozin)
eGFR <45
= Dapaglifiozin: not = Risk of bone fractures
recommended with (canagliflazin)
eGFR <60; " DKArisk (all agents, rare in
contraindicated with T2DM)
eGFR <30 = Genitourinary infections
= Empaglfiozin: = Risk of volume depletion,
eantraindicated with hypotension
eGFR <30 = APLDL cholestera]

High Mo Loss Meutral: Neutral High 50 Benefit: liraglutide " Exenatide: not indicated = FDA Black Box: Risk of thyroid
lixisenatide, with eGFR <30 C=cell tumors (Eraglutide,
exenatide extended = Livisenatide: caution with i ide, dulaglutide, icl:
release eGFR <30 extended release)

= Increased risk of side
effects in patients with = Gastrointestinal sice effects
Benefit: renal impairment commeon (nausea, vomiting,
Fragluzide diarrhea)
= |mjection site reactions
" TAcute pancreatitis risk
Intermediate Mo Heutral Meutral Potental Risk: High Oral Meutral = Renal dose adjustrnent = Potential risk of acute pancreatitis
sawaglipting required; can be used in  Joint pain
aloghptin renal impalrment
High Mo Gain Potential Benefit: Increased Risk Lowar Oral Mewutral = Nodose adjustrent =  FDA Black Boo: Congestive heart
pioglitazane reguired faiksre [pioglitazens, rosiglitazene]
= Generally not
recommendes inrenal = Fluid retention (edema; heart
Impairment due to fallure)
patential for = Benefit in NASH
fluicd retention " Risk of bone fractures
= Eladder cancer ipioglitazone)
»LOL chalestero] (rosightazone)
High Yes Gain Mewtral Neutral Lowr Oral Neutral = Glyburide: not = FDA Special Waming on increased
risk of cardiovascular mortality
 dlipizide & olimepiride: based on studies of an clder
initiate conservatively to sulfardurea (telbutamide)
awoid hypoghyoemia
Highest s Gain Mewtral MWeutral Low 50 Meutral = Lower insulin doses n |njection site reactions
required with a = Higher risk of hypoglycamia with
decrease in eGFR; titrate hurman insulin (NPH er premixed
per chinical response formulations) vs. analogs
High 50




Summary of New Diabetes Drugs and Patterns of CV Benefits in Patients With T20M and CV Disease

CENTRAL ILLUSTRATION Novel Paradigm for Care of the Patient With CV Disease and T2DM

Patient with established cardiovascular (CV) disease but no prior Type 2 diabetes mellitus (T2DM):
Cardiologist to perform routine, systematic measurement of HbA1c to evaluate presence of T2DM

And/or
Eligible patients with CV disease and prior T2DM

l

passibly lowered by ol
GLP-1RA

Consider recommending treatments if no contraindication:

empagliflozin liraglutide

E SGLT2 inhibitor: / GLP-1 receptor agonist:
¥ |r:
)

decreased rt ilure hsplizations

+ Decreased blood glucose
+ Decreased blood glucose

+ Promotes weight loss

+ Promotes weight loss + Potential renal benefits

+ Renal benefits

! !

Refer to primary care physician or endocrinologist

Follow CV and T2DM progress in tandem

Sattar etal. JACC.69,N0O.21,2017MAY30,2017:2646-56
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DHABETES
CANADA

guidelines.diabetes.ca
diabetes.ca | 1-800-BANTING (226-8464)

-BDIABETES Canadian
CANADA Diabetes

At diagnosis of type 2 diabetes

Start healthy behaviour interventions (nutritional therapy, weight management, physical activity) +/~ metformin

A1C <1.5% above target A1C 21.5% above target “ﬁ:“m:;'mﬁﬁ::“,
Y ¥ L
If not at glycemic target within Start metformin immediately Initiate
3 months, Consider a second concurrent insulint +/- metformin
Startfincrease metformin antihyper glycemic agent
¥ ¥
If nat at glycemic target If not at glycemic target |
Clinical CvD?

tart antibyperghcemic agent
with demonstrated
OV benefit empaglifiozin
(Grade A, Level 14)

liraglutice
(Grade A, Level 14)
caragliflezint t
(Grade C, Level 2)

If not at gycemic target

g

Add additional antihyperglycemic agent best suited to
the individual based on the following:

Clinical Considerations

Choice of Agent

Avcidance of hypoghlcemia and/for weight
gain with adequate glycemic efficacy

DPP-4 inhibitor, GLP-1
receptor agonist or SGLT2 inhibitor

Other considerations:

Reduced eGFR andfor albuminuria
Clinical OWDror OV risk factors
Degree of hyperglycemia
Other comorbidities (CHF, hepatic diseaset)
Planning pregnancyt
Costfcoverage
Fatient preference

see Appendix 7

See Table below

*Canadian Diabetes Association Treatment Guidelines updated to include CV risk reduction information for Empagliflozin and Liraglutide, 2018


Moderador
Notas de la presentación
2018
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Iratamiento de la DMZ en Prevencion Secundaria

Tratamiento de la DM2 en prevancion secundaria,
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Tratamiento de la DMZ en Prevenciion Secundaria

Control multifactorial

8. Eleccidn en funcidn del beneficio cardiovascular

MET + iSGLTZ o arGLPI MET + arGLPl o iSGLTZ2™*
Empagliflozina Liraglutida Liraglutida Empagliflozina
Conagliflozina Canagliflozina

MET** + arGLPI arGLPI1

Liraglutidn Liraglutida

2. Si no control de AIC intensificar tratamiento

AIC < B,5%

Seguir igual Anadir iSGLTZ o arGLP1

ajustado a FG

Anadir IDPP4 si no tto previo caon arGLPI
ajustado FG
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Saciedad Espariola de
Endocrinologia y Nutrician B

DOGUMENTO DE ABORDAJE INTEGRAL DE LA DIABETES TIPO 2
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