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bai thao duong va bénh tim mach: bién phap giam bién co tim mach
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Prevalence of diabetes (%) in persons 35-64 years
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2000=number of people with diabetes in 2000
2030=number of people with diabetes in 2030

Source: Fauc AS, Kasper DL, Braunwald E, Hauser SL, Longe DL, Jarmeson L, Loscalzo 1:
Harrizon's Principlas of Interna! Medicine, 17th Edition: http://www, accessrmedicine. corm

Copwright @ The McGraw-Hill Campanies, Inc All rights reserved.

Pham
.V.N_SuYeﬂ TL: Powers AC. Diabetes Mellitus In Harrison’s Principles of Internal Medicine ed by Fauci, Braunwald,
= Kasper, Hauser, Longo, Jameson, Loscalzo McGraw Hill, 17t ed 2008, p 2275- 2304
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bai thao duong va bénh tim mach: bién phap giam bién co tim mach

Tiéu chuan chan doan bénh dai tho duong

1. HbAlc > 6,5% - Phong xét nghiém chuan (NGSP
certified/chuan hoé theo DCCT assay)

2. buong mau doi > 126 mg/dL (7.0 mmol/L)- Nhin déi 8 gid

3. Trac nghiém dung nap dudng : > 200 mg/dL (11.1
mmol/L) 2 gid sau uong duong (759 glucose) quy trinh
WHO

4. Puong mau bat ky > 200 mg/dL kém triéu ching DTD

Vinh

.,"ﬂf;i??en TL: ADA 2017. Diabetes Care, Jan 2017
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Dai thao duong typ 2: giét nguoi
tham lang
» Khoang 30% bénh nhan BPTD khong duoc chan doan

« Khoang 50% bénh nhan duoc chan doan TP di co
bi€n ching



Tam quan trong cua bénh tim mach trén
B/n DTD

3 Hau hét b/n DT tr vong vi bénh tim
mach; 80% do xo vira dong mach

d 75% tir vong tim mach/ BTD do bénh
PMYV, 25% do bénh mach mau nao hay mach

ngoai Vi
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Tu vong mo1
nguyén nhan va
tir vong tim
mach/ b/n DTD

-Cét hong (bén tréi): thoi gian tir 1950-1975
- c6t xanh (bén phai): thoi gian tr 1976-2001

TL: Preis SR et al. Circulation 119: 1728, 2009

" Pham
v Nguyen

Vinh
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Cac bién chirng mach mau cua

Dai1 thao duong (DTD)

* Bién chirng vi mach:

— Bén]

— Bén]

1 vOng mac

n than

— Bén]

1 than kinh (neuropathy)

* Bién chirng mach mau 16n:

— Bén]

— Bén]

— Bén|
Q’ﬂ;t‘;:en

Vinh
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Hai van dé 1é6n vé tim mach/ PTP

* Bénh dong mach vanh/ bénh nhan DTD
* Suy tim trén b/n PTD

" Pham
v Nguyen

Vinh
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Céac muc tiéu diéu tri
BDMV/b/n PTD

e Xir tri cac yéu to nguy co BBPMV: THA, roi loan lipid
mau, ngung thuoc 14, thay doi1 161 song

* Diéu tri cac biéu hién BDMV: tai luu thong PMV/ hoi
chimg DMV cap hoac bénh dong mach vanh 6n dinh; suy
tim do BBbMV

” Pham
v Nguyen

Vinh
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Piéu tri néi bénh nhan BDMV 6n dinh

Short-acting Mitrates, plus
||

» Beta-blockers or CCB-heart rate
* Consider CCB-DHP if low heart rate or

Angina relief

intolerance/ contraindications

» Consider Beta-blockers + CCB-DHP if

CCS Angima > 2

May add or
switch (1% line

for some cases) *

lvabradine

Long-acting nitrates

Micorandil
Ranolzine
Trimemzidine®

Pham
.V'Nguyeﬂ TL: Montalescot G, Sechtem U et al. 2013 ESC Guidelines on the management of stable coronary antery disease. Eur. H.
Journal (2013): 34, 2949-3003

Vinh

Event prevention

* Lifestyle management
» Control of risk factors

+ Educate the patient
= Aspirine®
= Statins

» Consider ACE| or ARBs

+ Consider Angio — PCl -
Stenting or CABG
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Dai thao dwong: gia tang
nguy co suy tim

« DTD: yéu td nguy co ddc 1ap tang suy tim 2-5 lan*
 PTD: tang tir vong 60%/ suy tim so voi khong bTD*

*TL: Mc Guire D. K. Brauwald’s Heart Disease, 101" ed. 2015, Elsevier Saunders, p 1392-1407

" Pham
v Nguyen

Vinh
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Sinh ly bénh vé roi loan chirc nang tim,

suy tim va tién lwong xau/ DTD
newnus system activation

Renin-angiotensin system activation

Increased sodium and free wate
Decreaseddascular cnm@

Elevated endothelin levels (in diabetes)

Loss of “dipping” nocturnal blood pressure pattern
Increased free fatty acid levels
Dysregulated myocardial glucose and q@:id metaboli

Increased left ventricular hypertrophy or mass via myocyte hypertrophy
Deposition of advanced glycation end products in extracellular matrix

Increasedcardiac fibrosis

Increased cardiac steatosis

g

Pham
Nguyen

ViTnll_l: Mc Guire D. K. Brauwald’s Heart Disease, 10" ed. 2015, Elsevier Saunders, p 1392-1407
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So d6 tom tit co ché bénh co tim do PTD

Adult cardiac
metabolism

- Perturbations * Diabetes

Metabolic rr T PPAR-(x
adaptation activity
~ Secondary * Ischemia
stress * Hypertrophy

T FFA > glucose
Metabolic * | Cardiac eimciency
maladaptation * Inability to PPAR-u

activity

* Cellular lipid accumulation
* Lipotoxicity

FFA metabolism

NN

* Ischemia
* Hypertrophy

Glucose » FFA

* Diabetes

1 PPAR-«
activity

T FFA > glucose

« | Cardiac efficiency

. . T PPAR-t
Inability to activity

for T FFA levels
« Cellular lipid accumulation |
* Lipotoxicity

»-_/’ ‘\_/‘\v/\_ o

«t_/Cardlac fallure’> /

~

" Pham
v Nguye

Vinh

TL: Mc Guire D. K. Brauwald’s Heart Disease, 10t ed. 2015, Elsevier Saunders, p 1392-1407
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Phong ngura suy tim trén bénh
nhan DTD

» Diéu tri hiéu qua tang huyét ap (< 130/80mmHg
hoac < 140/90 mmHg): n/c UKPDS

» Kiém soat chit duong huyét: n/c UKPDS, n/c
Iribarren & c/s (HbA - < 7%)

e Cac thudc co hiéu qua phong ngira hay diéu tri suy
tim do DTD:

— UCMC, chen thu thé AGII, eplerenone, spironolactone
— Chen beta

” Pham
v Nguyen

Vinh
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e Thudc diéu tri DPTD c6 thé ting nguy co tim mach?

» Kiém soat chit duong mau co giam nguy co tim mach?

” Pham
v Nguyen

Vinh
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Loi diém ctia kiém soat chit va sém duong mau: két
qua theo do1 thém 10 nam cua nghién ciru UKPDS

Myocardial Infarction
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P=0.01 P=0.005
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1997 1999 2001 2003 2005 2007

No. of Events
Conventional therapy 73 83 92 106 118 126

39 45 55 64 68 81

UKPDS, UK Prospective Diabetes Study

Pham
%Nguyen Holman R, et al. NEJM. 2008;359:1577-1589.
Vinh

Microvascular Disease
1.4

P=0.19 P=0.30
c 1.24
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24 37 44 52 58 66
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Hiéu qua kiém soat chit duong huyét bang Metformin
trén bénh nhan BTD du can: n/c UKPDS 34

Effect of intensive blood-glucose control with metformin on complications in overweight
patients with type 2 diabetes

Absolute risk (events per 1,000 patient-years)

Myocardial infarction 11.0° 14.4 18.0
Stroke 3.3 6.27 5.5
All-cause mortality 13.5°1 18.9 20.6

*p<0.05 vs conventional; *f p<0.05 vs insulin/SU

Nguyen

"Pham Adapted from UK Prospective Diabetes Group. Lancet 1998;352:854-65
“ Vinh 17



bai thao duong va bénh tim mach: bién phap giam bién c¢6 tim mach

Thiazolinedione va cac bién co tim mach: Rosiglitazone so véi

Pioglitazone

Rosiglitazone

Better Worse
Meta-analysis, Nissen et al? Myocardial infarction (OR) -
Meta-analysis, Nissen et al® Cardiovascular death (OR) —=
Meta-analysis, Krall® Myocardial infarction (OR) 8
Meta-analysis of 42 trials, FDA® Myocardial ischemia (OR) o
Data from Nissen and RECORD¢ Myocardial infarction (OR) e
Data from Nissen and RECORDY Cardiovascular death (OR) r
Meta-analysis, Singh® Myocardial infarction (HR) 3
Pioglitazone
PROactivef Primary end point (HR) —E
PROactives M, stroke, and death (HR) —F—
PROactive Ml subgroup” Myocardial infarction (HR) . E—
Meta-analysis, Lincoff et al Ml, stroke, and death (HR) =
Meta-analysis, FDA 2007¢ Ml, stroke, and death (HR) 5

0 1 2

Hazard Ratio (HR)/Odds Ratio (OR)

1. Nissen SE, et al. NEJM 2007;356:2457-2471. 2. Krall RL, et al. Lancet 2007;369:1995-1996. 3. Callaghan F. FDA
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrug
sAdvisoryCommittee/UCM218495.pdf. Accessed March 29, 2013. 4. Bracken MB, et al. NeJM 2007;357:937-938. 5. Singh
S, et al. JAMA 2007;298:1189-1195. 6. Diamond GA, et al. Ann Intern Med 2007;147:578-581. 7. Dormandy JA, et al.
Lancet 2005;366:1279-1289. 8. Erdmann E, et al. J Am Coll Cardiol 2007;49:1772-1780. 9. Lincoff AM, et al. JAMA
2007;298:1180-1188



http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM218495.pdf. Accessed March 29

bai thao duong va bénh tim mach: bién phap giam bién co tim mach

FDA can chirng ctr tim mach/thudc diéu tri PTD

« Owing to the potential for CV risk with drugs for T2DM, in December 2008, the
FDA issued new guidance for all diabetes drugs in development: Manufacturers

of diabetes drugs and biologics need to provide evidence that therapy will not
increase the risk of CV events

FDA. December 2008. http://www.fda.gov/downloads/Drugs/Guidance Compliance Requlatory

Information/Guidances/ucm071627.p. Accessed Aug 12, 2013.

" Pham
v Nguyen

Vinh
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Nghién ctru EMPAREG OUTCOME

(Empaglifozin, Cardiovascular outcomes and
mortality in type 2 Diabete )

TL: Zinman B et al. N Engl J Med, 2015, Sept 17, doi: 10: 1056/NEJ Med oal 504720

” Pham
v Nguyen

Vinh
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Thiét ke nghién ctru

* Ngau nhién, mu d6i, da trung tim, quoc té

* 7020 bénh nhan BPTD2 c6 nguy co tim mach cao > 18
tuo1

* Nhom empaglifozin (10 hoac 25 mg/qd)

* Nhom placebo

* Theo do1 trung binh 3,1 nam

* Ti€u chi chinh: tir vong tim mach, NMCT khong tir vong,
dot quy khong tir vong

* Ti€u chi phu: ti€u chi chinh + nhap vién vi dau that nguc
khong on dinh

TL: Zinman B et al. N Engl J Med, 2015, Sept 17, doi: 10: 1056/NEJ Med oal 504720

” Pham
v Nguyen

Vinh
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Két qua nghién ciru EMPAREG (1)
T1éu chi chinh

A Primary Outcome
200+

\

£
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Maonth
Mo, at Risk
Empaghiflozin 4687  4A5B0 4455 4328 1851 2821 235 1534 170
Placebo 2333 2236 2194 2112 1875 13ED 11461 741 166

”i;ir;en TL: Zinman B et al. N Engl J Med, 2015, Sept 17, doi: 10: 1056/NEJ Med oal 504720

Vinh
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K¢t qua nghién ctu EMPAREG (2)
Tu vong do tim mach

B Death from Cardiovascular Causes

i Placsbo
T
=
g
d | Hazard ratic, 0.62 (95% C1, 0.49-0.77) E e
£ 54 P<0001 mpagitozin
x|
I o
5 a2
1_
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0 L} 12 1K 24 0 % 42 4K
Maonth
Mo, at Risk
E mpaghiflozin 4687 4651 4608 4556 4128 107 2al7 1722 414
Placebo FERE 2503 2280 224% 2012 1503 1281 B25 177

Vinh

."E*;i?enn: Zinman B et al. N Engl ] Med, 2015, Sept 17, doi: 10: 1056/NEJ Med oal 504720
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Két qua nghién cttu EMPAREG (3)
Tu vong mo1 nguyén nhan

C Death from Any Cause

15+
F'l.;|-|:-['|r:|l;|-
o f
o 10-
& Hazard ratio, .68 (95% C1,0.57-0.82]
-1; P01 Emn pa gl iflomin
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Mo, at Risk
Emp.:gl-illn-.z-in 4657 dA65] 4608 4556 4128 3079 2617 1722 414
Placeba 253% 23K 2280 2243 2012 1508 1281 g2 1N

."E;i’;‘enn: Zinman B et al. N Engl ] Med, 2015, Sept 17, doi: 10: 1056/NEJ Med oal 504720

Vinh
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Két qua nghién cttu EMPAREG (4)
Nhap vién vi suy tim

D Hospitalization for Heart Failure

D Placcbo

- JJJV

- 3
Hazard ratio, .65 |:'E|5'.".'E.-EI. 0.50=0.85] o

Ty ~  Empagliflozin

Patients with Event (%]

Manth
Mo, at Risk
Emp.l;gﬁl'ln.:lin AR oG 14 452 % o 2 7 FOER 295 2487 16354 A5
Place bo 2313 2201 2226 2173 1932 1424 1202 175 168

g

Pham

Nguyen TL: Zinman B et al. N Engl J Med, 2015, Sept 17, doi: 10: 1056/NEJ Med oal 504720

Vinh
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Co ché hoat dong ciia cac thudc e ché SGLT2:
DPao thai glucose qua nwée tiéu thong qua e che SGLT2!

Glucose

Céc thubc trc ché SGLT2 giam tai hap
thu glucose & ong lwen gan dwa déen
viéc thai trir glucose qua nudc tieu

=)

nniol
or

2

[ SGLT1 ]

l | .

K / Thai trir glucose qua nwéc
. SR

.“’ﬂgﬁ;‘eﬂ *loss of calories — tieu

Vinh
1. Gerich JE. Diabet Med. 2010;27:136—142.
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Empagliflozin, Cardiovascular Outcomes,
and Mortality in Type 2 Diabetes

Berrard Zinman, M.0., Christoph Wanner, M.D. John M. Lachin, 5cD
Dawvid Fitchett, MD. Erich Bluhmki, PhD Stefan Hantel Ph D
Michaely Mattheus, Dipl. Biomath., Theresa Devins,
0dd Erik Jobanzen, M.0, Ph.D, Hans |. Woede, M.D_, L
and Sikvia E. Inzucchi, M0, fior the EMPA-REG OUTCOME

ARETRACT

BACEGRDUND

The effects of empaglifleein, an ivhibitor of sodiom-glomss cotransparter 2, in
addition to standard care, on candiovascalar morkidity and mortality in patisnts
with type 2 diabetes at high cardiorascalar risk are not known.

HWETHODS
We mandamly assignad patisnts o receive 10 mg or 25 mg of empagliflozin or
placsho ance dadly. ‘The primary composite oatrome was daath from cardiovasos-
lar canses, nonfatal myocandial infrction, or non fatal stroke, as analyzead in the
pocled empaglifiein group verms the placebo proop. The key secondary compos-
ite outcome was the primary cuicome pos hospitalzation for unstable angina.

BESULTE
A tetal of TOMY patients were treated (medizn obseration time, 31 yeams) The
primary ootcame occarred in 490 of 4687 patients (10.3%) in the poaled empa-
gliflozin group and in JE2 of 25%9 patients (1.11%) in the placcho groop (hazand
ratio in the empagliflein groop 0BG 95.0%% confidence interval, 074 to 098
P=0.04 for soperionty). There wers no significant between-groap differences in
the mtes of myocardial infnction or stroke, bot in the empagliflozin groap ther
wene significanty lower mtes of death from candiovasmlar coses (5.7% vs 55%
in the placebo groap: 58% relative risk redaction), hospitalization for heart fitare
[27% and 4.Fk, respectively; i9% rdative rsk reduction), and death from any
caase [5.7% and 89%% respectively; 92% relative osk redocton). There was no
significant between-group difference in the key secondary ootcome (P=0005 for
saperiority). Amang patients receiving smpagliflozin, there was an ncreassd mte
of genital infertion bat no increase m other adverse svents

COMILUSIONS

Patients with type 2 dizbetes ar high sk for mndiovascalar events who received
empagliflozin, as compared with placebo, had a lower rate of the primary com-
posite cardiovascalar outcome and of death from any cans= when the stdy drog
was addsd to standand cre (Fandad by Boshringer Ingelheim and Eh Lilly;
EMBA-REG QUTCOME Clinical Toals.gov momber, HCTOI151676.)

MAIN PAPER
% Sep 2015 (EASD)

Nghién ctru dau tién chieng minh lei ich
giam bién co tim mach cua thuoc DTD trén

bénh nhan BDTD typ 2

|| ORIGINAL ART!

Empaglifiozin and Progression of Kidney
Disease in Type 2 Diabetes

Christoph'Wannes, M.D. Sikvie E. Inzucchi, M.D., John M. Lachin, Sc.D

David Fitchett, M.D. Maximilia Eyratien, M.D.
Diipl. Biomath., Od k]ohansen, M.D, Ph.D.
Hans |. 'Weesnde, M.D, Ul C. Brosdl, M.D., and Barnard Zinman, M.D

fior the EMPA-REC OUTCOME Investigators®

ARETRACT

BACHCECUND
Liabetes confers an increased rigk of adverse mnliovascobir and renal svents. In
the EMPA-EEG OUMCOME trial, empaglifioein, 2 sodim-glocose cotansparter 2
inhibitor, redoced the risk of maior adverse cardiovasonlar avents in patients with
type I diabetes at high risk for cardiovaso lar events. We wanted o determine the
lonp-term renal effects of empagliflozin, an analysis thatwas a prespecified com-
panent of the sevondary microvasmlar satenme of that tral.

HETHODS
We mndomly assgned pationts with type 2 diabetes and an estrmated glomeralar
filtration rate of at least 50 ml per mmmte per 1.7% o' of body-sarface ara o
recedve either empagliflein (at 2 dose of M0 mg or 25 mg) or placebo once daily.
Prespecified renal satcomes incloded incident or warsening nephropathy (progres-
sion to macroafbominoriz, doobling of the serom creatinine level, initiation of
renatreglacement therapy, or death from renal disease) and incident albomimara.

EESULTS
Incdent or worsaning nephromthy oooarred in 525 of 4124 patients (127%) in the
u:npﬂ;l flozin group and in SEE of 2061 [1E.E%) in the placebo groop [hazamd
ratin i the empagliflozin gromp, 0U61; 95% confidence Mterval, 055 to 070
Fel.). Coobling of the s2rom creatmine lavel ocoorred in 70 of 4645 patients
(1.5%) in the empaglifleein group and in 60 of 78X [1.0%) in the pacsho groop,
a significant relative risk raduction of 44%. Ranal t therapy was inititsd
in 1% of 4687 patients [0.5%] in the empagliflorin groop and in 14 of 2% patienis
(0.5} in the phoebo group, representing 2 559% kower relative risk in the empa-
gliflezin groop. ‘There was no significnt beweer-groap differmnce in the ate of
incident albominura. The adverse-event peofile of empaglifleein i patients with
impaired kidney fonction at basdine was similar to that eported in the ovemll
trial popalation.

COMCLUSIONS

In patients with type 2 diahetes at high cardiovascalar sk, empagliflecin was
associzied with slower progeession of lddney disease and lower mtes of dinically
redevant renal events than was pacebo when added to standard cre. [Fanded by the
Eociringer Ingethefm and Eli Lilly and Company Diabetes & llianoe; EMPA-BEG
OUTCOME OimicalTrials gov nomber, N 150676

RENAL PAPER
June 2016 (ADA)

@ - .

[ Heart faimimafiomyopathy

Heart failure outcomes with empagliflozin in
patients with type 2 diabetes at high
cardiovascular risk: results of the EMPA-REG
OUTCOME" trial

David Rtchett', Bernard Zinman®?, Christoph Wanner?, John M. Lachin®,
Stefan Hantel?, Akhin Salsali”, Odd Erik Joharsen®, Hans |. Woerle®, Uli C. Broedl®, and
Silvio E. Inzucchi®®, an behalfl of the EMPA-REG OUTCOME" trial investigators
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Dbai thdo duong va bénh tim mach: bién phap giam bieén co tim mach

Loi ich tim mach cia Empagliflozin trong nghién ciru EMPA-REG OUTCOME®
Thay doi cac khuyen cao quoc te trong diéu tri BN DTD typ 2

Khuyén cao ciia Canada vé quan ly thudc trong dieu tri dai thao
dwong typ 21

Hwéng dan ESC vé chan doan va diéu tri suy tim cap va man
trong chan doan va diéu tri suy tim va dw phong bénh tim mach
trong thwc hanh lam sang?3

Phac dé quan ly toan dién cia AACE/ACE 2017 & bénh nhan
dai thao dwong typ 24

—-a Khuyén cao ctia Hoi dai thao dwdng My ADA 2017 vé cac

y\ Diabetes

v chuan cham soéc y té & bénh nhan dai thao dwong®

AACE, American Academy of Clinical Endocrinologists; ACE, American College of Endocrinology; CV, cardiovascular; ESC, European Society of Cardiology;
HF, heart failure; T2D, type 2 diabetes. 1. Goldenberg R et al. Can J Diabetes 2016;40:193; 2. Ponikowski P et al. Eur Heart J 2016;37:2315; 3. Piepoli MF et al.

Eur Heart J 2016;37:2129; 4. Garber Al et al Endocr Pract 2016;22:84; 5. American Diabetes Association Diabetes Care 2017 40:S1 28



Dbai thdo duong va bénh tim mach: bién phap giam bieén co tim mach

Does the risk for heart failure modulate the
effectiveness of empagliflozin on HF hospitalization or

CV deathin patients with type 2 diabetes without HF?
Insights from EMPA-REG OUTCOME Trial

Javed Butler, MD MPH MBA
Professor of Medicine
Director, Division of Cardiovascular Medicine
Stony Brook University, Stony Brook, New York

ESC CONGRESS
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bai thao duong va bénh tim mach: bién phap giam bién co tim mach

Background

* In EMPA-REGC OUTCOME, in 7020 patients with T2D and CV disease,
empagliflozinreduced CV mortality by 38%, HF hospitalization by
35%,and the composite of CV mortality or HF hospitalization by 34%

Time to first hospitalization for HF Time to first hospitalization for HF or CV death
T4 Placebo A 15
= Maccho
= &l F
& - HI: 0,66 f
- & (95% CI: 0.55-0.79) I
£ o E 0 F=0.001 /-
o Hazard ratio, 0.65 (952 C1, 0.50-0.55) — o 1 ~
= 4+ pa0.002 Empagliflazin E ~
?: = - - = il n
1< H -~
£ -~
= i+ - o
S - .-f""f/_/_, o
1 - ,-ﬂ-_: o
i} - T o - - - = /: P -
] & 12 18 14 30 36 42 48 b T T T T v v 1
Manth o [ 12 18 4 k'l 3 a2 48
. Months
Mo at Risk ko, of patients
Empaglifiozin 4637 4614 4523 4427 IGBE 2950 M4BT 1634 155 Empagliflozin 4887 4614 4323 4427 308% 2050 2487 1634 103
Placeba 333 171 om0 193 l4mM lam 775 163 Placebe 2333 B! 22 UTI 1932 424 1202 775 168

Zinman et al. N Engl ) Med. 2015 37321472428 Fitchett et al. Eur Heart J 2016, 37.1526-1534
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Conclusion

* In patients with T2D and established CV disease, a sizeable
proportion without HF are at high or very high risk for HF
outcomes

« Empagliflozinreduced HF hospitalisation and CV mortality
in type 2 diabetes patients with or without HF at baseline

* In patients without HF at baseline, empagliflozin reduced
HF hospitalisation and CV mortality across a spectrum of HF
risk

ES??@‘:{?RESS ' “ ‘ ' -#esccongress . ’ www.escardio.org/ESC2017
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HFA POSITION PAPER

European Journal of Heart Failure (2018)
turorcan  doi10.1002/ejhf 1170

SOCIETY OF
CARDICLOGY

Type 2 diabetes mellitus and heart failure:

a position statement from the Heart Failure
Association of the European Society of
Cardiology

The coexistence of type 2 diabetes mellitus (T2DM) and heart failure (HF), either with reduced (HFrEF) or preserved ejection fraction
(HFpEF), is frequent (30—407% of patients) and associated with a higher risk of HF hospitalization, all-cause and cardiovascular (CV) mortality.
The most important causes of HF in T2DM are coronary artery disease, arterial hypertension and a direct detrimental effect of T2DM on
the myocardium. T2DM is often unrecognized in HF patients, and vice versa, which emphasizes the importance of an active search for both

disorders in the clinical practice. There are no specific limitations to HF treatment in T2DM. Subanalyses of trials
addressing HF treatment in the general population have shown that all HF therapies are similarly effective regardless
of T2DM. Concerning T2DM treatment in HF patients, most guidelines currently recommend metformin as the
first-line choice. Sulphonylureas and insulin have been the traditional second- and third-line therapies although their
safety in HF is equivocal. Neither glucagon-like preptide-1 (GLP-1) receptor agonists, nor dipeptidyl peptidase-4
(DPP4) inhibitors reduce the risk for HF hospitalization. Indeed, a DPP4 inhibitor, saxagliptin, has been associated
with a higher risk of HF hospitalization. Thiazolidinediones (piogliazone and rosiglitazone) are contraindicated in
patients with (or at risk of) HE In recent trials, sodium-glucose co-transporter-2 (SGLT2) inhibitors, empaglifiozin
and canagliflozin, have both shown a significant reduction in HF hospitalization in patients with established CV disease
or at risk of CV disease. Several ongoing trials should provide an insight into the effectiveness of SGLT2 inhibitors in
patients with HFrEF and HFpEF in the absence of T2DM.
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ESC 2016 guidelines for diagnosis and treatment of acute and chronic
heart failure

“Recently, empagliflozin has been shown to improve outcomes

(including the reduction of mortality and HF hospitalizations) in
patients with T2D.”

Recommendations Class m

Treatment of hypertension is recommended to prevent or delay the onset of HF
and prolong life

Treatment with Statins is recommended in patients with or at high-risk of CAD
whether or not they have LV systolic dysfunction, in order to prevent or delay
the onset of HF and prolong life.

Counselling and treatment for smoking cessation and alcohol intake reduction C
is recommended for people who smoke or who consume excess alcohol in
order to prevent or delay the onset of HF.

Treating other risk factors of HF (e.g. obesity, dysglycaemia) should be
considered in order to prevent or delay the onset of HF.

Empagliflozin should be considered in patients with type 2 diabetes in order
to prevent or delay the onset of HF and prolong life
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Khuyén céo cla Hoi Tim mach hoc Viét Nam

HOI TIM MACH HOC QUOC GIA VIET NAM

Chi dinh nhom Ila: -
PSR S My - UCMC 6 thé b fch phong ngirasuy tim trén BN c0 fién sit bé
KHUYEN CAO VE CHAN BOAN
L DTD hojc THA c6 kem utd nguy co tim
Vi BIEU TRI SUY TIM do xo vira dong mach hogc D1t ho y

(CAp nhat 2017) maCh

o . CTTA ¢6 thé hiéu qué twong tx UCMC i mirc bing chiing kérm
hon.

S Cinkesi dung Empaglifozin iéu tri DT tjp 2 gidp chim phat

frién suy tim vé ting khd niing song con.

www.vnha.org.vn
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Két luan

* Pai thdo duong la bénh tim mach:
— Bién chtirng mach mau 16n
— Bién chirng mach méau nho
 Thudc diéu tri PTD:
— Khong ting bién c6 tim mach
— Gitp giam bién ¢6 tim mach
» Empaglifozin: thuc dau tién
— (Gi1am tr vong tim mach va tir vong moi nguyén nhan

— (G1am suy tim

” Pham
v Nguyen

Vinh
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