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T2D sikhgi tum diinyada oldugu gibi Turkiye’de de artmaktadir.

Diinyada Turkiye'de?
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T2D’de en sik 6liim nedeni KV hastaliklardir.2

Diger

Kardiyovaskiiler .
hastaliklar
___ Kanser

_L Bobrek hastaligi

MEAN FOLLOW-UP WAS 9.4 YEARS FOR MEN AND 9.8 YEARS FOR WOMEN; N=709
CV, CARDIOVASCULAR; T2D, TYPE 2 DIABETES
1. INTERNATIONAL DIABETES FEDERATION. IDF DIABETES ATLAS. 7TH EDN. 2015. WWW.IDF.ORG/DIABETESATLAS (ACCESSED MAR 2016);

2. MORRISH NJ ET AL. DIABETOLOGIA 2001;44 SUPPL 2:514




Diyabet KY gelisme riskini artirir ve KY prognozunu kotulestirir.

Diyabet, KY’si olanlarda KV éliim ve tim
nedenlere bagh mortalite olasihigini %60-80
yukseltir?3*

Diyabetli kisilerde KY gelismesi riski 2-5 kat
daha yuksektir?

*IKi KLINIK CALISMAYA DAYANAN VERILERDEN SENTEZLENMISTIR — DETAYLAR iCIN NOTLARA BAKINIZ
KV, KARDIYOVASKULER; KY, KALP YETMEZLIGI

1. KANNEL WB VE ARK. AM J CARDIOL 1974;34:29; 2. CUBBON RM VE ARK. DIAB VASC DIS RES 2013;10:330; 3. MACDONALD MR VE ARK.

EUR HEART J 2008;29:1377




Diyabet + KVH birlikteliginde yasam beklentisi ~12 yil
dismektedir.*
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o
. ,i.li\ln\ﬂ 60"3$ Yasamin sonu

Diyabet _6 vil

Diyabet + MI —12 yil

BU DURUMDA, KVH’I MI VEYA INME TEMSIL ETMEKTEDIR

*MI VEYA INME OYKUSU OLAN 60 YASINDA ERKEK

KVH, KARDIYOVASKULER HASTALIK; MI, MiYOKARD ENFARKTUSU
THE EMERGING RiSK FACTORS COLLABORATION. JAMA 2015;314:52




T2D’de KV riskin duslirlilmesi multifaktoriyel bir yaklasim
gerektirir.

LDL-
kolesteroliin
kontroli

Antiplatelet

Antihipertansif tedavi

tedavi

Kilo kaybi ve
yasam tarzi
miidahalesi*

Glisemik
kontrol

* SIGARANIN BIRAKILMASINI iCERIR
RYDEN L VE ARK. EUR HEART J 2013;34:3035




Statin tedavisinin KV riski duslirlicu etkisi kanitlanmistir.

Diyabeti
olmayanlar

[ | Diyabet B Birlesik

Ikincil koruma Yiiksek risk Birincil koruma
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1. RYDEN L VE ARK. EUR HEART J 2007;28:88; 2. LIBBY P. J AM COLL CARDIOL 2005;46:1225; 3. LAROSA JC VE ARK. N ENGL J MED 2005;352:1425;

4. SHEPHERD J VE ARK. N ENGL J MED 1995;333:1301; 5. DOWNS JR VE ARK. JAMA 1998;279:1615; 6. RIDKER PM VE ARK. N ENGL J MED 2008;359:2195;
7. COLHOUN HM VE ARK. LANCET 2004;364:685; 8. ALLHAT-LLT. JAMA 2002;288:2998




2000’li yillarin basinda diyabetik hastalarda kan
sekeri ve vaskiler risk
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Stratton et al. BMJ 2000.



HbAlc — Ne Kadar Dusuk Seviye ?




T2D KV Sonlanim Calismalar (CVOTs):
Yogun vs. standart glisemik kontrol

ADVANCE®

ACCORD*

1. MEINERT CL VE ARK. DIABETES 1970;19(SUPPL):789; 2. UKPDS 33. LANCET 1998;352:837; 3. DUCKWORTH W VE ARK. N ENGL J MED 2009;360:129;

4. GERSTEIN HC VE ARK. N ENGL J MED 2008;358:2545; 5. PATEL A VE ARK. N ENGL J MED 2008;358:2560




CVOTs: miV komplikasyonlar lizerindeki faydalar dogrulanmistir
ancak MaV komplikasyonlar ile ilgili sonuclar celiskilidir.

Bazal HbA1lc Baslangigtaki
) ortalama diyabet Mikrovaskiiler KVH Mortalite
Kontrol vs yogun siiresi (yil)
UKPDS %9— %7.9 vs %7 Yenitanialmis |,
ACCORD?!3 %8.3—> %7.5 vs %6.4 10.0
ADVANCE %7.5— %7.3 vs %6.5 8.0 \l,
VADT %9.4—> %8.4 Vs %6.9 11.5 J

. Uzun dénem takip’45

*BIRINCIL MIKROVASKULER KOMPOZITTE DEGISIM YOK ANCAK MIKRO/MAKROALBUMINURIDE ANLAMLI AZALMALAR23
**MAJOR KLINIK MiKROVASKULER OLAYLARDA DEGiSiM YOK ANCAK ESRD’DE ANLAMLI AZALMA (P=0.007)°

1. TABLO SU KAYNAKTAN UYARLANMISTIR: BERGENSTAL RM VE ARK. AM J MED 2010;123:374.E9; 2. GENUTH S & ISMAIL BEIGI F. CLIN ENDOCRINOL METAB 2012;97:41;
3. ISMAIL-BEIGI F VE ARK. LANCET 2010;376:419; 4. HAYWARD RA VE ARK. N ENGL J MED 2015;372:2197; 5. ZOUNGAS S VE ARK. N ENGL J MED 2014;371:1392




Prospektif calismalarda, daha yogun glisemik kontroliin
mortaliteyi azalttigina dair bir kanit goriilmemistir.

27.049 katilimciyr ve 2370 major vaskuler olayi iceren meta-analiz

Olay sayisi
Calismalar (ytltk olay orant, %) AHbA1c (%) Tehlike orani
Daha yogun Daha az yogun (%95 GA)

Tim nedenlere bagh mortalite

ACCORD 257 (1.41) 203 (1.14) -1.01
ADVANCE 498 (1.86) 533 (1.99) -0.72 Toplam HR (%95 GA)
UKPDS 123 (0.13) 53 (0.25) -0.66 1.04(0.90, 1.20)
VADT 102 (2.22) 95 (2.06) -1.16
Toplam 980 884 -0.88
Kardiyovaskiiler 6liim
ACCORD 137 (0.79) 94 (0.56) -1.01 .
ADVANCE 253 (0.95) 289 (1.08) -0.72 -
UKPDS 71 (0.53) 29 (0.52) -0.66 —.—
VADT 38 (0.83) 29 (0.63) -1.16 ___._.
Toplam 497 441 -0.88 <;> 1.10 (0.84, 1.42)

TURNBULL FM VE ARK. DIABETOLOGIA 2009;52:2288 Dahayogun  Daha az yogun

lehine lehine



Antidiyabetiklerin Tarihgesi

SGLT2 Inhibitors
GLP*1
Saxagliptin/Linagliptin

Sitagliptin / Vildagliptin

Exenatide / Liraglutide
Pramlintide

Insulin Detemir

Insulin Glargine

|Glinides

Glitazones (Pioglitazone)
Insulin Lispro

Acarbose

Sulfonylurea

Animal insulin

/ A
1922 1950s 1982-1985 1995 1996 2001 2005 2008 09 10 11 12 13 2014

Schernthaner G & Schernthaner GH. INTERNIST 2012; 53:1399-1410



Yillar icinde bazi OAD’ler KV risk artisi ile iliskilendirilmistir.

UGDP calismasinda, tolbutamid diger tedavi
seceneklerine gore KV mortalitede artis
gosterdi

Sponsor uygulamasi
geri cekildi

FDA degerlendirmesinde, Muraglitazar KV
ciktilar acisindan RISKLI bulundu

* Avrupa’da toplatildi
Rosiglitazon’un Ml acgisindan riski artirdigi e ABD’de ilaca uvari
ortaya cikti (meta-analiz, OR 1.43, p=0.03) Y

konuldu.*
ACCORD Calismasi: Yogun glukoz tedavisinin G';iﬂi?ﬁﬁﬁﬂfg?iﬁtfy
tim KV riskleri artirdigi ortaya ¢ikti (HR: 1.22, Cardiovascular Risk in New
_ 4 Antidiabetic Therapies to
p—O . 04) Treat Type 2 Diabetes

Yeni FDA ve EMA tavsiyesi:

Yeni OAD’ler, KV risklerini ortaya koyan
klinik calismalar yapmak zorundadir!

*Haziran 2013’te, FDA rosiglitazon’un §0venlik uyarilarini azaltma)/a karar vermistir.
1. Nissen SE. Ann Intern Med 2012;157:671; 2. Nissen SE et al. JAMA 2005;294:2581;

3. Nissen SE et al. N Engl J Med 2007;356:2457; 4. ACCORD Study Group. N Engl J Med 2008;358:2545-59;
bito.//anana fdo ooy /dovnloode /drige/onidoncocomnlioncorog orinformotion /9%290gidon o




Yeni antidiyabetikler icin KV sonlanim ¢alismalari
gerceklestiriimektedir.

SAVOR-TIMI 53*
saksagliptin
(N=16,492)

3P-MACE

TECOS* CARMELINA®10 CAROLINA®8
sitagliptin linagliptin linagliptin vs SU
(N=14,671) (N=7000) (N=6000)
4P-MACE 4P-MACE + renal 4P-MACE

EXAMINE?
alogliptin
(N=5380)
3P-MACE

2013

v

ELIXA3 LEADER"® CANVAS-R® EXSCEL™
liksisenatid liraglutid canagliflozin eksenatid QW

HARMONY- REWINDY/
Sonuglar?> dulaglutid
albiglutid (N=9622)
(N=9400) 3P-MACE
3P-MACE

(N=6068) (N=9340) (N=5812) (N=14,000)
AP-MACE 3P-MACE Albiiminiri 3P-MACE

EMPA-REG
OUTCOME™
empagliflozin

(N=7020)

3P-MACE 3P-MACE

CANVAS® FREEDOM?3
_GR7
SUSTAIN 6 canagliflozin ITCA 650
Semaglutid (enjektabl) (N=4330) (N=4000)
(N=3297) 3P-MACE 4P-MACE

DECLARE-TIMI 5816
dapagliflozin
(N=17,276)

3P-MACE

PIONEER-6*2 CREDENCE

VERTIS CV
semaglutide(oral) canagliflozin ertugliflozin®®
ANAHTAR

(N=3176) (N=3700) (N=8000)
S et GLP-1
DPP-4 inhibitoruffSGLT2 inhibitor agonisti

3P-MACE Renal + 5P-MACE 3P-MACE

Tamamlanmis

YAYINLANMAMIS CALISMALAR iCiN CALISMA AGIKLANMA TARIHLERI
CLINiCALTRIALS.GOV’DAN ALINMISTIR

UYARLANDIGI KAYNAK: JOHANSEN OE. WORLD J DIABETES 2015;6:1092



Patofizyoloji netlestikce yeni tedaviler bulunmaktadir

Hepatik glukoz yapiminda Glukagon sekresyon Azalmis insulin
artma
Kilo kaybi =l sekresyonu
* GLP-1 RA, DPP4- itini
eksersiz,metformin,insulin, T ¥ SLITTIET me_gllt!n[d.t_e,
inhibitér, amilin GLP-1 RA, DPP4 inhibitér

glitazon, muhtemel safra

asit sekestranlari mimetikler
insulin direncinde Gastrik bosalma
artma GLP-1 Ra, amilin
Kilo kaybi, eksersiz, mimetikler
metformin, glitazon, D2 \
dopamin reseptdr agonist ) H,'pergh'semi

Bozuk inkretin etki

Karbohidrat emilimi GLP-1 RA, DPP-4
Alfa-glukozidaz inhibitér inhibitér, muhtemel
safra asit sekestran

Istah artmasi Artmis glukoz reabs.
GLP-1 RA, amilin SGLT inhibitor sekresyonu

mimetikler Amilin mimetik

Azalmis amilin




Proksimal Tuiblilde SGLT Tasiyicilari

Normal Fizyoloji

SGLT2

$1 Proksimal Kan
Tibdll EAE i Damari Proksimal tibdlin S1
* o °, i o segmentinde
.‘: e Glukozun yaklasik %90'inin
o o geri emiliminden sorumlu
o * = Disik afinite
* 95 = Yiiksek kapasite

s3 Prokci ] SGLT1
e * . Proksimal tiibliin S3

segmentinde
Glukozun yaklasik
%10'unun geri emiliminden
sorumliu

= Yuksek afinite

= Dusuk kapasite

Uyarlandigi kaynak: 1. Wright EM, et al. J Intern Med. 2007;261(1):32-43; 2. Isaji M. Curr Opin Investig Drugs. 2007;8(4):285-292; 3.
Rahmoune H, et al. Diabetes. 2005; 54(12):3427-3434. 4.Silverman M, Turner RJ. In: Windhager EE, ed. Handbook of Physiology, Vol.

1. New York, NY: Oxford University Press; 1992:2017-2038. 5.Bakris GL, et al. Kidney Int. 2009;75(12):1272-1277.







Empagliflozin, SGLT2 inhibisyonu araciligiyla idrar yoluyla
glukoz atilimini artinir

Filtrelenen glukoz
yukii >180 g/giin

Empagliflozin

e

SGLT, SODYUM GLUKOZ ES TASIYICISI.
*GUNDE ~ 80 G GLUKOZ KAYBI = 240 CAL/GUN.
BAKRIS GL VE ARK. KIDNEY INT 2009;75;1272



Empagliflozin T2D icin hem mono hem de kombine tedavide etkilidir.
Baslangica kisayla, plaseboya gore diizeltilmis HbA1c degisimi*

B Empagliflozin 10 mg QD Empagliflozin 25 mg QD
insiilin
Birlegik! Monoterapi? MET3 PIO* MET + SU> 78 hafta® Hafif BY’

|
-0,57 -0,52
-0

,61 -0,59
-0,68 -0,64 -0,64 -0,62
-0,74 I -0,68

Birlesik veriler

-0,85

HbA1c'de baslangica kiyasla goriilen degisimde
plaseboya gore ayarlanmis ortalama (SE) fark (%)

831 821 224 224 217 293t 165 168 225 716 169 155 98 97
798 796 7.87 786 794 7.86 807 8.06 807 810 827 827 802 7.96

BL, bazal; HbAlc, glikozile hemoglobin; MET, metformin; PIO, pioglitazon; QD, glinde bir defa; BY, bobrek yetmezligi; SE, standart hata; SU, stlfoniliire
*TUmd istatistiksel olarak anlamli

1. Hach T ve ark. Diabetes 2013;62(ek 1A):A21(P69-LB); 2. Roden M ve ark. Lancet Diabetes Endocrinol 2013;1:208-219; 3. Haring H-U ve ark. Diabetes Care 2014;37:1650-1659;
4. Kovacs C ve ark. Diabetes Obes Met 2014;16:147-158; 5. Haring H-U ve ark. Diabetes Care 2013;36:3396—3404; 6. Rosenstock J ve ark. Diabetes Obes Metab 2015 ;17:936-948;

7. Barnett A ve ark. Lancet Diabetes Endocrinol 2014;2:369-84




Empagliflozin viicut agirligi ve kan basincinda anlamli disme
saglamistir.

Viicut agirhgi Sistolik Kan Basinci
Monoterapi? MET ile kombine? Monoterapi? MET ile kombine?
0,0 T w 0,0 T

2 E

=7

£ -0,5 A € -1,0 1

2z s 2,0

@ -1,0 - -

© el

= %< -3,0 A1

S -1,5 - g

5 2 4,0

< -2,0 - g

200 I g -5,0

5 25 J -1.63 ~ 26 1 -

5 7S -1.93 L -2.01 = 6,0 - . -34 N

> +  -2.15 : k% q 438

-3,0 - i = 0 = :

n 224 224 217 213 n 224 224 217 213

Basl VA, kg 78.4 77.8 81.6 82.2 Basl SKB, 133.0 129.9 129.6 130.0
mmHg

B Empagliflozin 10 mg Empagliflozin 25 mg

*Jardiance® is not indicated for weight loss or blood pressure reduction

ALL DATA ARE PLACEBO CORRECTED AT WEEK 24. 'P<0.0001; *P<0.001; $P=0.0231; 1P=0.0028. BL, BASELINE; MET, METFORMIN; SBP, SYSTOLIC BLOOD*PRESSURE

1. RODEN M ET AL. LANCET DIABETES ENDOCRINOL 2013;1:208; 2. HARING H-U ET AL. DIABETES CARE 2014;37:1650




Start with Monotherapy unless:

AT Is greater than or egual to 9%, consider Dual Therapy.

AC is greater than or equal to 10%, blood glucose is greater than or egual to 300 ma/dL,
or patient is markedly symptomatic, consider Combination Injectable Therapy (See Figure 8.2).

Monotherapy Metformin Lifestyle Management

EFFICACY™ high

HYPO RISK | Fisk
WEIGHT nautral/loss
SIDE EFFECTS Glflactic acidasis
COSTS" |

If A1C target not achieved after approximately 3 months of monotherapy, proceed to 2-drug combination {order not

meant to denote any specific preference — choice dependent on a variety of patient- & disease-specific factors):
y

Dual Therapy Metformin + Lifestyle Management
Sulfenylurea _ DEP-4 inhibitor SGLTZ Inhibltor | GLP-1 receptor agonist m

EFFICACY" high high intermediate intermediate high highest
HYPO RISK moderate risk low risk lovww risk ow risk low risk high rishk
WEIGHT Gain gain nautral loss loss gain

SIDE EFFECTS hypodlycemia edema, HF, fxs rare GU, dehydration, fxs Gl hypoglycemia
COSTS* low low high high high high

If AIC target not achieved after approximately 3 months of dual therapy, proceed to 3-drug combination (order not

meant to denote any specific preference — choice dependent on a variety of patient- & disease-spacific factors)
L

Triple Therapy Metformin + Lifestyle Management

Sulfonylurea + _ DPP-4 inhibitor + SGLT2 inhibitor +  GLP-1receptor agonist + m
. T su su su su . T

or  DPP-4-i or  DPP-4-i or [[TZ0 0 o [T o [NTEETT or  DPP-4-i

or SGLT2-i or SGLT2- or SGLT2-i or DPP-4-i or SGLT2-i ar SGLT2-

or  GLP-I-RA or GLP-I-RA or or  GLP-I-RA ar or  GLP-I-RA

If A1C target not achieved after approximataly 3 months of triple therapy and patient (1) on aral combination, move to
basal insulimor GLP-1RA, (2) on GLP-1 RA, add basal insulin, or (3} on optimally titrated basal insulin, add GLP-1 RA or
mealtime insulin. Metformin therapy should be maintained, while other oral agents may be discontinued on an individual
basis to avoid unnecessanly complex or costly regimens (L.e.,adding a fourth antinyperglycemic agent).

"
aamd Combination Injectable Therapy (See Figure 8.2)

Diabetes Care Jan 2017, 40 (Supplement 1) S64-S74.




Empagliflozin iyi tolere edilmistir.*
Ozellikle ilgilenilen advers olaylar

Dogrulanmis hipoglisemik AO’lart* 567 (15.3) 19.7 562 (14.8) 16.4 6.27 (13.1) 12.1
Yardim gerektiren olaylar 19 (0.5) 0.6 18 (0.5) 0.5 18 (0.4) 0.3

Kemik kirngi$ 67 (1.8) 2.1 66 (1.7) 1.7 63 (1.3) 1.1

Maligniteler" 36 (1.0) 1.1 46 (1.2) 1.2 67 (1.4) 1.2
Tedgyi basladiktan sonraki 26 22/2446 13 30/2860 14 39/3751 11
ay icinde ortaya ¢ikan (0.9)% (1.0)% (1.0)%

Bobrek fonksiyonlarinda azalma™ 36 (1.0) 1.1 46 (1.2) 1.2 64 (1.3) 1.1

Karaciger hasan™' 66 (1.8) 2.0 52 (1.4) 1.3 82 (1.7) 1.5

Diyabetik ketoasidoz 5(0.1) 0.2 2(0.1) <0.1 1 (<0.1) <0.1

AO, advers olan; EMPA, empagliflozin; T2D, tip 2 diyabet

* Veriler, T2D hastalarinda plaseboya kiyasla empagliflozin 10 mg ve empagliflozin 25 mg’yi inceleyen 17 randomize Faz |, Il ve Il galismadan ve 6 uzatma galismasindan
birlestirilmistir; "Uzatma calismalarinda komparatér bir koldan EMPA’ya gecis yapan hastalar dahil; *Plazma glukozu < 70 mg/dL ve/veya yardim gerektiren; $60 MedDRA
tercih edilen terimine dayali olarak; 12 standardize edilmis MedDRA taramasina dayali olarak. #n/N (%) olup N = > 6 ay tedavi edilmis hastalar; **1 standardize edilmis
MedDRA taramasina dayali olarak; "*Standardize edilmis MedDRA taramalarina dayali olarak

Kohler S ve ark. ADA 2015; Poster 1173-P



Empagliflozin iyi tolere edilmistir.

Onceden tanimlanmis, dzellikle ilgilenilen advers olaylar

Empagliflozin 10 mg
(n=2345)

Empagliflozin 25 mg
(n=2342)

Diyabetik ketoasidoz? 1 (<0.1) 0.02 3(0.1) 0.05 1 (<0.1) 0.02
idrar yolu enfeksiyonu? 423 (18.1) 8.21 426 (18.2) 8.02 416 (17.8) 7.75
Komplike idrar yolu enfeksiyonu 41 (1.8) 0.71 34 (1.4) 0.57 48 (2.0) 0.80
Genital enfeksiyon'? 42 (1.8) 0.73 153 (6.5) 2.66 148 (6.3) 2.55
Dogrulanmis hipoglisemik AQ’lar? 650 (27.9) - 656 (28.0) - 647 (27.6) -
Karaciger hasari? 108 (4.6) 1.91 80 (3.4) 1.35 88 (3.8) 1.48

Azalmis renal fonksiyon

(akut bobrek hasari dahil): 155 (6.6) 2.77 121 (5.2) 2.07 125 (5.3) 2.12
Hacim deplesyonu? 115 (4.9) 2.04 115 (4.9) 1.97 124 (5.3) 2.11
Hipersensitivite? 197 (8.4) 3.59 158 (6.7) 2.75 181 (7.7) 3.14
Kemik kiriklari® 91 (3.9) 1.61 92 (3.9) 1.57 87 (3.7) 1.46
Vendz trombotik olaylar! 20(0.9) 0.35 9(0.4) 0.15 21(0.9) 0.35

Oran = 100 hasta-yili basina

Tedavi edilen set (randomize edilmis ve 21 doz ¢alisma ilaci ile tedavi edilmis hastalar)
AO, advers olay

1. Zinman B ve ark. N Engl J Med 2015;373:2117; 2. Zinman B. EASD 2015; S6zlii sunum




Empagliflozin giinde tek doz (p.o) ile kolay kullanima sahiptir.

10mg1x1

25mg1x1

10 mg 1x1’i tolere eden, eGFR > 60 mL/min/1.73 m? olan ve daha fazla glisemik kontrol gereken

hastalarda
Empagliflozin
Ag karnina veya | Giniin herhangi bir
yemeklerle birlikte saatinde alinabilir*
alinabilir -

Bir sulfoniliire veya insiilin ile kombine edildiginde, hipoglisemi riskini azaltmak icin stlfonillire veya instilin dozunun azaltiimasi 6nerilir.
eGFR < 60 mL/min/1.73 m?, olan hastalarda empagliflozin dozu 10 mg 1x1 seklinde dizenlenmelidir, eGFR < 45 mL/min/1.73 m? olan hastalarda

ise kesilmelidir.

eGFR, estimated glomerular filtration rate;

Ref: JARDIANCE® KUB (Onay tarihi: 10.04.2017)



T2D tedavisi icin ila¢ seciminde KV risk yonetimi on plana
ctkmaktadir.

Bireysel tedavi
KV risk
Yan etki profili (hipoglisemi, kilo alimi)

Komorbiditeler



T2D tedavisi icin ila¢ seciminde ilk olarak KV risk goz
oniinde bulundurulmahdir.*®

YTD + Metformin
|

Hasta &zelliklerini 6nceliklendirerek, hastaya en uygun ilaci ekle

HASTA OZELLIKLERI . iLAC SECIMI
) Ancelik: Klinik KV Hastalik ——» KV faydasi kanitlanmis SGLT2 inhibit&rii 4=
Hiperglisemi derecesi Goreceli A1C distsind degerlendir
Yiksek hipoglisemi riski Nadir hipoglisemi
Aszin kilo ve obezite Vicut agirhgi Gizerine azaltici/nétr etki
KV hastalik ve coklu risk faktorleri KV sonlanimlar Gzerine etki
Komorbiditeler (renal, KKY, KC) Terapdtik degerlendirmeyi incele, eGFR'i degerlendir
Tercihler ve tedaviye erisim Maliyet ve ilag erisimini degerlendir

*Yasam tarzi degisikligi ve metformin sonrasi

Yukaridaki tablo su kaynaktan uyarlanmistir: Pharmacologic Management of Type 2 Diabetes: 2016 Interim Update Can J Diabetes 40 (2016) 484—486






EMPA-REG OUTCOME®

Stabil arka plan Glisemik dengeye ulasmak i¢in arka plan glukoz-distirici ilacin
glukoz-diistriict ilag ayarlanmasina izin verilmistir

~
T

Plasebo (n=2333)
Empagliflozin 25 mg (n=2342)

v

Birlestirilmis

Tip 2 diyabetli yetiskinler (>18 yas)
VKi <45 kg/m?2
HbAlc >%7 ve <%10*
Kardiyovaskiler hastalik

Gegcirilmis miyokard enfarktiisli, koroner arter hastaligi, inme, kararsiz anjina veya oklizif periferik arter hastalgi



EMPA-REG OUTCOME®

EMPA-REG OUTCOME® randomize, ¢ift kor, plasebo kontrollii, KV sonlanim ¢alismasi?

7020 hasta 42 ulke 3,1 yil takip

Empagliflozin standart tedavinin tizerine eklenmistir!

%95* %81* %89* %98*

Antihipertansif Lipid duslricu Antiplatelet/Antikoagiilan Glukoz disUriict tedavi?
tedavi! tedavil tedavi!

*CALISMANIN BASLANGICINDA TEDAVI ALAN HASTALAR

KV, KARDIYOVASKULER
1. ZINMAN B ET AL. N ENGL J MED 2015;373:2117; 2. ZINMAN B ET AL.




Onceden belirtilmis birincil ve baslica ikincil sonuglar

Birincil sonug
3P MACE: KV 6lim, 6limcil-olmayan Ml veya 6limcil-olmayan inme

Baslica ikincil sonug

4P MACE: KV o6lum, élimctul-olmayan MI, 6limcul-olmayan inme veya kararsiz anjina igin
hospitalizasyon

Diger 6nceden belirtilmis ikincil sonucglar
Kalp yetmeazligi icin hospitalizasyon
Tum nedenlere bagli mortalite

Tum sonlanim noktalari bagimsiz klinik olay kurullari tarafindan karara baglanmistir

KV, kardiyovaskuler; MACE, major advers kardiyovaskiler olay; MI, miyokard enfarktisu

Zinman B ve ark. N Engl J Med 2015;373:2117




Baslangi¢ ozellikleri

Empagliflozin Empagliflozin
10 mg (n=2345) 25 mg (n=2342)

Yas, yil (£SD) 63.2 (8.8) 63.0 (8.6) 63.2 (8.6)
HbAlc, % (xSD) 8.08 (0.84) 8.07 (0.86) 8.06 (0.84)
Tip 2 diyabet tanisindan itibaren gegen siire, n (%)

<5 yil 423 (18.1) 406 (17.3) 434 (18.5)

>5-10 yil 571 (24.5) 585 (24.9) 590 (25.2)

>10 yil 1339 (57.4) 1354 (57.7) 1318 (56.3)
Glukoz-diisiiriicii ilag, n (%)*

Metformin 1734 (74.3) 1729 (73.7) 1730 (73.9)

Sulfoniltreler 992 (42.5) 985 (42.0) 1029 (43.9)

DPP-4 inhibitérleri 267 (11.4) 282 (12.0) 247 (10.5)

Tiazolidinedionlar 101 (4.3) 96 (4.1) 102 (4.4)

insilin 1135 (48.6) 1132 (48.3) 1120 (47.8)

Medyan gunliik doz, IU* 52.0 52.5 54.0

*PLASEBO, N=1135; EMPAGLIFLOZIN 10 MG, N=1132; EMPAGLIFLOZIN 25 MG, N=1120

DPP-4, DIPEPTIDIL PEPTIDAZ-4; HBA1C, GLIKOZILE HEMOGLOBIN; SD, STANDART SAPMA
ZINMAN B VE ARK. N ENGL J MED 2015;373:2117




Baslangic ozellikleri: KV risk faktorleri

Plasebo Empagliflozin Empagliflozin
(n=2333) 10 mg (n=2345) 25 mg (n=2342)
Vicut kitle indeksi, kg/m? (£SD) 30.7 (5.2) 30.6 (5.2) 30.6 (5.3)
SKB, mmHg (+SD) 135.8 (17.2) 134.9 (16.8) 135.6 (17.0)
DKB, mmHg (£SD) 76.8 (10.1) 76.6 (9.8) 76.6 (9.7)
LDL kolesterol, mg/dl (xSD)* 84.9 (35.3) 86.3 (36.7) 85.5(35.2)
HDL kolesterol, mg/dl (+SD)* 44.0 (11.3) 44.7 (12.0) 44.5 (11.8)
eGFR, ml/dak/1.73 m? (+SD)* 73.8 (21.1) 74.3 (21.8) 74.0 (21.4)
eGFR, n (%)*
>90 ml/dak/1.73 m? 488 (20.9) 519 (22.1) 531 (22.7)
60 ila <90 ml/dak/1.73 m? 1238 (53.1) 1221 (52.1) 1202 (51.3)
30 ila <60 ml/dak/1.73 m? 607 (26.0) 605 (25.8) 607 (25.9)

VERILER 21 DOZ CALISMA ILACI iLE TEDAVI EDILMIS HASTALARA AITTIR
*PLASEBO, N=2309; EMPAGLIFLOZIN 10 MG, N=2317; EMPAGLIFLOZIN 25 MG, N=2306
*PLASEBO, N=2309; EMPAGLIFLOZIN 10 MG, N=2318; EMPAGLIFLOZIN 25 MG, N=2308
*EMPAGLIFLOZIN 25 MG, N=2340
KV, KARDIYOVASKULER; DKB, DIYASTOLIK KAN BASINCI; EGFR, TAHMiNi GLOMERULER FILTRASYON HIZI;
HDL, YOKSEK-YOGUNLUKLU LIiPOPROTEIN; LDL, DUSUK-YOGUNLUKLU LIiPOPROTEIN; SKB, SISTOLIK KAN BASINCI; SD, STANDART SAPMA
ZINMAN B VE ARK. N ENGL J MED 2015;373:2117



Baslangig ozellikleri: KV ilag (1)

Plasebo Empagliflozin

Empagliflozin

(n=2333) 10 mg (n=2345) 25 mg (n=2342)

Antihipertansif tedavi, n (%) 2221 (95.2) 2227 (95.0) 2219 (94.7)
ACE inhibitorleri/ARB’ler 1868 (80.1) 1896 (80.9) 1902 (81.2)
Beta-blokerler 1498 (64.2) 1530 (65.2) 1526 (65.2)
Ditiretikler 988 (42.3) 1036 (44.2) 1011 (43.2)
Kalsiyum kanali blokerleri 788 (33.8) 781 (33.3) 748 (31.9)
g/r']i;egfr']?;cl’;iik"id reseptoru 136 (5.8) 157 (6.7) 148 (6.3)
Diger 210 (9.0) 209 (8.9) 201 (8.6)

VERILER 21 DOZ CALISMA ILACI iLE TEDAVIi EDILMi$ HASTALARA AITTIR

ACE, ANJIYOTENSIN-DONUSTURUCU ENZiM; ARB, ANJIYOTENSIN RESEPTORU BLOKERI; KV, KARDIYOVASKULER
ZINMAN B VE ARK. N ENGL J MED 2015;373:2117




Baslangig ozellikleri: KV ilag (2)

Plasebo Empagliflozin Empagliflozin
(n=2333) 10 mg (n=2345) 25 mg (n=2342)
Lipit-dasdrici ilaglar, n (%) 1864 (79.9) 1926 (82.1) 1894 (80.9)
Statinler 1773 (76.0) 1827 (77.9) 1803 (77.0)
Fibratlar 199 (8.5) 214 (9.1) 217 (9.3)
Ezetimib 81 (3.5) 95 (4.1) 94 (4.0)
Diger 210 (9.0) 228 (9.7) 228 (9.7)
Antikoagllanlar ve 2090 (89.6) 2098 (89.5) 2064 (88.1)
antiplateletler, n (%)
Asetilsalisilik asit 1927 (82.6) 1939 (82.7) 1937 (82.7)
Klopidogrel 249 (10.7) 253 (10.8) 241 (10.3)
K vitamini antagonistleri 156 (6.7) 141 (6.0) 125 (5.3)

VERILER 21 DOZ CALISMA iLACI iLE TEDAVI EDILMiS HASTALARA AITTIR

KV, KARDIYOVASKULER
ZINMAN B VE ARK. N ENGL J MED 2015;373:2117




Empagliflozin ile 3P-MACE’te anlamli azalma saglanmuistir.
KV olum, olumciil-olmayan Ml veya 6liimciil-olmayan inme

20 - HR 0.86
(%95.02 GA 0.74, 0.99);
,0=0.04* Plasebo
15+
s Empagliflozin
©
s
a 104
i -
[
@
>
o
S
> 5-
£
o
0 -
] I I 1 I I 1 I I
6 12 18 24 30 36 42 48
Aylar
Hasta sayisi
Empagliflozin 4687 4580 4455 4328 3851 2821 2359 1534 370
Plasebo 2333 2256 2194 2112 1875 1380 1161 741 166

Empagliflozin KV riskin dustrilmesi icin endike degildir. 3P-MACE icin RRR: %14; 3P-MACE icin ARR :%1.6
Mutlak oranlar %10.5 (empagliflozin) vs %12.1 (plasebo). Kimulatif insidans fonksiyonu

*Ustlnlik icin iki-yonla testler yapllmlftlr (p=0.0498 ise istatistiksel anlamlilik gosterilmistir)

3P-MACE, 3-noktali major advers KV olaylar; GA, gliven araligi; KV, kardiyovaskiiler; HR, tehlike orani;
M, miyokard enfarktisi; RRR, goreceli risk distsu; ARR, mutlak risk diists

Zinman B ve ark. N Engl J Med 2015;373:2117; Zinman B. EASD 2015; S6zIU sunum



3-noktali MACE ve 4-noktali MACE

Olay yasayan hastalar/
Analiz edilen hastalar

Empagliflozin  Plasebo HR (%95 GA) HR (%95 GA) p-degeri
3-noktali MACE 4(91%/.1;;8)7 2(8122/.1:;.3)3 0.86 (0.74,0.99)* ‘@ 0.04*
KV 8liim 17(;/74;;37 1?;/ :;)33 0.62 (0.49,0.77) —@— <0.001"
dliimciil-olmayan Ml 2%2./:;:7 12(;/22;)33 0.87 (0.70, 1.09) — @ 0.22"
Oliimciil-olmayan inme 15('2/;;);37 6(02/26';3)3 1.24 (0.92, 1.67) O 0.16"
4-noktali MACE 5(9192/;%7 3(31?;@‘;3)3 0.89 (0.78, 1.01)* @) 0.08*
UA igin hospitalizasyon 13(;;/;2;37 6(62/23/03)3 0.99 (0.74,1.34) »—’—< 0.97%

0,I25 ~ 0,I50 1,IOO 2,60 -

~ d
Empagliflozin lehine Plasebo lehine

Empagliflozin KV riskin dustrilmesi igin endike degildir. 3-noktali MACE i¢in RRR: %14; 3-noktali MACE i¢in ARR: %1.6;
3-noktali MACE igin AR oran farki: —6.5; KV 6liim i¢cin RRR: %38; KV 6lim igin ARR: %2.2; KV 6limdeki AR orani farki: —
7.7.%%95.02 GA ve iki-yonlu p-degeri. "Nominal p-degeri. Cox regresyon analizi. AR, mutlak risk; ARR, mutlak risk
d(jgij?((j; GA, giiven araligi; KV, kardiyovaskiler; HR, tehlike orani; MACE, major advers kardiyovaskiiler olay; Ml,
miyokard enfarktisl; RRR, goreceli risk duslisu; UA, kararsiz anjina

Zinman B ve ark. N Engl J Med 2015;373:2117; Zinman B. EASD 2015; S6zIU sunum



Empagliflozin KV 6luimlerde anlamli azalma saglamistir.

Olay yasayan hastalar (%)

Hasta sayisi
Empagliflozin
Plasebo

Plasebo
7 HROG62
" (%95 GA 0.49, 0.77);
p<0.001*
7-
6

Empagliflozin

0 -
I I 1 I I 1 I 1 1
0 ) 12 18 24 30 36 42 48
Aylar
4687 4651 4608 4556 4128 3079 2617 1722 414
2333 2303 2280 2243 2012 1503 1281 825 177

Empagliflozin KV riskin distrilmesi igin endike degildir. KV 6lim icin RRR: %38;

KV 6lim icin ARR: %2.2; KV 6lim oranlari: %3.7 (empagliflozin) vs %5.9 (plasebo)
*Nominal p-degeri. Kimulatif insidans fonksiyonu

ARR, mutlak risk dustist; KV, kardiyovaskiler; HR, tehlike orani; RRR, goreceli risk diistist
Zinman B ve ark. N Engl J Med 2015;373:2117



KV olim kategorileri

Plasebo Empagliflozin Empagliflozin Birle.§ik :
(n=2333) 10 mg 25 mg empagliflozin
(n=2345) (n=2342) (n=4687)
KV 6lim yasayan hastalar 137 (5.9) 90 (3.8) 82 (3.5) 172 (3.7)
Ani 6lGm 38 (1.6) 30 (1.3) 23 (1.0) 53 (1.1)
Eglzl‘gtmmei?"g'”'” 19 (0.8) 7(0.3) 4(0.2) 11 (0.2)
Akut M 11 (0.5) 6 (0.3) 9 (0.4) 15 (0.3)
inme 11 (0.5) 9 (0.4) 7 (0.3) 16 (0.3)
Kardiyojenik sok 3(0.1) 1(<0.1) 2 (0.1) 3(0.1)
Baska KV 6lim 55 (2.4) 37 (1.6) 37 (1.6) 74 (1.6)

EMPAGLIFLOZIN KV RiSKiN DUSURULMESI iCiN ENDIKE DEGILDIR

KV, KARDIYOVASKULER; MI, MiYOKARD ENFARKTUSU
ZINMAN B VE ARK. N ENGL J MED 2015;373:2117




Empagliflozin KY nedenli hastaneye yatislarda anlamli azalma

saglamistir.
74 Plasebo
i HR 0.65
(%95 GA 0.50, 0.85);
5- p=0.002*
4 -

Empagliflozin

Olay yasayan hastalar (%)

O-
I I I I I 1 1 1 1
0 6 12 18 24 30 36 42 48
Aylar
Hasta sayisi ;
Empagliflozin 4687 4614 4523 4427 3988 2950 2487 1634 395
Plasebo 2333 2271 2226 2173 1932 1424 1202 775 168

Empagliflozin KV riskin distrulmesi icin endike degildir

*Nominal p-degeri. Kimulatif insidans fonksiyonu

KYH icin RRR %35; KYH oranlari: %2.7 (empagliflozin) vs %4.1 (plasebo), KYH icin ARR %1.4
GA, gliven arahEl; KV, kardiyovaskuler; KY, kalp yetersizligi; HR, tehlike orani

Zinman B ve ark. N Engl J Med 2015;373:2117



Empagliflozin tiim nedenlere bagl mortalitede anlamli azalma
saglamistir.

15+
Plasebo
HR 0.68
(%95 GA 0.57, 0.82);
p<0.001*
— 10+
X
S Empagliflozin
"
©
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[
@
& 5
un
@
>
>
£
o
O-I I 1 I I 1 1 1 I
0 6 12 18 24 30 36 42 48
Aylar
Hasta sayisi
Empagliflozin 4687 4651 4608 4556 4128 3079 2617 1722 414
Plasebo 2333 2303 2280 2243 2012 1503 1281 825 177

Empagliflozin KV riskin distrilmesi iﬁin endike degildir
*Nominal p-degeri. Kaplan—Meier tahmini

Tim nedenlere bagl mortalite icin RRR: %32; Tim nedenlere bagl mortalite igin ARR: %2.6;
tiim nedenlere bagli mortalite oranlari: %5.7 (empagliflozin) vs %8.3 (plasebo)

ARR, mutlak risk dlsts; GA, %Uven arahigi; KV, kardiyovaskdler;

HR, tehlike orani; RRR, goreceli risk distis

Zinman B ve ark. N EnglJ Med 2015;373:2117



Empagliflozin nefropati riskinde anlamli azalma saglamistir.

301 HR 0.61
(95% C10.53, 0.70)
< Plasebo
. p<0.001
g
W 20 - Empagliflozin
7
(C
©
& 157
H=1
£
H=]
=
; 104
S
(o]
54
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T T T T T T T T 1
0 6 12 18 24 30 36 42 48
Aylar
Hasta sayisi ‘
Empagliflozin 4124 3994 3848 3669 3171 2279 1887 1219 290
Plasebo 2061 1946 1836 1703 1433 1016 833 521 106

>1 doz calisma ilaci ile tedavi edilmis hastalarda Kaplan-Meier tahmini.
Tehlike oranlari Cox regresyon analizlerine dayanmaktadir.
HR, tehlike orani; GA, gliven araligl. Onceden belirtilmis analizler.

Wanner C et al. N Engl J Med. 2016 Jul 28;375(4):323-34




Serum kreatininin iki katina ¢ikmasi*, renal replasman
tedavisinin baslatilmasi veya renal hastaliga bagh olum

81 HR 0.54
(5% C10.40, 0.75)
/1 p<0.001
g 4
8D Plasebo
% 54
(1]
°
B 4-
s
£
2 34
c Empagliflozin
>
o
O 2=
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1 | 1 | | | | || | |
0 6 12 18 24 30 36 42 48
Aylar
Hasta sayisi :
Empagliflozin =~ 4445 4500 4377 4241 3729 2715 2280 1496 360
Plasebo 2323 2229 2146 2047 1771 1289 1079 680 144

>1 doz galisma ilaci ile tedavi edilmis hastalarda Kaplan-Meier tahmini.
Tehlike oranlari Cox regresyon analizlerine dayanmaktadir.

*eGFR [IMDRD] <45 ml/dak/1.73m? esliginde.

HR, tehlike orani; GA, giiven araligl. Post-hoc analizler.

Wanner C et al. N Engl J Med. 2016 Jul 28;375(4):323-34




EMPA-REG OUTCOME®: Ozet

Standart tedaviye ek olarak verilen empagliflozin, KV hastaligi olan T2D’li yetiskinlerde
KV riski azaltmis ve toplam sagkalimi uzatmistir

%14 %38 %32 %35
vy OB i
Q v —TAL
=
T o -
o J» Tiim nedenlere J Kalp yetersizligi icin
 3P-MACE ¥ KV liim bagh mortalite hospitalizasyonlar

Empagliflozinin genel glivenlilik profili daha énceki klinik calismalar ve giincel etiket
bilgileri ile uyumlu olmustur

Empagliflozin KV riskin disurilmesi icin endike degildir
3P-MACE, 3-noktali major advers kardiyovaskiler olaylar; KV, kardiyovaskiler; T2D, tip 2 diyabet

Zinman B ve ark. N Engl J Med 2015;373:2117



EMPA-REG OUTCOME®: KV hastaligi olan 1000 T2D hastasi
3 yil boyunca empagliflozin ile tedavi edildiginde;

Yararlar

v_ v """"""""""""""""" v

57 e o e
25 kisinin g 22 , 14 s
iiiibibhbie KY ici
hayati J s Vo hospitalizasyon
ku rtar|Im|§t|r olim engellenmistir Snlenmistir

Riskler

—+

7i|ave tedavinin kesilmesine vol
yol agan genital enfeksiyon

_I_
53 ilave

genital enfeksiyon

Empagliflozin KV riskin dlstrilmesi icin endike degildir
3 yil boyunca standart bakima ek olarak empagliflozin alan, yiksek KV risk altindaki 1000 T2D’li yetiskine dayali olarak

KV, kardiyovaskiiler; MI, miyokard enfarktiist; T2D, tip 2 diyabet
Zinman B ve ark. N Engl J Med 2015;373:2117; Zinman B. EASD 2015; S6zIi sunum




Empagliflozin, standart tedavinin otesinde KV mortalite faydasi

saglamistir.
Simvastatin? Ramipril? Empagliflozin3
5.4 yil boyunca 5 yil boyunca 3 yil boyunca
Yiiksek KV risk Yiiksek KV risk Mevcut KV hastalik + T2D
5% diyabet, 26% hipertansiyon 38% diyabet, 46% hipertansiyon 92% hipertansiyon
ACEi/ARB ¢agindan once >80% ACEi/ARB -

Statin cagindan dnce < 29% Statin > 75% Statin

. h IIIIII . )

1994 2000 2015

4S investigators. Lancet 1994; 344: 1383-89. http://www.trialresultscenter.org/study2590-4S.htm;
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Risk altindaki sayi

Empagliflozin
Placebo

4687
2333

KV KAYNAKLI OLUM

Placebo

Hazard ratio, 0.62 (95% Cl, 0.49-0.77)

Empagliflozin
P<0.001 pag

1 I I 1 I I 1

6 12 18 24 30 36 42 43
Ay

4651 4608 4556 4128 3079 2617 1722 414

KV 6lim
1005 129 Hazard ratio, 0.87 (95% CI, 0.72-1.06)
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Randomizasyondan itibaren gegen haftalar
Risk altindaki sayi

Placebo 4347 4316 4279 4236 3119 1759 1356 1344 1328 1310 1292 1280 924 258

2303 2280 2243 2012 1503 1281 825 177 Canagliflozin 5795 5768 5723 5679 4576 3182 2761 2736 2710 2687 2651 2615 1904 532

EMPA-REG OUTCOME"!
RRR p-degeri

3P-MACE %14 0.04™

CANVAS programi?
RRR p-degeri

<0.0001 (non-inferiyorite)
0.02 (stperiyorite)

%14

Calisma tasarimi, poplilasyonlar ve metodolojideki farkliliklardan 6tiirii ¢alismalarin dogrudan karsilastirmasi gegerli sayilmaz

1. ZINMAN B VE ARK. N ENGL J MED 2015;373:2117; 2. NEAL B VE ARK.

NEW ENGL J MED 2017. DOI

:10.1056/NEJMOA1611925




CVD-Real gozlemsel ¢alismasi:
CANVAS sonuglariyla uyumlu degildir.

CVD-Real’da, SGLT2-i ile tedavi edilen ABD’li kohortun yaklasik %75’i
canagliflozin, Avrupa kohortunun %90’1 dapagliflozin almistir,

Tiim nedenlere bagh mortalite HR (%95 GA)
1
CANVAS Programi 0.87 (0.74, 1.01)
Randomize kontrolli ¢alismalar —(—
i, 2
CYD Real (ABD kohortu) 0.38 (0.29, 0.50)
Gozlemsel calisma — @ —
0,3 0,5 1,0 2,0 4,0

Calisma ilaci lehine  Plasebo lehine

1. NEAL B VE ARK. N ENGL J MED 2017;D0110.1056/NEJMOA1611925;

2. KOSIBOROD M VE ARK. CIRCULATION 2017; DOI:
10.1161/CIRCULATIONAHA.117.029190




Empagliflozin KV mortalite faydasi kanitlanmis ve
onaylanmis ajandir.

Empagliflozin Diger SGLT2i DPP4i

Kanitlanmis KV mortalite faydasi v X* X

KV faydasi uluslararasi otoriteler v X %

tarafindan onaylanmis FDA ve EMA dahil?
v
g . ADA 2017
Ky riskin azaltllma5| .|.g|n major Kanada 2016
diyabet ve kardiyoloji kilavuzlarina AACE 2017 X X
dahil edilmig?® ESC 2016 KY
TEMD 2017

1. FDA, KV RiSK DUSUSU ICIN YENI ENDIKASYONU ONAYLAMISTIR. EMA MEVCUT ETIKETI KV RiSK DUSUSU
VERILERINI ICERECEK SEKILDE GENISLETMISTIR
2. AMERICAN DIABETES ASSOCIATION DIABETES CARE 2017; 40:S1;
3. CANADIAN DIABETES ASSOCIATION CAN J DIABETES 2016;40:193;
4. AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLOGISTS AND AMERICAN COLLEGE OF ENDOCRINOLOGY
ENDOCRINE PRACTICE VOL 23 NO. 2 FEBRUARY 2017
5. EUROPEAN SOCIETY OF CARDIOLOGY EUR HEART J 2016;37:2129
6. DIYABETES MELLITUS VE KOMPLIKASYONLARININ TANI, TEDAVI VE iZLEM KILAVUZU, TEMD 2017

* DECLARE galismasinin 2019 yilinda agiklanmasi beklenmektedir. https://clinicaltrials.gov/ct2/show/NCT01730534 (son erisim: 14.10.2017)




Uluslararasi otoriteler

FDA News Release

FDA approves Jardiance to reduce
cardiovascular death in adults with type
2 diabetes

Study links Jardiance to improved survival in patients with type 2 diabetes with cardiovascular
disease

For Immediate Release m

December 2, 2016 APPROVED

4. CLINICAL PARTICULARS O

4.1 Therapeutic indications EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

Jardiance 1s indicated for the treatment of adults with insufficiently controlled type 2 diabetes mellitus

as an adjunct to diet and exercise

- as monotherapy when metformin 1s considered mnappropriate due to intolerance

- in addition to other medicinal products for the treatment of diabetes

For study results with respect to combinations, effects on glycaemic control and cardiovascular events,
and the populations studied, see sections 4.4, 4.5 and 5.1




Ulusal ve uluslararasi guncel kilavuzlar
Empagliflozinin KV faydalarina vurgu yapmaktadir.

TEMD
Diabetes Mellitus ve Komplikasyonlarinin Tani, Tedavi ve izlem T2D 2017
Kilavuzu

ADA

Standards of medical care in diabetes 12D 2017

CDA
Clinical Practice Guidelines for the Prevention and Management T2D 2016
of Diabetes in Canada

AACE/ACE

T2D 2017
Comprehensive diabetes management algorithm

ESC
Guidelines for the diagnosis and treatment of acute and chronic Kalp Yetersizligi 2016
heart failure

ESC

European Guidelines on Cardiovascular Disease Prevention in
Clinical Practice?

Kardiyovaskiiler

2016
Koruma

. ANADIAN DIAB ASSOCIATION CANJ DIAB 016,40:193,
AMERICAN ASSOCIATION OF CLINiCAL ENDOCRINOLOGISTS AND AMERICAN COLLEGE OF
ENDOCRINOLOGY ENDOCINE PRACTICE VOL 23 NO. 2 FEBRUARY 2017
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e Canadian
P oA Canadian Journal of Diabetes Diabetes
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www.canadianjournalofdiabetes.com

Policies, Guidelines and Consensus Statements

Pharmacologic Management of Type 2 Diabetes: 2016 Interim Update k!)c-m‘.hr‘-;

In people with clinical cardiovascular disease in whom gly-
cemic targets are not met, an SGLT2 inhibitor with demon-
strated cardiovascular outcome benefit should be added to

antihyperglycemic therapy to reduce the risk for cardiovas-
cular and all-cause mortality (Grade A, Level 1A for
empagliflozin) (6).

Pharmacologic Management of Type 2 Diabetes: 2016 Interim Update Can J Diabetes 40 (2016) 484—-486



SGLT2
inhibitors

» Canagliflozin
» Dapagliflozin
o Empagliflozin

e 1

AMERICAN DIABETES ASSOCIATION

STANDARDS OF
MEDICAL CARE
IN DIABETES—2017

Inhibits SGLT2 in the ® Blocks glucose reabsorption
proximal nephron by the kidney, increasing
glucosuria

FDA recently added a new indication for
empagliflozin, to reduce the risk of cardio-
vascular death in adults with type 2 diabe-
tes and cardiovascular disease. Whether
other SGLT2 inhibitors will have the same
effect in high-risk patients and whether
empagliflozin or other SGLT2 inhibitors
will have a similar effect in lower-risk pa-
tients with diabetes remains unknown.

e Rare hypoglycemia

e | Weight

e | Blood pressure

e Associated with lower CVD event
rate and mortality in patients with
CVD (empagliflozin EMPA-REG
OUTCOME)

Diabetes Care 2017;40(Suppl. 1):S1-S2 | DOI: 10.2337/dc17-5001




AACE/ACE COMPREHENSIVE TYPE 2
DIABETES MANAGEMENT ALGORITHM

T

Sodium glucose cotransporter 2 (SGLT-2) inhibitors have a glucosuric effect that results in
decreased A1C, weight, and systolic BP. In the only SGLT-2 inhibitor cardiovascular outcomes
trial reported to date. empagliflozin was associated with significantly lower rates of all-cause and

cardiovascular death and lower risk of hospitalization for heart failure (100). Heart failure—

doi: 10.4158/EP161682.CS
© 2017 AACE.



2016 ESC Guidelines

e e

Kalp Yetersizligi Kilavuzu

European Heart Journal (2016) 37, 2129-2200
doi:10.1093/eurheartj/ehw 128

Kardiyovaskuler Koruma Kilavuzu

In patients with type 2 DM and CVD, the use of an SGLT2 inhibitor should be considered early in the course of the disease to
reduce CV and total mortality.

European Heart Journal (2016) 37, 2315-2381
doi:10.1093/eurheartj/ehw106



DIABETES MELLITUS VE KOMPLIKASYONLARININ
TANI, TEDAVI VE IZLEM KILAVUZU-2017 TEMD

uzun sureli KV guvenligi ile ilgili calismalar yapilmaktadir. Bu grupta sonuclariilk agiklanan
EMPA-REG OUTCOME calismasinda yuksek KV riskli tip 2 diyabet hastalarinda standart
tedaviye ilave olarak verilen empagliflozin ile birincil birlesik KV sonlanim orani ve herhangi
bir nedene bagli olum riskinin plaseboya gore daha dusuk oldugu bildirilmistir.

TEMD GORUSU

TEMD, ileri derecede bobrek yetersizligi (eGFR <30 ml/dk , linagliptin icin <15
mldk) olan ve/veya diyalize giren vakalarda insiilin disinda, herhangi bir anti-
hiperglisemik ila¢ kullanimini 56nermemektedir.

Metformin, orta derecede bobrek yetersizliginde (eGFR <45 ml/dk/1.73 m?)

kontrendikedir. Ileri derecede bébrek yetersizliginde (eGFR 60-45 ml/dk/1.73
m?), metformin dozu %50 azaltiimalidir.

« Ayrica iyotlu kontrast madde kullanilarak anjiyografik inceleme yapilacaksa
metformin, islemden 24 saat 6nce kesilmeli, hasta hidrate edilmeli ve 24 saat
sonra tekrar baslanmalidir.

Metformin kullanan hastalarda B-12 vitamin diizeyi periyodik olarak élctilmeli
ve gerekiyorsa replasman yapilmalidir.

KV olay éykiisti olan veya KV riski yliksek olan hastalarda empagliflozin ve/veya
liraglutid kullanilmasi, KV nedenli 6liimleri azaltir.







