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Jenerik adi Ticari adi Gunlik doz Alinma zamani

A. Sulfoniliireler (. Kusak SU)

Glipizid Minidiab 5 mg tb 540 g | UMERkes, kehvalids ve

aksam yemeginde
Glipizid kontrollu Glucotrol XL 2.5, 5, 10 mg tb 5-20 mg Glinde 1 kez, kahvaltidan 6nce
salinimli formu veya kahvaltida
. . Betanorm, Diamicron, Glikron, Gunde 1-2 kez, kahvaltida (ve

St Glumikron, Oramikron 80 mg tb g gerekirse aksam yemeginde)

Gliklazid modifiye | Diamicron MR 30, 60 mg; Betanorm MR, 30-90 m Gunde 1 kez, kahvaltidan 6nce

salinimli formu Efikas MR, Hipoglis 30 mg tb g veya kahvaltida

Glibenklamid it LR 8 g iyHen 3 it | 25e2limg | o [nalkez kaheliate
gerekirse aksam yemeginde)

Amaryl, Diaglin, Diameprid, Glimax, s :
Glimepirid Glirid, Sanprid 1, 2, 3, 4 mg; Mepiriks 1,2, | 1-8 mg G::edkﬁrlezakfzén‘fhe";t'f’ii é‘;e]
3 mg; Tideca 6, 8 mg tb 9 ATy 9

Glibornurid Glutril 25 mg tb {9575 mg | lnde 1-2 kez, kahvaliids lie
gerekirse aksam yemeginde)

Glikuidon Glurenorm 30 mg tb 15120y, | Dunde l-2ikez, kahualtida lve
gerekirse aksam yemeginde]

B. Glinid grubu (Meglitinidler, GLN, kisa etkili sekretogoglar)

Diafree, Novonorm, Novade, Repelit, 5
Repaglinid Replic, 0.5, 1, 2 mg; 0.5-16 mg BUAES f}:;ig%:‘f:lerden
Repafix 0.5, 1, 2 mg eff tb
Nateglinid Dialix, Natelix, Teglix 120 mg; Incuria, 60-360 mg Glinde 3 kez, yemeklerden

Starlix, 120, 180 mg; Naglid 60, 120 mg tb

hemen once




llag Kesif yili
Insulin 1921
Inhale insulin 2006
Sulfonilureler 1946
Biguanidler 1957
Glukozidaz inhibitorleri 1995
Meglitinidler 1998
Tiazolidinedionlar 1999
GLP analoglari 2007
DPP-IV inhibitorleri 2007
Gliflozinler 2011




ETKI MEKANIZMASI

GLUT 2 Transporter




Gun Boyunca Bazal ve Postprandial Etkiler

I
)

Daha cok bazal glukoz uizerine veya bir miktar
her ikisi Uzerine

Metformin 1-2

Sulfonilureler 1-2

Glitazon (Pioglitazon) 0.9-1.6

Daha ¢ok postprandial artiglar

Nateglinide, repaglinide 0.5-1.5
0.5-1

a-Glukozidaz inhibitorleri

Hem aclik hem de postprandial etki
Sitagliptin, vildagliptin 0.6-1
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Sekretagoglarin  hucresine etkisi

Hucrenin uyariimasi

(Sulfoniltreler)
Insdlin
sekretagogu

Hucrenin glukoza
duyarli hale getirilmesi
(Glinidler)



Sulfonillireler - ETK]

Insiilin sekresyonu:
— Akut kullanimda:

* 1. Faz sekresyon etkilenmez
« 2. Faz doza bagl artar

— Kronik kullanimda: Insiilin sekresyonu artar (%25)
Insiilin sentezi: Etkilenmez

Hepatik insulin klirensi: Azalir

Pankreatik etkilerti:

— Glukagon sekresyonu azalir
— Somatostatin sekresyonu artar

Ekstrapankreatik etkileri: Sekonder olarak

— insulin sensitivitesi artar
— insulin reseptor baglanmasi artar



SORUNLAR

SULFONILURE GLINID

Hipoglisemi Hipoglisemi

Kilo alimi Kilo alimi

Gunde 3 doz kullanim



CALISMALAR



UKPDS

SU/insulin (UKPDS p=0.0099
33) p=0.029
Metformin (UKPDS p=0.19
34)
p=0.0023
SU/insulin (UKPDS p=0.38
34)
p=0.46
0.0 0.2 0.4 0.6 0.8 1.0 1.2 1.4

Hazard ratio vs. diet (%95 ClI)

Herhangi mikrovaskdler son nokta Herangi diabet ile iligkili son nokta



UKPDS: Relatif Risk Azalmi
(sUlfonilUre/insulin)

10 yillik IzZlem

Son Nokta 1997: Relatif risk p 2007: Relativerisk p

Azalimi (%) Azalimi (%)
Herhangi 12 0.029 9 0.040
diyabete-bagli
son nokta
Mikrovaskuler 25 0.0099 24 0.001
Hastalik

Biitiin sebeplere 6 @ 13 ) @

bagli mortalite

Holman RR et al. NEJM, 2008



T2DM
Metformin - Insiilin Sekretagog Kombinasyonlarinin
3 Yillik Mortaliteye Etkileri

N=696 kombinasyon tedavisi alan

N= 295 46lum % 8 7

S p=0.002

g 0% 3.1 p=0.001

g 0 2 1 P< 0.0001
S % 0.4
S

Glibenklamid Repaglinid Gliklazid Glimepirid

Monami et al. Diabetes Metab Res Rev. 2006 Nov-Dec;22(6):477-82.




Is the Combination of Sulfonylureas and
Metformin Associated With an Increased
Risk of Cardiovascular Disease or All-
Cause Mortality?

A meta-analysis of observational studies

Ajay D. Rao, mp' ; Kristi REYNOLDS, PHD, l\}rﬂz“ rather than a beneficial effect, a finding
NITESH KUHADIYA, MBBS™ VIviaN A. FONSECA, MD attributed by the investigators to be due to
chance (1). In the UKPDS, sulfonylureas
2 1 R . 1 «.1 1




Sulfoniltre ve Metformin Kombinasyonu Artmis
Mortalite ve KVH Riski ile Iliskili Olabilir

Relative risk | Kombinasyon Kontrol

(95% CI) tedavisi grubu
Bruno (1999) - NS NIS
Olsson (2000) NS NS
Johnson (2005) o 264/1081 541/2138
Koro (2005) —— NS NS
Evans (2006a) — 133/1252 229/2286
Evans (2006b) —= 92/985  229/2286
Evans (2006c) 12/113  229/2286
Genel ‘
WS 1.00 4.00
SU+met SU+Met

karsilastirilandan daha iyi | karsilastirilandan daha koéti



SULFONILURE ILE ILGILI ONEMLI CALISMALAR

UKPDS-1998

ADVANCE-2008

ACCORD-2009

Intensif

Konv.

Intensif

Std

Intensif

Std

Intensif

%

n:2729

n:1138

n:4828

n:4741

n:5128

n:5123

Sulfoniliire

542

% 91

% 59

% 87

% 74

Metformin

342

% 74

% 67

% 95

% 87

TZD

% 17

% 11

% 92

% 58

Akarboz

% 19

% 13

% 23

% 5

Glinid

% 1

% 3

instlin

% 40

% 24

% 77

% 55

Bolus instlin

% 55

% 35

Exenatide /Sitagliptin

% 18

% 5

Exenatide

% 12

% 4




ACCORD:

« ACCORD hedef:

Cok merkezli, randomize, gerceklesmis, siki kan
sekeri kontrolunun etkilerinin degerlendirilmesi.

5 yil izlem ile kardiyovaskuler hastalik riski
degerlendirildi.

« 77 Merkez: Amerika ve Kanada



Double 2 X 2 Faktoryel Tasarim
BP Lipid

Yogun Standard  Statin + Statin + Gizli
(SKB<120) (SKB<140) Gizli ilag ilag

Yogun

Glisemi

(A1C<6%) 5128*
Standard

Glisemi 5123*

(AL1C 7-7.9%)

2362*  2371* 2753* 2765* | 10,251

*Primer analiz ana etkiler i¢in sinirlar1 karsilastirmakta

Buse, JB, et al, AmJCard 2007 99:21i-33i.



% of Participants

©O KB N W b~ O1 O N O ©

A1C Dagilimi: 48. Ay

Intensive Standard Rx Goal
Rx Goal @ ®




Tum Nedenlere Bagli Mortalite

Intensive
Standard

w
e
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=
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o
=
o

1.41%/yr

1.14%/yr

HR = 1.22 (1.01-1.46)
P=0.04

2 3 5 6

4803 3250 923 206 Intensive
4700 3180 499 480 Standard

ACCORD Study Group, NEJM 2008 358:2545-2549.




Primer & Sekonder Sonlanimlar

Primer 352 (6.86) 371 (7.23)
Sekonder
viortalite 257 (5.01) 203 (3.96)
Nonfatal Ml 186 (3.63) 235 (4.59)

Nonfatal Inme 67 (1.31) 61 (1.19)
KV Olim 135 (2.63) 94 (1.83)
KKY 152 (2.96) 124 (2.42)

ACCORD Study Group, NEJM 2008 358:2545-2549

0.90 (0.78-1.04)

1.22 (1.01-1.46)
0.76 (0.62-0.92)
1.06 (0.75-1.50)
1.35 (1.04-1.76)
1.18 (0.93-1.49)




Tibbi Yardim Gerektiren Agir Hipoglisemi

Intensive
Standard

2
=
(5]
>
(48]
£
=
=
5]
2
o
Q.
S
a

Intensive
Standard

Yogun Grup Yillik Insidans Hizi = 3.3%
Standard Grup Yillik Insidans Hizi = 1.0%

ACCORD Study Group, NEJM 2008 358:2545-2549




Tedavi Grubu ve Agir Hipoglisemiye Gore Mortalite

Yogun 1.4% /y 1.3% 1y
Glisemi (257 Oliim) (223 Oliim)

2.8%/y
(34 Oliim)

Standard 1.1%/y 1.1%/y

Glisem (203 Oliim) (186 Oliim)

Hazard

Ratio 1.22 (1.01, 1.46) 1.24 (1.02, 1.50)
(95% CI)

49% /y
(17 Oliim)

0.54 (030, 0.96)

Yogun Grupta Mortalite |Standard Grupta Mortalite
Daha Yiiksek Daha Yiiksek

Interaction P < 0.01
ACCORD Study Group, NEJM 2008 358:2545-2549.



Agir Hipoglisemiye Bagli Mortalite

Tim
Mortalite
Hizi

ot

Standard

Tedavi stratejisinden bagimsiz olarak, agir hipoglisemik olay
gecirenlerde mortalite daha yiuiksek!

ACCORD Study Group, NEJM 2008 358:2545-2549



ACCORD premature sonlanma
6 subat 2008 Basin Bulteni

Yuksek Mortalite riski

Yogun Grup: 257 olum, ortalama A,. % 6.4

Standard grup: 203 olum, ortalama A;.% 7.5




ADVANCE CALISMASI

— —

o/ .
gj Disease: -

l*l Action in Diabetes and Va
Preterax and Diamicron dif|eg Release
1) Controlled Evaluation

20 Ulke, 215 Merkez, 11.140 |‘
s
1k |

N =11,140 Tip 2 DM ve Yuksek Kardiyovaskuler Riski olan



ADVANCE: Calisma Kriterleri

T2DM

> 55 yas

Hipertansif veya nhormotensit

KV risk faktoru

—> 65 yas

— Major makrovaskuler hastalik oykUsu

— MQq)or mikrovaskUler hastalik oykUsu
— Diyabet yasi > 10 vl



ADVANCE: Tedavi - Mortalite

Kumulatif
insidens (%)

25 1

20 A

15 -

10 -

D =0. 258 Standart

kiontrol

Intensif
kiontrol

0 6 12 18 24 30 36 42 48 54 60 66

Zaman (aylar)

ADVANCE Collaborative Group. N Engl J Med. 2008;358:2560-72.



ADVANCE: Tedavinin Glukoz Uzerine Etkileri

10.0 -

7.3 %

9.0 -

8.0 A Standart Kontrol

Ortalama
A1C (%) 7.0 —\ ] P <0.001

6.0 - Intensif Kontrol

5.0 -

007 647

O 6 12 18 24 30 36 42 48 54 60 66

izlem (aylar)

5 YIL

ADVANCE Collaborative Group. N Engl J Med. 2008;358:2560-72.



Toplam olay gelisimi insidansi (%)

25

20 -

15 ;

10 -

0

ADVANCE(Gliklazid): Kombine Primer Sonlanim
Makro ve Mikrovaskuler Komplikasyonlarin Tumu

Standart
Kontrol
RAlaftif risk
intensit azalmasi
kontrol
%1 0
0=0.013

6 12 18 24 30 36 42 48 54 60 66
Toplam IzZlem(Ay)

ADVANCE Collaborative Group. N Engl J Med. 2008;358:2560-72.
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KUmUlatif insidans (%)
(@)

ADVANCE

Primer Mikrovaskuler Olay Uzerine TedaviEtkisi

== Standard Konfrol
= SIKI KON{rol

Rolafif risk
azalmasi

% | 4

) 0=0.015

//
—
O 6 12 18 24 30 36 42 48 54 60 66
Takip (aylar)

ADVANCE Collaborative Group. N Engl J Med. 2008;358:2560-72.



ADVANCE:

Sekonder Sonlanim: Nefropati Uzerine Tedavi Etkisi

Yeni / ilerleyen nefropati  Yeni MakroalbuminUri

Rolaftif Rolaftif
risk risk
azalmasi azalmasi
% 21 % 30
0=0.006 0=0.001

ADVANCE Collaborative Group. N Engl J Med. 2008;358:2560-72.



HIPOGLISEMI: ADVANCE vs UKPDS vs ACCORD

4 &

Episodes of severe hypoglycemia in the
intensive arm per 100 patients per year (%)

5

ACCORD UKPDS ADVANCE
\__ /

1. Action to Control Cardiovascular Risk in Diabetes Study Group; Gerstein HC, Miller ME, Byington RP, et al. N Engl J Med. 2008;358(24):2545-2559. 2. UKPDS Group (33).
Lancet. 1998;352:837-853. 3. The ADVANCE Collaborative Group; Patel A, MacMahon S, Chalmers J, et al. N Engl J Med. 2008;358(24):2560-2572.




KILO ALIMI



Hipoglisemi defansif yeme ile kilo
alimini artirir

11 - /~ > Glikoziiri (kalori kaybi)

g - Renal esik

4 - Normal

3 (—3

Hipoglisemiyi onlemek i¢in defansif yeme

Plazma glukoz duzeyi
O]
|

(mmol/L)
N
|

Zaman

Foley JE, Jordan J. Vasc Health Risk Manag. 2010; 6: 541-548. T2DM=type 2 diabetes mellitus.



UKPDS: VA Degisimi

10.0 !(onvansiyonel
Insiilin
25 | Klorpropamid
wB Glibenklamid
=
W 50
— B
Un
&
Q 25 —
=
0.0 } : : ' ' '
0 2 i 6 8 10
Randomizasyondan sonraki yillar
-2.5

UKPDS Group (33). Lancet. 1998;352(9131):837-853.



ADVANCE: kilo notr!

\

Treatment *

Glimepiride
Metformin
TZD

7 Weight gain at the end of the follow-up (Kg) \

Glimepiride ~ 78%
J;dz%ffomm grsz VADT 34 +8. I k g
Insulin 7%

DIAMICRON N
Metformin
TZD
Insulin

ACCORD 2 +3.5 kg

\

ADVANCE ' +0 kg

0 5 )

CONTROL Group. Diabetologia. 2009, August 6. Epub ahead of print.



ADVANCE: VKI’den bagimsiz olarak
VA notr

o N
Change in weight (kg)

15
1.0
0.5

0.0
-0.5
-1.0
-1.5
-2.0

-2.5
Overall BMI 25-30 BMI =30

BMI: body mass index Baseline subgroups

-

The ADVANCE Collaborative Group; Patel A, MacMahon S, Chalmers J, et al. N Engl J Med. 2008;358(24):2560-2572.




Kilo Alimi

= UKPDS

 Kilo alimi: 3,1 kg

* Izlem: 10 yil

= ADVANCE

 Sabit kilo
« Kilo alimi: 0.75 kg

* Izlem: 5 yil



SulfonilUreler

Mutlak kontrendikasyonlar
— Tip 1 diabetes mellitus veya endojen instlin noksanhgi suphesi
— llaca primer veya sekonder yanitsizlk
— Gebelik & laktasyon
— Ketoasidoz,hiperozmolar nonketotik koma
— infeksiyon esnasinda metabolik dekompansasyon gelismesi
— Sulfonamid allerjisi
— Karaciger ve bobrek yetersizligi
— Major ameliyatlar esnasinda

Relatif kontrendikasyonlar

— Serebral yetersizlik (ateroskleroz, demans)

— Yuksek atesli infeksiyonlar esnasinda

— Sulfoniltureye bagli ciddi hipoglisemi 6ykusi olanlar
— leri diyabet yasl, alkolizm



SU ve llac Etkilesimleri — 1
GLISEMIK KONTROLU BOZANLAR

A. Instlin Etki Antagonistleri

Dilretik Beta-bloker
Nikotinik Asit Steroid

B. Insuilin Sekresyonunu Bloke Edenler
Dilretik Beta-Bloker
Hipopotassemi Fenitoin

C. Sulfoniltire Metabolizmasini Arttiranlar
Barbitlrat Rifampin



SU ve llag Etkilesimleri — 2
HIPOGLISEMI RISKINI ARTIRANLAR

A. Albumine Baglanma Yeri icin Yarisanlar
Aspirin Fibrat
Trimetoprim
B. Renal Ekskresyonua Engel Olanlar
Probenesid Allopurinol
C. insiilin Sekretagoglari
Kicuk doz aspirin Prostaglandin benzeri drog
D. Glukoneogenezi durduranlar

Alkol
E. Sulfoniliire metabolizmasinin kompetetif inhibitorleri
H2-Bloker Alkol

F. Endojen kontrregulatuar hormon baskilayicilar
Beta blokorler



GLINID CALISMA



Nateglinide Verileri

NAVIGATOR

Nateglinide and Valsartan in Impaired Glucose
Tolerance Outcomes Research

Rury R. Holman, MB, ChB, FRCP
Professor of Diabetic Medicine
Director, Diabetes Trials Unit, Oxford

Robert M. Califf, MD, MACC
Vice Chancellor for Clinical Research
Donald F. Fortin Professor of Cardiology, Duke University
Director, Duke Translational Medicine Institute

For the NAVIGATOR Study Group



Diyabet Insidansi

50% Hazard Ratio, 1.07; (95% Cl, 1.00-1.15)
| P=0.05"

40% Placebo 1580 events (33.9%)
Nateglinide 1674 events (36.0%)

30% -

20% -

Incidence of Diabetes

10% -

D% 1 ] | L | | 1 | ! |
_ 0 1 2 3 4 5 6
No. at Risk

Nateglinide 4645 3766 3302 2767 2396 2086 1408
Placebo 4661 3761 3281 2807 2481 2192 1528

Years Since Randomization

*Not significant after adjustment for multiple testing

Holman RR et al, N Engl J Med, 2010



KV Sonlanim Noktalari

20% 7 Hazard Ratio, 0.93; (95% Cl, 0.83-1.03)
o P=0.16
€ 150 Placebo 707 events (15.2%)
§ Nateglinide 658 events (14.2%)
S
> 10% A
v
o
QD
e 5%
Q
=
NN
09/ | ! I ! | ! I ' | ' 1
° 0 1 2 3 4 5 8
Years Since Randomization
20% 7 Hazard Ratio, 0.94; (95% Cl, 0.82-1.09)
P=0.43
vy
£ 15%
o
o
31 o7 |
g 0% Placebo 387 events (8.3%)
v Nateglinide 365 events (7.9%)
[«7]
S 5% -
(V)
9 L | J 1 d | J | ! | ¥ 1
G5 i 2 3 4 5 6

Holman RR et al, N Engl J Med, 2010

Years Since Randomization



HipoglisemI*

Nateglinid Plasebo P Value
N=4645 N=4661

Tum, n (%) 911 (19.6) 527 (11.3) <0.001
Hafif (maximum severity) 676 411
Orta (maximum severity) 214 104
AQIr (maximum severity) 21 12

Advers Olaylar Nedeniyle 520 (11.2) 485(10.4) 0.23
llac Birakma, n (%)

*Includes MedDRA preferred terms: hypoglycemia and hypoglycemic seizure

Adverse events otherwise did not differ between treatment groups

Holman RR et al, N Engl J Med, 2010



KV & Total Mortalite

20% All-cause Death

v o Hazard Ratio, 0.90; (95% Cl, 0.77-1.05); P=0.17

B8 15%-

> 8 CV Death

< S Hazard Ratio, 1.09; (95% Cl, 0.85-1.40); P=0.52
10% -

£

2 E Placebo

_;:6 ".‘.é 505 - Valsartan

2 = Placebo
0% - | : | | . Valsartan

No.atRisk ©° 2 3 4 5 6

Valsartan 4631 4550 4475 4374 4257 4125 3398

Placebo 4675 4596 4511 4401 4286 4144 3390

Years Since Randomization

McMurray JJ et al, N Engl J Med, 2010

327 events (7.0%)
295 events (6.4%)

116 events (2.5%)
128 events (2.8%)



Nateglinide Sonuclar

Glukoz tolerans bozuklugu + KV
hastalik veya risk faktoru olanlarda
Nateglinid

— DM Insidansini azaltmadi
(median takip 5 yil)

— Ko-primer KV sonlanimlari azaltmadi

Holman RR et al, N Engl J Med, 2010



Diyabet ilaglarinin Metabolik ve Eslik Eden Sorunlar Uzerine Etkileri

PPG

APG

KB

HL/DL

NAYKH

HIPOG

GiS YE

KBY Doz ayari

KCY/LA

KKY/KVH N (+ PiO)

KILO +/++

KIRIK

ILAG ETK

MALIYET

MET: Metformin, DPP4-i: Dipeptidil peptidaz 4 inhibitérleri, GLP-1A: Glukagona benzer peptid-1 agonistleri, SU: Sulfoniliireler, GLN Glinidler,
PiO: Pioglitazon, AGI: Alfa glukozidaz inhibitérleri, INS: insilinler, PPG: Postprandiyal plazma glukoz, APG: Aglik plazma glukoz, HT:
Hipertansiyon,HL: Hiperlipidemi, DL: Dislipidemi, NAYKH: Nonalkolik yagh karaciger hastalgi, HIPOG: Hipoglisemi, GiS YE: Gastrointestinal
sistem yan etkileri, KB: Kan basinci, KBY: Kronik bdbrek yetersizligi, KCY: Karaciger yetersizligi, LA: Laktik asidoz, KKY: Konjestif kalp
vetersizligi, KVH: Kardiyovaskiiler hastalik, KILO: Kiloya etkisi, KIRIK: Kirik riski, ILAC ETK: ilac etkilesimi.

- Hafif, - -: Orta, - - -: Ciddi derecede azaltir/maliyet dusuk; +: Hafif, + +: Orta, + + +: Ciddi derecede artirir/maliyet yuksek; N: Notr, !: Dikkat,
II: Cok dikkat, KE: Kontrendike.




IDF Treatment Algorithm for People with Type 2 Diabetes

nternational
Federation

Lifestyle measures

Then, at each step, if not to target (generally HbA, <7.0%)

|
Consider first line ‘

Sulfonylurea
or

- Glucosidase Inhibitor

&
E:onsider second line

Sulfonylurea (if not first Linel or DPP-4 inhibitor or

" "
Metformin 0= Glucasidase inhibitor or
". Thiazolidinedione

il
E:nnsider third line |

Basal insulin I - Glucosidase inhibitor or H
or DPP-4 inhibitor or ar GLP-1 agonist
Pre-mix insulin I Thiazolidinedione =

1 —

Consider fourth Line

Basal + I Basal insulin, or - = usual approach
meal-time = Pre-mix insulin

insulin [ {later basal + meal-timel . = alternative approach

Gilincellenmis IDF Kilavuzu: Tip 2 Diyabette Tedavi Algoritmi
http://www.idf.org/global-guideline-type-2-diabetes-2012



Yasam Sekli ve ; * *
I. BASAMAK Degisiklgi veya Metformin :l
1
N
Yasam Sekli ) NI i inkretin Bazli + * E
1I. BASAMAK Degisikigi *° Metformin i Siilfoniliire i Pioglitazon i Tedavi I ;
ink Bazl Tedavi Pi ?l
: Siilfoniliire nkretin | Tedavi ioglitazon Kombi
Il BASAMAK 2527 3840 o Meciormin |+ 4 o + | ol s il A
egisikligi Pioglitazon Siilfoniliire inkretin Bazli Tedavi % =
m
Uzun Etkili Uzun Etkili Anal g
; _ zun Etkili Analog Hazir K ;
I1V. BASAMAK Ygsar:‘“s;k:' ve Metformin | =+ Analog Insiilin + Instilin Tedavisi + insuz,li:‘ T:;'Z:/?:i il K?rmdbmia siy; " * + <
egisiklig = Tedavisi = Glinid = — i —
2
Yagam Sekli : Sik Aralikh instlin Pompa + +
V. BASAMAK Degisikligi ye Matorin i insilin Tedavisi i infuzyon Tedavisi

TiP 2 DIYABET TEDAVI ALGORITMASI

Hedef
HbA1C

>75 >

® Acarbose tim basamaklarda kullanilabilir.
® En fazla 3 aylik tedaviye ragmen HbA1C %?7.5'un ustiinde ise bir sonraki basamaga gegmelidir.
@ Yeni baslangigh Tip2 diyabette glisemi reglilasyonu saglandiktan sonra dinamik izlem strddrtilmeli, gerekirse tekrar bir 6nceki
basamada donulerek ilaglar ve dozlar azaltiimahdir. )
' @ Kombinasyon Tedavisi - 1: Secilmis vakalarda Siilfonillire + Inkretin Bazli Tedavi ve Pioglitazon lgli kombinasyonu yapilabilir.
e Kombinasyon Tedavisi - 2: Secilmis vakalarda insllinle birlikte diger oral antidiyabetik kombinasyonu yapilabilir.




Mono-
therapy

Efficacy” .

Side effects ‘

Costs’

Dual

therapy’
Efficacy”
Hypo risk ...
Weight ...
Side effects
Costs®

Triple
therapy

v
Combination
injectable
therapy*

Metformin
high

low risk

neutral / loss

Gl / lactic acidosis

-~ low

e low o R L

If A1C target not achieved after ~3 months of monotherapy, proceed to 2-drug combination (order not meant to denote
any specific preference—choice dependent on a variety of patient- and disease-specific factors):

Metformin Metformin Metformin Metformin Metformin Metformin
+ + + +
Sulfonylurea DPP-4 SGLT2 Insulin (basal)
inhibitor inhibitor
| intermediate ] | intermediate = 3 |
L lowrisk ... & L lowrisk ... :

. high

.+.GU, dehydration
Bhiigh:s S tous

- hypoglycemia . &

If A1C target not achieved after ~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- and disease-specific factors):
Metformin Metformin Metformin Metformin Metformin
+ + +

o
Sulfonylurea

DPP-4
+ inhibitor
+
o[ orrti ]
oo
or R/

Metformin
+

SGLT2
inhibitor

Metformin
+

Basal insulin + LUIEILIRGENLY or | GLP-1-RA




YASAM TARZI DEGISIKLIGI (Saglikh beslenme, Fiziksel aktivite artig, Kilo kontrolii)
A1C HEDEFI*: Dusuk riskli ise <%6.5, Yuksek riskli ise BIREYSEL

Al1C <%8 Al1C = %8 - 10 Al1C >%10

MONOTERAPI IKILI UcLO iINSULIN
KOMBINASYON KOMBINASYON

DPP4-i DPP4-|
SU/GLN SU/GLN
vET [INSULIN** INSOLIN***

BAZAL
BIFAZIK

MET
(+)

5
AGI AGI

A1C >Hedef A1C >Hedef

POMPA

A1C >Hedef




Hiperglisemiye Hasta-Merkezli Yaklasim

Hekim Onerileri

Hastanin ihtiyaclari,
oncelikleri, toleransi

Tibbi Karar

Tedaviye adherans artar
Hastanin gidisati diizelir



Hiperglisemi Tedavisinde Dusunulmesi
Gereken Faktorler

Destek
Sistemi

Hastanin tutumu,
beklenen uyum
eforu

Tahmini yasam
suresi

Hastalik Onemli
Suresi komorbiditeler

Hipoglisemi
ile iliskili
riskler

Olusmus Vaskiler
Komplikasyonlar

Inzucchi SE et al. Diabetologia, 2012



“Tesekkiir Ederim”



