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Hedef HbAlc < %7
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Oral Antidiyabetik Ilaclar
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iskelet kasina glukoz
gecisi kolaylasir

METFORMIN

Kilo kontrol(;
- Istahta azalma
- GLP-1 sekresyonunda artis

Anti-hiperglisemik etki;

- Hepatik glukoneogenezin inhibisyonu

- GLUT-4 aktivitesinde artis (iskelet kasina
glukoz aliminin kolaylasmasi)

- Barsaktan karbonhidrat emiliminde azalma

Yasam tarzi degisiklikleri ile beraber ilk secenek OAD



Sulfanilureler & Meglitinidler
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Reseptor

TiOZOLIDINDIONLAR

(Pioglitazon)
Fibratlar TZDs Yag asitleri
4 v v
PPAR-a PPAR- PPAR-5

Lipoprotein expresyonu
Peroxisome proliferasyonu

Lipid sentezi
Karbonhidrat metabolizmasi

\

I Lipid sentezi

Saltiel AR et al. Diabetes 1996



TZD’lerin yag dagilimi tizerine etkisi

Intramuscular
Fat _ Subcutaneous
Fat

Intrahepatic
Fat $- Intra-abdorinal
Fat

TZD’ler yag dokusunda makrofaj infiltrasyonunu azaltirlar

De Fronzo R. J Diabetes Vasc Dis 2003



GLP-1 AGONISTLERI
(Exenatide ve Liraglutide)

Bir inkretin hormonu olan GLP-1, besin alimina yanit
olarak bagirsak duvarindan (L hiicrelerden) salgilanir.

Normal insanlarda vicutta birkag¢ saniye icinde DPP4
enzimi tarafindan yikihr

T2DM’li hastalarda inkretin etkisi ve B htcre yaniti
bozulmustur



GLP-1 AGONISTLERI
Dogrudan Etkileri

Gida Alimini azaltir. e

Dolayl Etkileri

Tokluk glukagon
sekresyonunu baskilar.
(Exenatide)

“omm vwr — — Kaeracigerde
glukoz Uretimini
azaltir,

Glukoz bagimli insdlin
sekresyonunu uyarir.

Gastrik
Birinci faz insilin bogalmay!
yanitini diizenler. yavaglatir.

DeFronzo RA ve ark. Curr Med Res Opin 2008
Drucker DJ ve ark. Lancet 2006



DPP4 Inhibitorleri

Doygunluk hissinde artig
Gecikmis mide Istahta azalma

bosalmasi
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Akarboz

The STOP-NIDDM
1.00- Acarbose Yeni DM gelisimi % 25
0-95- 100 mg TID

n=682 Hipertansiyon % 5.3

MI, KVS hastalik, inme

0-70- Placebo
0-65 n=686

Cumulative probability
o
-..\J
¢
l

0-55 25% Relative ]

0-50 Risk Reduction
0:45 - P=0.0022
0-40 -

Days after randomisation

Patients at risk
Acarbose 682 655628612531 523515 497 463 447432 348268212
Placebo 686671655 640512505497 470434 427414 331255208

Ainedes Reprinted with permission from Chiasson JL, et al. Lancet. 2002;359(9323): 2072-2077;

. Association. Chiasson JL, et al. JAMA. 2003;290(4):486-494.




SGLT-2 Inhibitorleri
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Metformine eklenen farkli OAD’ler ile HbAlc diisme orani

Study n (T/P) Duration (weeks) Age (years) BMI (kg/m?) HbA1L (%) ( AHbAL*® (%) )
o=l
Phillips [7] 40443 24 S84/624 30.8/30.1 £1/7.8 -0.3
Rosenstock [8] T4/T4 24 57.0/55.9 324323 B5/8.2 —0.8
Halirni [9] 5970 24 56.0/55.0 30.1/29.7 £6/8.5 -0.9
Josse [10] 41743 48 57.4/574 20.4/204 na/na —0.9
Van [11] TIT5 32 57.9/57.9 30.0/29.7 B5/84 —0.6
Sulphonylureas
Feinglos [12] 61/61 16 57.7/58.8 31.7/32.1 T5/76 —0.5
Charpentier [16] 147/75 20 56.8/56.7 29.5/29.2 6.4/6.8 -0.7
Marre [13] 204104 16 59.3/57.5 20.9/29.9 7eMA1 —0.8
Goldstein [17] a7/76 18 54.6/56.6 31.7/316 8787 -1
Blonde [18] 322/153 16 55.5/57.6 30.7/30.6 9.4/9.5 -14
Glinides
Moses [19] 27127 24 57.2/57.8 33.2/31.8 £3/8.6 -11
Marre [20] 315152 24 57.6/56.4 29.4/79.6 81/8.2 -0.3
Thiazolidinediones
Gomez-Perez [14] 7134 26 52.9/53.4 27.8/28.5 99/9.8 -13
Einhom [21] 168/160 16 55.5/55.7 32.1/32.1 9.9/9.8 -0
Bailey [22] 288/280 24 58.1/57.6 32.2/32.1 T4/75 -0.2
Exenatide
DeFronzo [15] 2231113 30 52.5/54.0 34.0/34.0 82/8.2 -0.8
n = number of patients, T/P = treatment/placebo; a-Gl: a-glucosidase inhibitors, na: not available.
# Comparison with placebo. \ /

Diabetes Res Clin Pract. 2008;79(2):196-203.



SULFANILURELER TZD iNKRETINLER AGI
MEGLITINIDLER PIOGLITAZON GLP-1/ DPP, inh AKARBOZ

SGLT-2 inh

C-peptid ins direnci
Tokluk K$

Visseral '
yaglanma Tokluk K? hafif Renal
Trig yuksekligi bez | yu.ksek problem
Reaktif hipo olmayan
KS varyasyon Dumping
TKS yuksek

Hipo riski



Ikili OAD Basarisizliginda
Yol Haritasi




3 ayda bir kontrol
Tedavi Hedefi < %7




ADA/EASD Diyabet Tedavi Algoritmasi

Motformin Metformin Matformin Metformin

+ +

DPP-4 SGLT2
inhibitor

OAD kombinasyonlarinda 3.basamak tedavide enjektable tedaviler
éncelikle INSULIN diisiiniiliir



SEKIL 9.1- TEMD TIP 2 DIiYABETTE TEDAVI ALGORITMASI - 2015

A1C <%8.5 Al1C=%8.5-10 Al1C >%10

MONOTERAPI iKiLi KOMBINASYON UCLU KOMBINASYON INSULIN
SU/GLN

INSULIN®*# BIFAZIK

A1C >Hedef A1C >Hedef A1C >Hedef

*Tedawvi degisiklidi icin A1C >%7 veya bireysel hedefin ustunde olmali. **Monoterapide MET tercih edilir, ancak MET kontrendike veya
intolerans varsa diger oral anti-diyabetiklerden biri baslanabilir. ***Bazal insulin tercih edilmeli, gerekirse -SU/GLN ile verilmemek
kosulu ile- bifazik insiilin de baslanabilir. [MET: Metformin, DPP4-i- Dipeptidil peptidaz 4 inhibitoru, SU: Sulfoniliure, GLN: Glinid, PiO-
Pioglitazon, GLP-1A: Glukagon benzeri peptid 1 analodu, AGI: Alfa glukozidaz inhibitori).
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PC B-hucre rezervinin korunmasi

A Working Hypothesis...

Effects of Therapy
Observed : : :
_~Natural History Slowing

"Frogression
= g

[}-Cell ,.f \ 1-Erken insiilin
function| | gncet X =~ 2-TZD (Pio)
ity’ Recovery 3-inkretin Tedaviler

“Metabolic Toxici

Intensive Treatment




Bazal Insulin ekle

(0.2 IU/kg basla — 2-4 1U/nhf artir)

A1C

\ hedefte degil """';

Bifazik insuline geg
(Bazal dozu %60 sabah, %40
aksam ver, 2-4 IU/hf artir)

1 doz boliis insiilin ekle
(41U basla 2-4 IUMF artir)

A1C
hedefte degil

2 doz boliis insiilin ekle GLP-1A ekle

(41U basla 2-4 IU/f artir) il g (BKi > kg/m” ise, disiik doz basia,
1 ay sonra artir)

Bazal-Boliis insiilin geg
(3x4 U basla — 3-6 IU/hf artir)

SEKIL 9.2 Tip 2 diyabette insiilin tedavisi

TEMD 2013
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