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Uclii oral antidiyabetik kombinasyonlari
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\2...&/ Endokrinoloji ve Metabolizma Hastaliklari Bilim Dali




FARKLI HASTALIKLARA BAGLI OLUM HIZLARI
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| Antidiyabetikler
Insulin disi oral ve enjektabl tedaviler

Insiilin duyarlastiricilar
—Biguanidler; metformin
—Tiazolidinedionlar; pioglitazon

Insulin salgilaticilar
—Sulfonilureler
—Glinidler

Glukoz emilimini inhibe edenler

—a- glukozidaz inhibitoru; akarboz
Inkretin temelli ilaglar

—DPP-4 inhibitorleri
—GLP-1 analoglari
SGLT2 inhibitorleri




UKPDS: B-hucre fonksiyon azalmasi degistirilebiliyor mu?
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*Dashed line shows extrapolation forward and backward from years 0 to 6 from diagnosis based on Homeostasis Model Assessment (HOMA) data from
UKPDS.

sLebovitz HE. Diabetes Rev. 1999;7:139-153.



HbAlc Degisimi (%)

GLISEMIK KONTROL SURDUREBILIRLIK
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Tip 2 diyabette insulin tedavisi gerekliligi

Tanidan ~ 5 yil sonra hastalarin ~ %50’sinde

H_/

A1C hedefine ulasmak igin
Insiilin kullanim1 gerekecektir

Sulfonure alan hastalarin 4-5 yil sonra
~ 70 %’ inde sekonder yetersizlik



Diyabetli Hastalarin Tedavisinde
Ne Kadar Hedefteyiz?

A1c<7.0 Alc<7.0
%32 % 7

Tip 1 DM Tip 2 DM
Hastalari Hastalari

Uking K, Erséz HO, Erem C et al TJEM 2004




Insiilin kullanimina ragmen kan sekeri kontrolii: YETERSIZ

Ortalama = %8.4

500
%78.0 = HbA1c%7.0

z, 400
S
g %32.3 =2 HbA1lc%9.0 n= 3658
c 300 insiilin kullanan hastalar
5
o 200
ﬁ %18.2 = HbA1c%10.0
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Gough ADA 2006



e [lag nedir ?
* Dogru etki ve zararsiz

» Patogenezi net bilmiyoruz,
yatirnmlar ve calismalar yanhs bakis
acisina gore yapildi

« Kumar - Rastlanti
¢« 10-15 YIL

* Negatif sonuclar yayinlanmiyor
Calismalarin cogu saklanmis oluyor
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TEDAVI AMACI




Diyabetin Yonetiminde Hedefler

Daha Fazla Daha Fazla Daha Az Belirgin
Hasta Becerisi | Kendine Bakim Kasi Koyma “Inkar’

|

En lyi Metabolik En Az Hipoglisemi | Kendine Guvenli

)

Kontrol Atag! Yasam Tarzi
Gec Doku Akut Problemlerden

Hasarindan SELInE!

Sakinma

DAHA FAZLA YASAM KALITESI




Onay oncesi KV guvenirlilik gorulmeli mi ?

* Upjohn sirketi 1961 Tolbutamid calismasi, firma ile FDA dek
bazi akademisyenler arasinda iliski saptandi. Gecikmeli
olarak 1970 yilinda olum nedeniyle durdurudu. Tum ila¢
firmalari sonlanim ¢alsmalarini birakti FDA kan sekeri
dususu gosteren neredeyse her ilaci onayladi

« Muraglitazar 2005 yilinda KV olaylari arttirma egilimde
oldugu halde KV markerlara iyi gelmesi sebebi ile FDA’den
8 e karsi bir onay alirken metformin 7e karsi 2 ile onay
alabildi. Ayni yilin sonunda ayni neredeyse ayni veriler ile
Nissen ve arkadaslari > 2kat olum saptadi. FDA firmadan ek
KV uzun donem calismasi istedi. Calismanin tamamlanmasi
ile gecikmeli olarak ila¢ toplatildi.

* Roziglitazon



Fransiz leylagi- kecisedefi

GOANT'S RUL
GALEGA OFFICINALIS
//'/.r'fz'/ //

\ /y/.-/A‘-'/?"'-J

/Q‘- lenlial uded
Carcer

[ 7/ »_,’/f:r'

pranize

(// ':'('"J (27 ‘l’é’/’-' 17 1-"(“,."1"}/: 71"}1'7/'

5 #,
/ /27/7/‘// dor'd




Antidiyabetik ilaclar
KV guvenirlilik karsilagstirmasi —Kanit Duzeyi

Kanit duzeyi
Tiim nedenlere Bagh Oliim Diisiik, cok diisiik

Kardiyovaskiiler nedenlere Baglh Oliim Diisiik, cok diisiik

Oliimciil olmayan Ml, Felg Diisiik, cok diisiik

Periferik Damar Hastaligi Dusuk, cok dusuk
Mikrovaskuler Hastalik Dusuk, cok dusuk

Bolen Ann IM, 2011



Metformin Karsilastirmasi

Kilolu Hastalar

RR (95% CI)

RR P 0.2 5
Diyabete bagli son nokta
Metformin 0.68 0.0023 ——
Diyabet iligkili olum
Metformin 0.58 0.017 ——
Tum edenlere baglh olum
Metformin 0.64 0.011 ——
Ml
Metformin 0.61 0.01 .

Metformin lehine Konvansiyonel



Inkretin Bazl ilaglarin KV Sonlanim
Meta-analizler

Exenatide BID? 12 3945 Risk ratio 0.70
(2316 exenatide BID; 1629 comparator) (95% CI 0.38-1.31)
Liraglutide? 15 6638 Incidence ratio 0.73
(4257 liraglutide; 2381 comparator) (95% CI 0.38-1.41)
Linagliptin3 5239 Hazard ratio 0.34
(3319 linagliptin; 1920 comparator) (95% CI 0.16-0.70)

Saxagliptin 4607 Relative risk 0.43
(3356 saxagliptin; 1251 comparator) (95% CI 0.23-0.80)
Sitagliptin® 25 14,611 Incidence ratio 0.83
(7726 sitagliptin; 6885 comparator) (95% CI 0.53-1.30)
GLP-1 receptor 37* 15,398 Odds ratio 0.78
agonists® (8619 GLP-1 RA; 6779 comparator) (95% CI 0.54-1.13)
DPP-4 inhibitors” 70t 41,959 Odds ratio 0.71
(95% CI 0.59-0.86)

*25 trials reported 21 CV event and were included in the main analysis.
763 trials reported 21 CV event and were included in the main analysis.

1. Ratner R, et al. Cardiovasc Diabetol. 2011;10:22. 2. Marso SP, et al. Diab Vasc Dis Res. 2011;8:237-240. 3. Johansen OE, et al. Cardiovasc
Diabetol. 2012;11:3. 4. Frederich R, et al. Postgrad Med. 2010;122:16-27. 5. Engel SS, et al. Cardiovasc Diabetol. 2013;12:3. 6. Monami M, et al.
Diabetes Obes Metab. 2014;16:38-47. 7. Monami M, et al. Diabetes Obes Metab. 2013;15:112-120.



KV sonlanim Calismalari

SAVOR-TIMI 531 Saxagliptin vs placebo T2DM with history of Completed
CVD or CV risk

EXAMINE? Alogliptin vs placebo T2DM with recent ACS Completed

TECOS?® Sitagliptin vs placebo T2DM with pre-existing Dec 2014
CVvD

ELIXA% Lixisenatide vs placebo T2DM with ACS Jan 2015

LEADER® Liraglutide vs placebo T2DM with CV risk Oct 2015
EXSCELS® Exenatide ER vs placebo T2DM Dec 2017

CARMELINA’ Linagliptin vs placebo T2DM with CV risk Jan 2018
CAROLINAS® Linagliptin vs glimepiride T2DM with CV risk Sep 2018




GLP1 reseptor Agonisti

 Pankreas Guvenligi : EMA ve FDA kesin sonuca henuz
ulagamadi; simdiki datanin desteklemedigini belirtiyorlar

* Bulanti, kusma, ishal: hidrasyon ¢cok onemli

Egan AG NEJM 2014,370



llk oral diyabet ilacinin klinige girisinden 50 yildan fazla
zaman gecti

Diyabet ilaglarinin makrovaskuler hastaligi sonlanim
noktasi olarak goren lyi dizayn edilmis, yeterli, istatistiki
gucte karsilastirmali etkinlik calismasi yok

Bunun sebebi daha onceki saglik politikasinin tedavi
hedefi olarak glukosentrik olmasi (etkinlik A1c)

Cogunda yuksek kardiyovaskuler risk elimine edildi

Guvenlik sorunu olunca hastalar yeni guvenlik datasi
olmayan urunlere yoneldirler (Rozi...DPP4 inh)



* Metanaliz ve posthoc calismalarina randomize calisma
olmadigindan deger gereginden fazla veriliyor.

« ACCORD’da olume yol acan etkeni bulmakta bu yuzden
zorlaniyoruz

- DENGE .....Illa¢ gelisimi ve giivenlik



UKPDS (HbA1c dusurmek)

Hemoglobin A1C 7.9% versus 7.0%

Any end point l 12% P=0.03
« Microvascular disease l— 24% P=0.01
Macrovascular disease l 16% P=0.052
Blood Pressure 154/87 versus 144 /82
« Any end point -l 24% P=0.005
+ Microvascular disease l 37% P=0.009

« Macrovascular disease l 44 9% P=0.013




Yasam tarzi
degisikligi
Metformin (1995)

Instlin (1921)

SulfonilUreler (1946)
Glinidler (1997)

Tiazolidinedionlar
(1997)

Alfa-glukozidaz
inhibitorleri (1995)

GLP-1 analoglari
(2005)

DPP-4 inhibitorleri
(2006)

AKS’de azalma

40-60 mg/dl

50 mg/dl
50-80 mg/dI
40-60 mg/dl

30 mg/dl

25-55 mg/dl
20-30 mg/dl
20-30 mg/dl

20-25 mg/dl

A1C’de azalma

%1.0-2.0

%1.5

%1.5-2.5

%1.0-2.0

%1.0-1.5

%0.5-1.4

%0.5-0.7

%0.5-1.2

%0.5-0.8




Antidiyabetik ilaclar ve kan sekerine etkileri

ilag Kan sekerine etki
Alfa-glukozidaz inhibitorleri Tokluk

Safra asit sekastrani Tokluk

Metformin Aclik

DPP-4 inhibitorleri Tokluk

Dopamin agonistleri Tokluk

Glinidler Tokluk

GLP-1 agonistleri Kisa etkili TKS; Uzun etkili AKS+TKS
SU AKS+TKS

Tzd AKS+TKS

Bazal insulin Achik

Bolus insulin Tokluk




EN Yl ZAMAN

Kombine edilmis ajanlar : ilk ana ogun (sabah)
oncesi verilebilir
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Kombinasyon Tedavi lhtiyaci
(UKPDS)

Hasta %

80%

70% 1~

60% 1~

50% -

40% -

30% -

20% -

10% -

0% - .

m 3YIL m 9YIL




MS26



KOMBINASYON TEDAViISI
SINERJISTIK / ADITIF Mi?

1+1% 2

- llk ila¢ olarak (-1.5%)- (-2%)
- ikinci ilag eklenmesi (-1%)- (-1.5%)
« Uglincii ilagc eklenmesi (-0.5%)- (-1%)




KOMBINASYON ADITIF Mi ?

Change in
Study Group HbA,., %
Glimepiride add-on to Metformin 0.07} 0.34
metformin monotherapy® Glimepiride 027 .

Metformin + Glimepiride -0.74
Vildagliptin and Pioglitazone 30 mg -1.4
pioglitazone in drug Vildagliptin 100 mg =171
naive patients® Vildagliptin 100 mg + Pio 30 mg -1.9

Vildagliptin 100 mg + Pio 15 mg -1.7
Saxagliptin and Metformin -2.0
metformin in drug naive Saxagliptin 10 mg -1.7
patients® Saxagliptin 10 mg + Metformin 2.5

Saxagliptin 5mg + Metformin 2.5
Alogliptin and Pioglitazone 30 mg -1.2
pioglitazone in drug Alogliptin 5 mg 1.0
naive patients< Alogliptin 25 mg + Pioglitazone 30 mg  -1.7
Dapag_lifl_ozin and Saxagliptin + Metformin -0.88 }_2 08
saxagliptin add-on to Dapagliflozin + Metformin -1.20 '
metformin monotherapy® gaxA + DAPA + Metformin 147

-2.5

-2.2

a. Charpentier G, et al. Diabet Med. 2001:18:828-834[5]; b. Rosenstock J, et al. Diabetes Obes Metab.
2007;9:175-185081; c. Jadzinsky M, et al. Diabetes Obes Metab. 2009;11:611-622[7]; d. Rosenstock J, et al.
Diabetes Care. 2010;33:2406-2408[8]; e. Rosenstock J, et al. ADA 2014. Abstract 127-LB.["]




inkretin o5 el e B ULt I, Tzd, metformin

nkretin
Azalmis insulin

k
sekresyonu Artm|§

I
Lipoliz
Adacik a hucresi
ao> st

Artmis glukagon sekresyonu
Inkretin

Metformin
Inkretin

Inkretin, Bromkriptin Diabetes 58:773-795. 2009

—T7d. inkretin



ER Stresi 1

Lipotoksisite 1

AMPK |

Mitokondrial
Disfonksiyon 1

Insiilin
Direnci

Insiilin
Artisi 1

Adiponektin |

Inflamasyon 1

Oksidatif
Stres 1



OAD

Tamamlayici Etkiler

Etki

1 Insulin sekresyonu -
1 Insulin sensitivite ve etkisi

| Hepatik glukoz Gretimi

Metformin
Glinidler

D
GLP-1 RA
DPP-4
inhibhitorleri

| Mide bosalmal/glukoz emilimi

A EEEE =
ok v 0000

Rodbard H, Endocr Pract. 2009;15:540-559; Drucker D, Diabetes Care. 2010;33:428-433.




Sitagliptin ve Metformin T2DM
metabolik defektleri hedefler

Beta-hucre Insulin

Disfonksiyonu direnci
| “\r’
Y7 4 Metformin
insulin
sensitivitesini arttirir

(KC> Kas, Yag)

Sitagliptin
Beta hucre fonklsyonunu
duzeltir; insulin sentez ve
sekresyonunu arttirir

Sitagliptin ,\ > Metformin
Glukagonu suprese ederek 2 Glukoneogenez ve
HGC azaltir Hepatik Glukoz glikojenilizi azaltarak HGC

Asiri yapimi (HGC) azaltir
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Erken ve uygun yaklasim
hedefe ulasmayi kolaylastirir

Klasik Yaklagim OAD +
Coklu insiilin
Diyet ve OAD OAD OAD OAD +
Egzersiz  monoterapi ikili ucli bazal insulin

TRUNN S R S A l

8 vV ' g

A1C hedefi 7%

Diyabet suresi

= Kalsik basamakli yaklagim = Erken ve proaktif yaklagim

Del Prato S et al. Int J Clin Pract. 2005;59(11):1345-1355.



Yeni Tani T2DM hastalarinda
baslangicta uclu tedavi-basamakli klasik ekleme

 Metformin + Pioglitazon + Exanatid
Metformin + Sulfonure + Bazal insulin
Daha iyl kontrol

Hipoglisemi daha az

Kilo azalmasi 1.2 kg

Defronzo ekibi
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original article e vy e

Initial combination therapy with metformin, pioglitazone

and exenatide i1s more effective than sequential add-on therapy
in subjects with new-onset diabetes. Results from the Efficacy
and Durability of Initial Combination Therapy for Type 2 Diabetes
(EDICT): a randomized trial

ML A Abdul-Ghani', C. Puckett?, C Triplitt!, 0. Maggs®, 1 Adams!, E. Cersosimo’ & B A DeFronzo!
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Del Prato S Int J Clin Pract 2010;64:295-304.



Erken insulin tedavisi — Tip 2 Diyabet

Prediyabet veya diyabet ile birlikte kardiovaskuler risk faktorleri
olan hastalarda baslangicta Glarjin tedavisi (N=12,537)

Outcome Insulin Glargine Standard Care Hazard Ratio (9525 CI) P Value
(N=6264) (N=6273)
o 100 ro 100
. (78] patient-ypr no. (9] patieri-yr
First coprimary cutcome {16.6) 294 1013 (16.1) 285 ’ 1.02 (0.94-1.11)
Second coprimary outcome {28.6) 5.52 1727 (27.5) . 1.04 (0.97-1.11)

Microvascular outcomes {21.1) 3.87 1363 (21.7) ; ’ 0.97 {0.90—1.05)
Total mortality 51 (15.2) 257 965 (15.4) 2. 0.98 (0.90_1.08)

Total myocardial infarctions (3.4} 0.93 326 (5.2) 1.02 (0.828-1.19)
Total strokes {3.3) 0.91 319 (5.1) . 1.03 (0.89-1.21)
Death from cardiovascular causes (9.3) L57T 576 (9.2) 1.00 (0.89-1.13)
Hospitalization for congestive heart failure (4.9) 0.85 343 [5.5) 0.90 (0.77-1.05)
Revascularization {14.5) 2.69 860 (13.7) ; 1.06 {0.96-1.16)
Angina {11.3) 2.07 743 (11.8) .1 0.95 (0.85—1.05)

Unstable {(3.8) .66 261 (4.2) 0.91 (0.76—1.08)

Mew {1.6) 0.27 138 (2.2) 3 0.72 (0.56—-0.93)

Worsening (7.3) 1.29 446 (7.1) 1.02 (0.89-1.16)
Limb or digit amputation {O.8) 0.13 53 (0.8) .3 0.89 {0.60-1.31)
Cardiovascular hospitalization (33.2) 6.98 2071 (33.0) 1.00 (0.94_1.07)
Moncardiovascular hospitalization {37.3) 7.90 2349 (37.4) . 0.959 (0.94-1.05)

Ay cancer {7.6) 1.32 477 (7.6) 3 1.00 (0.833-1.13)

Death from cancer (3.0) 0.51 201 (3.2) .54 H Q.94 (0.77—-1.15)
T 1
0.5 : 2.0

Insulin Glargine Standard Care
Better Better




OBJECTIVE To compare time to acute myocardial infarction (AM I, strale, or death ina cohart
Original Investigation aof metfarmin initiatarswho added insulinor a sulfonylurea.
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BIREYSEL TEDAVI

Ya AACE HbA1C < 6.5
S ADA HbA1lc <7

Vucut Agirligi
Komplikasyonlar / Hipoglisemi riski

Sure / Yasam beklentisi

AACE
ilk HbA1c < 7.5 ikili
ilk HbA1c < 7.5 iiclii

Fiyat / Egitim

Inzucchi Diatetes Care 2015



Risk-Yarar Dengesi
(Hipoglisemi ve kilo artisi)




Hiperglisemi tedavisine yaklasim

Siki kontrol Gevsek kontrol
Hipogliseminin ile iliskili ‘
potansiyel riskler diisiik yiiksek
Hastalik siiresi _____-_
yeni tani uzun
Yasam beklentisi
uzZun kisa
Onemli komorbidite ,—
var Yok
Vaskiiler komplikasyon
var yok
Destek sistemi

Diabetes Care 2015



Hasta Egitimi

‘En cok bilen diyabet hastasi en uzun yasar’
Elliott Joslin MD

Hasta icin neyin onemli oldugunu anlamak
Cekincelerini tartismak
Hasta ile birlikte tedavi kararini vermek,



KOMORBIDITELER

Metformin KVH acisindan yararli
(UKPDS),Hipoglisemiden kacin, SU ? ve TZD ? kacgin;
inkretin bazlilarda sonuclar henuz ¢cikmadi

Cogu durumda metformin verilmeli,
tzd verme, inkretin bazli tedavide DPP4 dikkat et..

hipoglisemi riski artar; metformin ile
laktik asidoz riski; SU riskli; inkretin bazlilarda doz ayari;
GFR <30 olanlarda hi¢birini verme

Karaciger yaglanmasinda
Metformin, DPP4 ve pio uygun Kisilere verilebilir;
yetmezlikte insulin

Mortaliteyi arttirir; ilac secimide ¢cok
onemli



Metfromine eklenen ajana gore
Hipoglisemi Riski

IIk Tedavi Ek Tedavi
DPP-4 inhibitorleri

Daha az

hipoglisemi GLP-1 reseptor agonistleri

TZD’ler



Ciddi Hipoglisemi - Mortalite ve KVO riski

Macrovascular events
3.45 (2.34-5.08); P < .001

Death—any cause
3.30 (2.31-4.72); P< .001

Death—CV cause
3.78 (2.34-6.11); P < .001

Death—non-CV cause
2.86 (1.67-4.90); P < .001

ADVANCE Trial Results?

VADT Results?

Macrovascular events
1.88 (1.03-3.34); P=.04

Death—any cause
6.37 (2.57-15.79); P = .0001

Death—CV cause
3.73 (1.34-10.36); P=.0117
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Antidiyabetik Ajanlar ve Kilo

sinif ilaglar Kilo Etkisi

Amilin analogu Pramlintid !

Biguanid Metformin

SGLT-2 inhibitoru Canagliflozin

!
GLP-1reseptor agonistleri Exenatide, exenatide XR, !
!
<>

a-Glucozidaz inhibitérleri Akarboz, miglitol

Safra Asit Sekastrani Colesevelam

DPP-4 inhibitorleri Alogliptin, linagliptin, saxagliptin, sitagliptin
Dopamin-2 agonistleri Bromokriptin

Glinidler Nateglinid, repaglinid

Sulfonureler Glimepirid, glipizid, gliklazid, glyburid

insulin Aspart, detemir, glargine, glulisine, lispro, NPH, regular

Tzd ( Pioglitazone, rosiglitazone




Ek Yan Etkiler ve Komplians azalmasi
Kombinasyon tedavisine karsi iki potansiyel engel

Uyum ile ilgili en sik sorunlar

Tanimlanmamis
11%

Ucret 8%

Dozu
QEWEVETETE]

58%

23% Yan Etkiler

Grant RW Diabetes Care. 2003;26:1408-1412.

Uyum Orani, %

60 A

50 A

40 A

30 A

20 A

10 -

Multi-ilag Tedavisi Uyumu Azaltiyor

Metformin Sulfoniire Metformin +
(n=2996) (n=21,987) Sulfoniire
(n=1354)

Dailey G Clin Ther. 2001;23:1311-1320.



Metformin ilagc eklenmesi

SuU

DPP4 inh.
TZD

GLP-1 agonisti

SGLT-2 inhibitorleri

Avantaj
Deneyim fazla; ucuz; Oral

Kilo notral; Oral

Surdurulebilirlik; Oral;
degisken fiyat

Kilo ve kan basinci azalmasi

Kilo kaybi, distuk SKB, oral,
hipoglisemi riski dusuk

Dezavantaj
Hipoglisemi, kilo alimi, KV
guvenilirlik?
KKY ?, Pankreatit?, pahali

Odem: KKY, kilo alimi, kirik,
mesane kanseri ?

Gl YE, pankreatit ?,
injeksiyon, pahall

Genital mikotik infeksiyon,
hipotansiyon, yuksek fiyat,
KV guvenlik ?7?

LDL artis1 ?7?




Metformin Akarboz | insiilin | DPP-4 GLP-1R
inhibitorleri Agonistleri

Etkinlik ++,+ ++

Hastahk : ? ?
progresyonuna
etki

Kardiyovaskiiler Rosi.(-)
ertkiler R. ve P.
Voliim T

Tolerans orta Orta

Agirhik artisi + Kilo kaybi

Tek basina + -
hipoglisemi

Milan k. Patel, Br j Clin Pharmacol 2010; 70 Parks M et al N
Engl Med.2010; 362:774-7




Sinirhhk

llag

SU, glinidler, insulin
SU, Glinidlar, glitazonlar, insulin
Glitazonlar, insulin

Metformin, alfa-glukozidaz inhibitorleri
Metformin

Glitazonlar, metformin, sulfonureler

Tum ilaglar

Glitazon disinda tum ilaclar




Oral Antidiyabetiklerin Maliyeti

Matofin 500 mg 100 XR Th
Glucophage 850 mg 100 Tb
Glukofen 1000 mg 100 Th

Metfull 500 mg 100 Efervesan Tb

Amaryl 3mg 30 Tb

Glucotrol XL5mg 20 Th
Diamicron MR 60 mg 30 Tb
Novonorm 1 mg 90 Tb
Starlix 120 mg 84 Tb
Glucobay 50 mg 30 Th
Actos 30 mg 28 Tb
Dropia-Met 15/850 mg 30 Th

Galvus 50 mqg 56 Th
Galvus Met 50/1000 mg 60 Tb

Januvia 100 mg 28 Tb
Janumet 50/1000 mg 56 Tbh
Onglyza 5 mqg 28 Th

9.32 TL
14.72 TL
12.74 TL
8.12 TL
5.22 TL
8.72 TL
9.69 TL
17.49 TL
39.23 TL
5.35TL
39.47 TL
24.27 TL

102.22 TL

03.74 TL
87.07TL
87.07 TL
91.38 TL

0.093 TL
0.147 TL
0.127 TL
0.081 TL
0.174 TL
0.436 TL
0.323 TL
0.194 TL
0.467 TL
0.107 TL
1.071TL
0.809 TL
1.825 TL
1.562 TL
3.110 TL

1.555 TL
3.264 TL

0.280 TL
0.442 TL
0.382 TL
0.244 TL
0.348 TL
0.436 TL
0.646 TL
0.583 TL
1.401TL
0.321 TL
1.071TL
1.618 TL
5.476 TL
3.125 TL
3.110 TL

3.110 TL
6.527 TL
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Sitagliptin

1x100mg

Vildagliptin

2x50mg

Exenatide

2x10mcg

Metformin

3x850mg

Metformin

2x1000mg

Gliclazide MR

1x60mg

Gliclazide MR

1x120mg

Repaglinid

4x0.5mg

Repaglinid

4x2mg




Annals of Intermnal Medicine

ESTABLISHED IN 1927 BY THE AMERICAN COLLEGE OF PHYSICIANS

From: Effect of Antihyperglycemic Agents Added to Metformin and a Sulfonylurea on Glycemic Control and Weight Gain in
Type 2 Diabetes: A Network Meta-analysis

Ann Intern Med. 2011;154(10):672-679. doi:10.7326/0003-4819-154-10-201105170-00007

GLP-1 agonists

LP-1 agonists 0211028 |0.25|0.149]0.07 Acarbose 0.25(0.62|0.13

!
T

hiazolidinediones |0.08 |0.19|0.35(0.30/0.08|0. Placebo 0.13/0.87

.

DPP-4 inhibitor 0251011014026 023 | 0. Insulin 0.00 {0.00 | 0.00

Acarbose 0.08|0.06|0.07/0.18|0.59 | 0. Thiazolidinediones 0.00

Placebo 0.00 | 0.00

Ranking

Figure Legend:

Network meta-analysis of antihyperglycemic agents.Green dots account for the estimated probability (the higher the probability, the larger the dot).
DPP-4 = dipeptidyl peptidase-4; GLP-1 = glucagon-like peptide-1. Left. The estimated probability that each treatment is ranked first, second, or third
as the most effective for changing hemoglobin A, levels. Right. The estimated probability that each treatment is ranked first, second, or third as the
most effective for avoiding an increase in weight.

Date of download: 4/3/2015 Copyright © . All rights reserved.


http://www.annals.org/
http://www.acponline.org/

Table 3. Network Meta-analysls Compating All Nonlnsulin Antlhyperglycemic Agents and Insullns: Mean Changes In HbA, Level
and Welght

Treatment Change in HbA, _ Level (95% CH}, %

Placzbo GLP-1 Agonists In=zulin Thiazolidinediones CPP-4 Inhibitors Acarbose

Placeko - - - -
GLP-1 agonists —1.01 {—1.38to —0.66) - - -
[rsulin —1.08 {(—1.41 te —077) 007 (=041 to 025, - -
Thiazolidinediones —0%25 (=127 to —0.65) D05 (=035 to 05 D2 {(—0A6to 041

(- )

(= )

CFP-4 inhibitors —0.%4 (—1.58t0 —0.36 007 (06 toDET) D14 {(—0.51 to 0.77) 0.0 (=067 to 0.62)
Acarbose =070 (=133 to —0.08 031 (=04 to1.03) 038 (028t 1.06) 025 (—032to 0.53) D24{-055t01.13)

Change in Weight (95% CH), kg

Placebo GLP-1 Agonists Insulin Thiazolidinediones DPP -4 Inhibitors

Placabo - - -

GLP-1 agonists —1.63 (=271 to —0.&0) - -

[risulin 284 MT7E Lo 390 447 (271 to 5260 -

Thiazolidinediones 425 (2 T6Hto 568 589 (4 8dte 7.2 1.42 029 to 2,659

DFPP-4 inhikitors fLA, F A&, f f8,

Acarbose —096 (—2 77 to0.73) 067 (—137to263) —-379(-5%911tc—1.88) —-521(-753to 298 NA

Crl = credible interval; DPP-4 = dipeptidyl peptidase-4: GLP-1 = glucagon-like peptide-1: HbA|_ = hemoglobin 4, M4 = not wailsble,




Uclii tedavi rejimleri

Metformin GLP-1R agonlstl
DPP-4 1nh1b1t0ru Glinid veya SU

TZD: tiazolidindion
SU: siilfoniliire

Endocr pract, 2009, 15:540-59



Ucli tedavi rejimleri

Metformin GLP-1 R agonisti veya DPP-4 inhibitorii

GLP-1 R agonisti veya DPP-4 inhibitorii

Endocr Pract, 2009; 15:540-549



Uclii tedavi rejimleri

Metformin

TZD: tiazolidindion
SU: siilfoniliire

GLP-1 R agonisti
veya
DPP-4 1nh1b1t0ru

GLP 1 R agonisti
veya
DPP-4 inhibitori

Endocr pract, 2009, 15:540-59



TZD ciddi insulin direnci olan ve yuksek kardiovaskuler riski
olan bireylerde (Ml ve fel¢c sonrasi ?) fayda orani zarar
oranini gececegini dusundugumuz hastalara

YASLI dehidratasyona yatkin bireylerde SGLT2 verme
Genital mantar oykusu olan bayanlara vermeyelim

Mesane kanser riski olan bireylere TZD ve SGLT2
verilmemeli



Tip 2 Diyabet Tedavisi: 3. Ajan

ikili Tedavi yetersiz kalinca

Dual oral

Metformin +
Sulfoniire / DPP4 4

4
P \//‘

Injeksiyonlar

Ucli oral tedavi -

Metformin + SUs/DPP4 insulin GLP1-agonistleri

+ SGLT2-inhibitor

Pio eklemek yerine

Obez ve hipertansif hastalarda hipoglisemi riski fazla
olanlarda




Monoterapi-Kombine Terapi Kiyaslamasi

« Ancak ortalama HbAlc duzeyi dusurme etkisine bakildigi
zaman ikili ilagc kombinasyonlarinin, monoterapilere gore %1
daha fazla dusus sagladigi goruluyor

« Cesitli diger kombinasyon tedavileri de HbAlc dusurme
acisindan benzer etkiye sahip



Mevcut llaclar Arasinda Secim

Yararlari
Etki/sinif modalitesi
Yan etkileri
Maliyet
gozunune alinarak belirlenir



Diyabette Akilci llag Kullaniminda
Dikkat Edilecek Noktalar

Tedavi Hedefleri Istenmeyen olaylar ve yan etkiler

> Glisemik kontrolii veya * Hipoglisemi (Hafif ve orta derecede)
Hemoglobin Alc (HbAlc) * Gastrointestinal (Gl) yan etkiler

> Viicut agirhg . KOnje.S:[If kalp yetmezligi
« Karaciger hasari

» LDL kolesterol - Kalga ve kalga harici kiriklar
> HDL kolesterol * Uzun vadeli klinik sonugclar
» Trigliserid

Tum nedenlere bagh olum
« Kardiyovaskuler olum

- Oliimciil olmayan miyokard
infarktusu ve inme

« Mikrovaskuler sonuclari (retinopati,
nefropati, noropati)

» Kan Basinci



Select a patient profile Treatment recommendations (median score)

© Current treatment

0 1 2 3 { S 6 3 S
MET + SU MET + TZD
Add SU
MET + DPP-4-| MET + GLP-1RA MET + INS
Add TZD
© Reason for treatment change
Insufficient control Intolerance ‘Add DPP-4-i
0 Latest HbAlc level 87 v % |72 » mmol/mol Add GLP-1 RA
@ HbAlc target 70 + % 5 |+ mmol/mol 2
Difference 7 | % [ mnel/mol Add Insulin
© Risk of hypoglycaemia
o Add SU
Uncertain

© Body Mass Index (kg/m2)

e 1 A - 7
SiEas = =309 The panel considered the balance of benefits and risks of this
regimen generally to be less optimal for this patient profile
© Life expectancy In addition, the prasence of the follewing co-morbidity(ies)
R urges its cautious use, and may need considering an
< 2 years alternative treatment choice:
Coronary heart disease [ streke
® Co-morbidities Coronary heart disease [ stroke (SU)
No Yes

Coronary heart disease [/ stroke

This condition forms a relative contra-indication for
Patient number: ¢ sulfonylureas and pioglitazone
Sulfonylureas are associoted with a risk of
hypoglycaemia that could be especially harmful in
patients with macrovascular disease: patient
information and education are required. However, there
is no avidence for a dinically relevant affect of
sulfonylureas on cell ischemia or ischemic
Additional reading precenditioning,
As pieglitazone was shown to improve macrovascular
outcomes in patients with established macrovascular
disease, pioglitazone is not contra-indicated in those
patients unless heart failure is present. However,
because of the highest risk of heart failure in patients
with previous myocardial infarction, treatment should

ha ctartod with tha lavwaer Anes and inrroacoand




- ikili-Uclii tedavi karsilastiriimasi
. Uglii- OAD+bazal insiiln karsilastiriimasi
« Uglii-premiks insiilin karsilastirmasi






Guideline-Based Antihyperglycemic Use
- .

Metformin Metformin Metformin Metformin Metformin Metformin

“+ - + + + +
SuU TZD DPP-4-i SGLT2-i GLP-1-RA Insulin (basal)

3-drug + + + + + +

combinations? (select 1) (select 1) (select 1) (select 1) (select 1) (select 1)
TZD suU suU su su TZD
DPP-4-i DPP-4-i TZD TZD TZD DPP-4-i
SGLT2-i SGLT2-i SGLT2-i DPP-4-i Insulin SGLT2-i
GLP-1-RA GLP-1-RA Insulin Insulin GLP-1-RA
Insulin Insulin

Combination
injectable Basal insulin + mealtime insulin or GLP-1-RA
therapy

Aianoe |eaisAyd pasealoul ‘jojuod Jybiem ‘Bunee AyjesH

*If needed to reach individualized HbA ., target after -3 months, proceed to 2-drug combination.
TIf needed to reach individualized HbA ., target after -3 months, proceed to 3-drug combination.
HIf need to reach HbA;, target after -3 months:

-if patient on oral combination, proceed to injectables

-if patient on GLP-1 RA, add-on basal insulin

-if patient on basal insulin, add-on GLP-1 RA or mealtime insulin

Inzucchi SE. et al. Diabetes Care. 2015:38:140-149.12




DAHA ONCE TANI ALMIS TEDAVI ALTINDAKI TiP 2 DiYABETTE
TEDAVI YAKLASIMI

HbA1C

TEDAVI PLANI TEDAVi SECENEKLERI <75|759] >9

MONOTERAPI Yasam Sekli Degisikligi i Metformin I
s e 2 Metformin Metformin Metformin * +
IKILI KOMBINASYON Siilfoniliire Pioglitazon DPP4 inhibitor lI H

. Metformin Metformin Metformin RKonbinasy
UCLU KOMBINASYON Siilfoniliire Siilfoniliire Inkretin Bazhi Tedaviler St + *
Inkretin Bazli Tedaviler Pioglitazon Pioglitazon

BAZAL INSULIN i Metformin Metformin )
. Ll\/%l:;zt)‘(lnlillln:lllm Bazal Insiilin Bazal Insiilin KOIIlblII'ZlS_)'OIl
KOMBINASYONLARI - = Glind Inkretin Bazli Tedaviler Tedavisi 2

COKILU DOZ INSULIN Metformin Metformin Metformin

. Hazir Kanisim Insiilinler Coklu doz Coklu Doz Insiili Tedavisi
KOMBINASYONLARI (25/30/50) insiilin Tedavisi Inkretin Bazli Tedaviler

Yasam sekli degisikligi tiim basamaklarda 6nerilmelidir.

Akarboz tiim basamaklarda kombinasyon olarak kullanilabilir.

En fazla 3 aylik tedaviye ragmen HbA1C %7.5’in ustiinde ise bir sonraki basamaga ge¢melidir.

Etkin bir oral antidiyabetik tedavisine ragmen HbA 1C %9’un lizerinde ise dogrudan insiilin tedavisine ge¢ilmelidir.

Tip 2 diyabette glisemi regiilasyonu saglandiktan sonra dinamik izlem siirdiiriilmeli, gerekirse tekrar bir onceki basamaga doniilerek
ilaclar ve dozlar1 azaltilmalidir.

Kombinasyon Tedavisi-1: Secilmis vakalarda kisiye 6zel ek farkli kombinasyonlar yapilabilir.

Kombinasyon Tedavisi-2: Secilmis vakalarda kisiye 6zel pioglitazon yada farkh oral antidiyabetik kombinasyonu yapilabilir.




YENI TANI ALAN TIiP2 DIYABETTE TEDAVI YAKLASIMI

f’ N
HBA1C (%) BETA HUCRE REZERVI1 TEDAVI PLLANI

<8 Yeterli Y SD + Metformin

Yeterli Ikili Kombinasyon

Yeterli ikili / Uclii Kombinasyon

>10 Siirda Yetersiz Bazal insiilin + OAD/GLP1 analog

\_ >10 Yetersiz insiilin Coklu Doz v

*Beta Hiicre Rezervi Yeterli (C Peptid: >2ng/ml), SimirdaYetersiz (C peptid: 0.5 - 2ng/ml)
Yetersiz: (C Peptid: <0.5 ng/ml)

* Beta Hiicre Rezervi Yetersiz (C Peptid <0.5ng/ml) tiim hastalar HbA1C den
bagimsiz olarak insiilinle tedavi edilmelidir.




GLYCEMIC CONTROL ALGORITHM

LIFESTYLE MODIFICATION

ENTRY A1c < 7.5% ENTRY Al1c 2 7.5% ENTRY Al1c > 9.0%

| MONOTHERAPY"*
@ Metformin

S RACELT DUAL THERAPY" o DUAL

THERAPY

& oppa-i GLP-1RA @& INSULIN

. L i + OTHER
DPP4- .

@ Ac-i ' TRIPLE THERAPY"* === AGENTS

THERAPY

TZD 1 ,
- o GLP-1RA @
#* SGLT-2 1 Z

e TZD
Basal insulin 1 %
** SGLT-2 1!
MET Colesevelam @ >
If Alc > 6.5% orother b Basal insulin !
in 3 months add Aretline Bromocriptine QR @ A .
second drug agent — @ DPP4-i @
(Dual Therapy) Colesevelam @
SU/GLN ! MET ‘

or other Bromocriptine QR @

first-line z
agent ' s @

ADD OR INTENSIFY INSULIN

If not at goal in 3
months proceed
to triple therapy

SU/GLN !

If not at goal in 3
months proceed LEGEND

*  Order of medications listed are a suggested hierarchy of usage to or intensify

- : _ Few adverse events .
** Based upon phase 3 clinical trials data insulin therapy = A = Use with caution

or possible benefits

I P R O GRESSION OF DI SEA S E NI

Copyright © 2013 AACE May not be reproduced in any form without express written permission from AACE.



PROFILES OF ANTIDIABETIC MEDICATIONS

_—

Neutral

Neutral

Neutral

Slight

WEIGHT N oea

Contra-
indicated
Stage
3B.4,5

Moderate

Neutral

Dose
Adjustment
May be
Necessary
{Except
Linagliptin)

Neutral

Exenatide
Contra-
indicated
CrCl < 30

May
Worsen
Fluid
Retention

Neutral

MET | DPP-4i \ GLP-1 RA ‘ TZD \ AGI | COLSVL ’ BCR-QR

Neutral Neutral

Severe

Neutral

Neutral Neutral

Moderate

Moderate

INSULIN ‘ SGLT-2 ‘

Moderate
to Severe

PRAML

Neutral

More
Hypo Risk
& Fluid
Retention

Infections

Neutral Neutral Neutral

Neutral

Moderate

Benefit

Neutral

Moderate Neutral
Neutral Neutral Neutral Neutral
Neutral
Moderate
Neutral Neutral Bone Neutral Neutral Neutral
Loss

Neutral
Neutral Neutral Neutral
?
N I N | 2 N |
eutra eutra Banci s eutra

. Few adverse events or possible benefits

Use with caution .

Likelihood of adverse effects

Copyright © 2013 AACE May not be reproduced in any form without express written permission from AACE.



A

Treatment added-
on to metformin
and a sulhn}ﬂutﬂ

NIMA Estimate (95% Crl)

CADTH 2010

CADTH 2012

 —

Fawours
Traatmant

Figure 5. Forest plot of all antidiabetic drugs added as third-line pharmacotherapy.
CADTH 2010 (@) and Updated Network Meta-Analyses (Q) for A1C (%) (A), Weight (kg) (B)

Favours »

Placaho

Basal Insulin
Biphasic Insulin
Thiazolidinedicnes
DPP-4 Inhibitors
AG Inhibitors
GLP-1 Analogues
Balus Insulin

Meglitinides

-1.17 (~1.57, —0.81)
—1.10{-1.58, —-0.67)
—0.98 {—1.35, —0.58)
—0.88 (—1.51, —0.286)
—0.46 {—0.96, 0.03)
-1.08 {=1.45, =0.68)
-1.04 {-1.71, -0.36)
—0.18 {-2.08, 1.71)

-1.16 [-1.48, —0.83)
-1.12(-1.52, 0.75)
—0.98 (120, 0.52)
—0.72 (-1.03, -0.42)
—0.45 (—0.80, 0.01)

-1.06 [-1.40, —0.73}
-1.02 (—1.82, -0.44)
047 (-2.02,1.71)

=25 -2.0 1.5 -1.0 0.5 0.0 05 1.0 1.5 Z0 2.5
Difference in A A1C from BL (85% Crl)

B

Treatment added-
on to metformin
and a
sulfonylurea

MNKA Estimate (85% Crl)
CADTH 2010 GADTH 2012

Favours
Placeho =3

Favours
T reatiment

Basal Insulin 1.9 (0.5, 2.1) 1.9 (0.7, 2.0)

Biphasic Insulin 3.4 (1.7, 5.0 23018 47

Thiazolidinediones 3.0 (1.7, 4.4) 3.1 (1.8, 4.3)

DPP-4 Inhibitors 1.1 (-1.4, 2.8 0.7 (0.8, 2.7)

AG Inhibitors 0.4 {-2.2, 1.4)
-1.6 {-3.0, 0.2}

5.0 (2.5, 7.4)

-0.5(-2.1, 1.2)
-1.6(—2.8, —0.4)
E.0(2.8, 7.2)

GLP-1 Analogues

Bolus Insulin

_

Meglitinides 2.7 (-0.9, 6.3) 2.6 (-0.7, 6.0) e ==

5.0 -2.5 0.0 25 50
Difference in A Weight from BL (85% Crl)




Table 9. Cumulative lifetime incidence of diabetes-related complications, by third-line

treatment option.
Regimen
MET+SULF MET+5ULF MET+SULF MET+SULF
(Reference) +GLP-1 +DPP-4 +Insulin

EventType Incidence

oy

wor

Amputation
Blindness

o

[Nu}

Renal failure

Diahetes-related death

WET: Wetformin; SULF: Sulforylures; GLP-1: Glugacon-like peptide-1 agonist; DPP-4: Dipeptidyl peptidase-4 inhikitor




Type 2 diahetes mellitus treatments —Triple therapy combination table (see page 22 for key)

Grouped by
Classs

Grouped by
tlass
v

M etfarmin

M etfarmin
ME
Glicazide

Gliclazide
ME
Linagligtin
Stagliptin

et + insulin
exenatide ME

Gliclazide +
Gliclazide+
linagliptin

Gliclazice +
piogltazane
Gliclazide +
exenatide

Gliclazide+
Gliclazide +
lixisenatide
Gliclazide +
liraglutide

Gliclazide +

sitagliptin

et + liraalutide
lixisenaticde

et + Gliclazide
et + linagliptin
et + sitagliptin
canagliflozin
dapagliflozin
Exenatide MRE

Fiogltazone
Exenatide

hlet +
hlet +
hlet +
hlet +
hlet +

-
-
-t

-
-
== | =
== | =
- | —=
-
== | =

Fioglitazone

Exenatide

Exenatide
WME
Lixisenatide

Liraglutide

Canaglflozin

Dapaglflozin

Acarbose

[nsulin




Ry Melntosh etal,

Choice of therapy in patients with type 2 diabetes
inadequately controlled with metformin and

a sulphonylurea: a systematic review and
mixed-treatment comparison meta-analysis

Brendan Mclntosh, Chris Cameron, Sumeet R. Singh, Changhua Yu, Lisa Dolovich, Robyn Houlden

ABSTRACT

Background: Metformin and a sulphonylurea are often used in combination for the treatment of type 2 diabetes mel-
litus, We conducted a systematic review and meta-analysis to evaluate the comparative safety and efficacy of all avail-
able classes of antihyperglycemic therapies in patients with type 2 diabetes inadequataly controllad with metformin
and sulphonvlurea combination therapy

Methods: MEDLINE, MEDLINE In-Frocess & Other Mon-Indezed Citations, EMBASE, BIOSIS Freviews, PubMad
and the Cochrane Central Register of Controlled Trials were searched for randomized contrelled trials published in
Englizsh from 198¢ to November 2009, Additional citations were obtained from the grey literature and conference
proceadings and through stakeholder faedback, Two reviewers independently selected the studies, extractad the data
and assessed risk of bias. Key outcomes of interest wers hemoglobin A, bedy weight, hypoglycemia, patients” satis-
faction with treatment, quality of lifs, longterm diabetes -related complications, withdrawals due to adverss avents,
sericus adverse events and mertality, Mized treatment comparison meta-analyses ware conducted to caleulate mean
ditferences between drug classes for changes in hemoglobin A and body weight. When appropriate, pairwise meta-
analyses were used to estimate differences for other cutcomes.

Results: Weidentified 99 randeomized contrelled trials meeting the inclusion criteria. The methedelogic quality of the
studies was generally poor. Insuline (basal, biphasic, beolus), dipeptidyl peptidase-4 (DFF-4) inhibitors, glucagon-like
peptide-1 ((IGLF-1) analegues and thiazelidinediones (TZD=) all produced statistically significant reductions in heme-
globin Alcin combination with metformin and a sulphonylurea (—o.8g% to —1.17%), whereas meglitinides and alpha-
glucosidase inhibitors did not. Biphasicinsulin, belus insulin, and TZDs were associated with weight gain (1.85-5.00
kgl whereas DPF-4inhibitors and alpha-glucosidase inhibitors were weight-neutral, and GLP-1 analogues were asso-
ciated with modest weight loss. Treatment regimens containing insulin were associated with increased hypoglveernia
relative to comparators, but severe hypoglycernia was rare across all treatments.

Interpretation: Third-line agents for the treatment of type 2 diabetes are similar in terms of glycemic control but
differ in their propensity to cause weight gain and hypoglycemia. Longer-term studies with larger sample sizes are
required to determine if anv of the drug classes are superior with regard to reducine diabetes-related cormplications.




£ =3pinb aausizjal Ppinb ss1aqelp jo wuswsbeuey

REVIEW AND SET GLYCAEMIC TARGET: HbA1c <7% (53 mmol/mol) OR INDIVIDUALISED AS AGREED
1st LINE OPTIONS in addition to lifestyle measures; START ONE OF

Sulphonylurea® (SU)
Metformin (MF) » If intolerant of metformin or
« If weight loss/osmotic symptoms

Review and if
not reaching

target move to

2nd line

2nd LINE OPTIONS in addition to lifestyle measures, adherence to medication and dose optimisation; ADD ONE OF

Thiazolidinedione* DPP-IV inhibitor*
- If hypos a concern (eg driving, occupational hazards, - If hypos a concern (eg driving, occupational
*
Sulphonylurea® (SU) at risk of falls) and hazards, at risk of falls)
- If no congestive heart failure « If weight gain a concern
Review and if

not reaching
target moveto
3rd line

3rd LINE OPTIONS in addition to lifestyle measures, adherence to medication and dose optimisation; ADD OR SUBSTITUTE WITH ONE OF

ORAL (continue MF/SU if tolerated) INJECTABLE (if willing to self inject; continue MF/5U if tolerated)
; g ST e Insulin”® (inject before bed) GLP-1 agonists”
P:zz:d:;;f:ne E&Z-I“L;n I':i?::w « If osmotic symptoms/rising HbA1¢; NPH insulin initially « |f BMI >30 kg/m?
bkt fail?:re r.onces:n g « If hypos a concern, use basal analogue insulin as an alternative - If a desire to lose weight

+ Add prandial insulin with time if required « Usually <10 years from diagnosis

Prescribers should refer to the British National Formulary (wwwbnforg) and the Scottish Medicines Consortium (www scottishmedicines.org uk) for updated guidance on licensed indications, full contraindications
and monitoring requiremants.

Usual approach

Alternative approach, Spacial considerations

* Continue medication if EITHER individualised target achieved OR HbA L C falls >0.5% (5.5 mmol/mol) in 3-6 months

$3138VId T 3dAL HLIM
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2 Awvstralian management algorithm for lowering blood glucose lavel in peopla
with type 2diabetas*

Lifestvle measures: diet, exercise, weight control
Determine the individual's HbA,  target: thiswill commonly b 2 mmolmol
[see text and UKFPDSY. If not at target, mowve down the algorithim.

¥

Firstline: Metformin is the usual first-line therapy unless contraindicated or not tolerated

OPP -4 SGLTZ
inhibitor inhibitor

¥

Second line: ITmn:tmr minwas not used at first line, add it now if not contraindicated
is eas are the recommended initial add to metformin
ontraindicated or not tolerated, another agent is recommended

Metformin Sulfornylures Insulin

SGLTZ
Sulfonylurea il GLP-1RA o Insulin®

inhibitor inhibitor

¥

Third line: Consider triple oral therapy ar addition of GLP-1RA o insulin

DPP-4 : SGLT2
inhibitor sulipmiinee Sl inhibitor

Then: "’ ' \
If receiving triple oral therapy: If receiving insulin:
- IT receiving a GLP-1RA
Switch & 1 oral agent to: } Intensify insulin:
GLP-1RA or insulin Changeto:  Add: premixed basal-bolus insulin

or another oral agent? 3| Premixed or ar basal 0p or basal plus'®
I basalinsulin insulin =




« “Insiilin diyabet icin kiir saglamaz, sadece tedavi saglar,,
Frederick G Banting - 1925 Nobel konusmasi

 Henuz higbir ila¢ kur saglamamistir.
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