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Glisemi kontrolinde farmakolojik tedavi

» Biguanidler

» Thiazolidinedonlar (Glitazonlar)



Farmakolojik tedavide tercih kriterleri

» Kan sekerini diglirme potansiyeli
» Hipoglisemi yapma potansiyeli
» Kontrendikasyonlari

- Yan etkileri- toleransi

» Vicut agirligi Gzerine etkisi

+ Lipid profili Gizerine etkisi

» Ateroskleroz proses lzerine etkisi

+ Sik goriilen komorbiditerlerde kullanilabilirligi

- Uzun donem sonlanim noktalari



Metformin avantajlart

» Esas olarak karacigere etki ile insiilin direncini
azaltarak hepatik glukoz gikisini azaltir

+ Hem aclik, hem tokluk KS lzerine etkilidir

+ HbAlc diizeyinde % 1.5-2 diizeyinde azalma saglar

» Kilo artisina neden olmaz

* Hipoglisemiye neden olmaz

+ Lipid profiline olumlu etkisi vardir

+ Fibrinolitik aktivite gosterilmistir

* Pankreas beta hiicresini uyarmaz

» Tum diger ajanlarla kombine edilebilir
* Yaklasik 50 yildir klinik kullanimdadir



Metformin avantajlari

* Mikrovaskiiler komplikasyonlara etkilidir

*  Makrovaskiiler komplikasyonlara da etkilidir

 Uzun stireli randomize kontrolli calismalarda sonlanim

noktalar: lzerine olumlu etkisi gosterilmistir



Metformin

* Glnlik doz 500-2000 mg arasinda
* Max doz 3000 mg
* Cok distk doz ile baslanip titre edilerek artiriimalidir

* Yemek arasinda veya sonunda tok karnina alinmalidir



Metformin dezavantajlart

Kontrendikasyonlari

- Renal yetmezlik
- Cr E>15mg/dl, K> 1.4 mg/dl
* Cr Cl < 60 ml/dak

- Tleri derecede kalp yetmezligi
- TIleriyag (> 80 ?)

- Alkolizm

- Peroperatif

- Tlag intoleransi

- Karaciger toksisitesi

Gastrointestinal yan etkileri siktir

- Titre edilmelidir



T2DM tedavisinde ADA-EASD konsensus algoritmi

Tier 1: Well-validated core therapies
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A rapid-acting insulin secretagogue may be
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Figure 3.1 Scheme for the pharmacotherapy of glucose lowenng in people with Type 2 diabsetes
For details 522 recommendations on glucosa kowering tangets, clinical monitoring, use of oral agents, and use of

nsuln

* or as individually agreed
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AUS

Management algorithm for blood glucose control in type 2 diabetes

Lifestyle Modification

+ diet modification
+ weight control
+ physical activity

Metformin

Sulphonylurea

|

:

: :

Acarbose

DPP-4 inhibitor # Glitazone*

el Insulin

!

! !

I

:

Basal

Premixed

¥

Basal Bolus insulin
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2. Flowchart: Antihyperglycaemic therapy of type 2 diabetes

Diagnosis of type 2 diabetes

GER |

Education, nutrition therapy, exerdse thgrapy, metformin
If ret formin conitr aindicate-d/not tolerated and HbA1C > * after 3-6& maonths
of mon-pharmac obogic al therapy:
g lucosidase inhibitors, glitazones, repaglinide, SU (al phabetical listing)

|

HbAlc=7.5% 4 - HbAlc =7.5 %

| |

OAD combination therapy 0AD|Insulin

and 0AD | Exenatide combination therapy combination the rapy
«  MetforminAcarbose OAD {partic. metformin)+
= Metformin/DPP-4 |nhibitor basal irsulin
*  MetfomminExe natide Other Option:

OAD (partic. metfomin) +

«  MetfominfGlitazone e =
prandial insulin

=  Metformin/sU
= Metformmin/sUA

{al phabetical listing)

Intensification of insulin therapy
& MDI ( basal {bolus)
# Premixed insulin bid, if MO not possiblef not indicated
= Combination with metformin, if no contraindicationfintole rance
= Further option: combination with pioglitazone, if no contraind. fintol.
= Further option: CSI, if therapeutic goal is not achieved with MDI




CAN

Clinlcal assessment

Lifectyle Intervention (inftaton of nutrition thersgy and physical activicy)

ANC <0.0%

ANC =5.0%

with mezbollc decompensation

Symptomatic lyperghycemia

Initizte imsulin
t metformin

/

Class A1C | Hypoghyoemia Cither aodvontoges Cther disodvantages
Alpha-glucosidase 1 Rare Improved postprandial control |Gl side effects
inhibitor Wwimight neutral
Incretin agent Improveed postprandial control
DPP-4 inhibitor el Rare Wiizight netral e apert {Lnknown long-term srety]
Insulin 11l s Mo dose ceiling Wimght gain
Many types, fesdble regimens
Insulin secretagogue:
Meglitinide lwo]] Yias® Improved postprandia control | Requires TID to CID dosing
Sulfonylurea 1l s Mewer suiforydureas (glidaride, | VWisght gain
gimepinde] ane Fmocxed with
== hypoghemia than ghyburide
TID in Rare Durable: monotheragy Recquires §—13 wesks for madmal effect
Wvissght gain
Ederna, rare THF, rore fractures in feralkes
Weight loss agent 1 Fone Wiimight loss G side eflects (oristat)
Increcsmed heart ratedBP (sEwtramine)
Iff ot at target

= Add another drug from a different dass; or
= Add bedtime basal insulin to ofher agent(s); or
= [ntensify insulin regmen

Timely adjustments to andfor additon of antifyperglycemic agents
chould be made to attaln @rget A1C within & to 12 months
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SEKIL 9.11Tip 2 diyabetli hastalarda tedavi algoritmasi

B G EE e e P

Yeni tani Tip 2 Diyabet

|

Klinik degerlendirme + Yasam tarzi dizenlemeleri

A1C 2%10 veya Metabolik dekompansasyon/Semptomatik hiperglisemi | A1C <%10

¥ \J
23 T
sU Insitin asamak tedavi
| . MET
Lo _______________________________________________________________________..
A1C <%8.5 | #=————— " AIC 5%6.5' \ = | AIC =%8.5
___331’1__---*"; l 2. basamak tedavi
MET + Antidiyabetik T o MET + insiilin
kombinasyonlari | == | AIC >%6.5" ) kombinasyonlari
. 3-bay A
« MET + 5U - « MET + Bazal insiilin
o MET + Glinid « MET + Kansim insilin
« MET + TZD4 * MET + Boliis insiilin
¢ MET + DPP-4 inh.
« MET + AGI
« MET + GLP-1A"
|

|

7 AIC 2%6.5
S 3-bay S

!

Yogun insulin tedavisi

Bazal-bolis insilin tedavisi + MET
Insiilin pompa tedavisi®

3. basamak tedavi




Metforminin algoritmlerdeki yeri

Tum algoritmlerde ilk segenektir
- Zayif hastalarda da etkinligi gosterilmistir

- Yasam bigimi degisiklikleri ile birlikte tani konur konmaz
tedaviye baslanmasini 6neren algoritmler vardir

- HbAIlc seviyesine gore dual tedavinin bir ajani olarak tedaviye
baslanmasini 6neren algoritmler vardir
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Table IV. Clinical trials of dual metformin (MET) therapy.

No. of Change in HbA, _ from
Authors Patients Duration Treatment Arms Baseline (percentage points)
No. of Change in HbA,_ from

Authors Patients Duration Treatment Arms Baseline (percentage points)
Blonde et al’’ 639 16wk MET 0.18 and 0.39"

GLY 0.10 and -0.11"

MET/GLY 500/2.5 mg —1.33 and —1.64"

MET/GLY 500/5 mg —1.76 and —1.38"
Garber et al’® 806 20 wk MET —1.03

GLY —1.24

MET/GLY 250/1.25 mg —1.48

MET/GLY 500/2.5 mg —1.53

PLA —0.2 1
Marre et al*? 41| |6 wk MET —0.19

GLIB —0.33

MET/GLIB 500/2.5 mg —1.20

MET/GLIB 500/5 mg —09 1
Goldstein et al'%® 247 18wk MET 0.2

GLIP —0.4

MET/GLIP —1.3




Table IV. Clinical trials of dual metformin (MET) therapy.

No. of Change in HbA, _ from
Authors Patients Duration Treatment Arms Baseline (percentage points)
Metformin plus a “glitinide”
Moses at al®! 83 1620wk MET —0.33
REPAG —0.38
MET + REPAG — .41
Horton et al®? 701 24wk MET —0.8
NAT —0.5
MET + NAT —1.4
PLA 0.5
Furlong et al®' 80 13wk MET + insulin -0.3
REPAG + insulin 0.5
Raskin et al”2 192 |6 wk MET + REPAG —1.28
MET + NAT —0.67
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Table IV. Clinical trials of dual metformin (MET) therapy.

MNo. of
Authors Patients Duration Treatment Arms

Change in HbA, _ from
Baseline (percentage points)

Metformin plus a thiazolidinedione
Einhorn et al® 328 16wk MET + PIO
MET + PLA

Fonseca et al 348 26 wk MET + ROSI 4 mg
MET + ROSI 8 mg
MET + PLA

Gomez-Perez et al’® 16 26 wk MET + ROSI 4 mg
MET + ROSI 8 mg
MET + PLA

—0.63
0.2

0.56
0.78
045

0.7
—1.2
0.3
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Table IV. Clinical trials of dual metformin (MET) therapy.

No. of Change in HbA, _ from
Authors Patients Duration Treatment Arms Baseline (percentage points)

Metformin plus an alpha-glucosidase inhibitor

Rosenstock et al’? 168 24 wk MET + ACAR —0.57
MET + PLA 0.08

Willms and Rugegﬂf 89 | 2 wk MET + ACAR + SU 2.5
ACAR + SU —2.3
PLA + SU —1.3

Chiasson and Naditch®™ 324 36 wk MET —0.85
MIG 0.02
MET + MIG —1.39
PLA 0.38

20



T2DM tedavisinde ADA-EASD konsensus algoritmi

Tier 1: Well-validated core therapies

At diagnosis:

.

Lifestyle

Metformin

Lifestyle + Metformin

Lifestyle + Metformin

+
Basal tnsulin

Less well-validated therapies

Lifestyle + Metformin
+

Sulfonylurea®

Lifestyle + Metformin

-

Pioglilazone
Mo hiy) '
Oeelemu/CHE
Bone iy

Lifestyle + Metformin
.
Piogltazone

Sulfonylurca?

Lifestyle + Meiformm
+
(3LP-1 agani
No aynagt
Helghe foss
Mawseavomifing

Y

Lifestyle + Metformin

=+

Basatl insuhin

L J

+
Intensive insulin

A
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HoA, , =6.5%" after trisl
of Irﬁa-sme ME&5Ures

Metformin
with actve dose ftratom | " A sulfomylurea may be conssdersd hers for
people who sre not overseight or f glucose levels
Y are particularty high .

HbA, <6.5%"

Y L

Momitor for expecied

detenoration

Metformin + sulfomyluresa o ™

A rapid-acting insulin secretagogue may be
con@dered for people with non-rowtne d sily
Iifestyle pattems to assiat in attsining glucoase

caonirol to fuedr indnadusl target

| Oinly conmider 2 thiazolidinedione here i

hypog e semia on sulfondures i 8 potental

with actve dose titraton

rnodidem
R - -
" Exenatide may be consdered hare when body ™
Add thi Idinedions or insulin vm;mrsaapecﬂ;:lprct;:lm and rea;mmerda'rn:nns
with ective dose Biration \ ., N e guideline e m iy

| HibA,, =7 5% l

Insulin + metformin + sulfonylurea
with active dose Biration

Y

| Monitor for expected detenoration |

:

Imorease ingulin dose and indensty
regimen with tme

Figure 3.1 Scheme for the pharmacotherapy of glucose lowenng in people with Type 2 diabsetes

For details 522 recommendations on glucosa kowering tangets, clinical monitoring, use of oral agents, and use of
mnsulin

* or as individually agreed
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AUS

Management algorithm for blood glucose control in type 2 diabetes

Lifestyle Modification

+ diet modification
+ weight control
+ physical activity

Metformin

Sulphonylurea

|

:

: :

Acarbose

DPP-4 inhibitor # Glitazone*

el Insulin

!

! !

I

:

Basal

Premixed

¥

Basal Bolus insulin
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GER

2. Flowchart: Antihyperglycaemic therapy of type 2 diabetes

Diagnosis of type 2 diabetes

|

of mon-pharmac obogic al therapy:

Education, nutrition therapy, exerdse therapy, metformin
If et formin contr aindicate-d/not tolerated and HbA1c > 6.5%" after 3-6 maonths

g lucosidase inhibitors, glitazones, repaglinide, SU (al phabetical listing)

HbAlc=7.5%

OAD combination

0AD | Exenatide combina
MetforminAcarbose

= Metformin/DPP-4 lnhib

= Metfornin/EBxe natide

«  MetfominfGlitazone

=  Metformin/sU

Metformmin s LA
{alphabetica

|

- HbAlc =7.5 %

OAD|Insulin
combination therapy
OAD (partic. metfomin)+
basal irsulin

Other Option:

OAD (partic. metfomin) +
prandial insulin

= MDI (basal fbolus)
# Premixed insulin bid, if MO not possiblef not indicated
= Combination with metformin, if no contraindicationfintole rance

Intensification of insulin therapy

= Further option: combination with pioglitazone, if no contraind. fintol.
= Further option: CSI, if therapeutic goal is not achieved with MDI

24



CAN

Clinlcal assessment

Lifectyle Intervention (inftaton of nutrition thersgy and physical activicy)

: Symptomatic lyperghycemia
o
l7 AT =3.0% AIC 2R0% with membolic decompenszton —l
Initizte Iritiate pharmacotherapy immedatel without Initizte insulin
metformin waiting for effect from lifestyle interventions: t metformin
= Consider initizting metformin conoumentiy
with another agent from 3 different does; or
* Initizte insulin
ol i ot 2t arget B
Class Hypoghycemia Cither aodvontoges Cther disodvantages
Alpha-glucosidase 1 Rare Improved postprandial control |Gl side effects
inhibitor Wwimight neutral
Incretin agent Improveed postprandial control
DPP-4 inhibitor el Rare Wiizight netral e apert {Lnknown long-term srety]
Insulin 11l s Mo dose ceiling Wimght gain
Many types, fesdble regimens
Insulin secretagogue:
Meglitinide lwo]] Yias® Improved postprandia control | Requires TID to CID dosing
Sulfonylurea 1l s Mewer suiforydureas (glidaride, | VWisght gain
gimepinde] ane Fmocxed with
== hypoghemia than ghyburide
TID in Rare Durable: monotheragy Recquires §—13 wesks for madmal effect
Wvissght gain
Ederna, rare THF, rore fractures in feralkes
Weight loss agent 1 Fone Wiimight loss G side eflects (oristat)
Increcsmed heart ratedBP (sEwtramine)
Iff ot at target

= Add another drug from a different dass; or
= Add bedtime basal insulin to ofher agent(s); or
= [ntensify insulin regmen

Timely adjustments to andfor additon of antifyperglycemic agents
chould be made to attaln @rget A1C within & to 12 months
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/ \ AACE/ACE DIABETES ALGORITHM For Glycemic Control

LIFESTYLE MODIFICATION
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SEKIL 9.11Tip 2 diyabetli hastalarda tedavi algoritmasi

o I et

Yeni tani Tip 2 Diyabet

|

Klinik degerlendirme + Yasam tarzi dizenlemeleri

A1C 2%10 veya Metabolik dekompansasyon/Semptomatik hiperglisemi | A1C <%10

\d \J
23 —
sU Insilin 1 1. basamak tedavi
i : MET
Lo oo oo o oo e oo oo oo s e e S e S S e ST 5 S S s e o ____h
A1C <%8.5 | #=————— " AIC 5%6.5' \ = | AIC =%8.5

+ AntidiyabeNik
kombinasyonlari

« MET + SU
o MET + Glinid

« MET + TZD4

« MET + DPP-4 inh.
o« MET + AGI

ET + GLP-1A"

3 ay A

. AICs%65 N

S 3-bay A

MET + insiili
kombinasyonlar

* MET + Bazal insilin
= MET + Kansim insi
MET + Boliis ins il

2. basamak tedavi

R

7 AIC 2%6.5
S 3-bay S

!

Yogun insulin tedavisi

Bazal-bolis insilin tedavisi + MET
Insiilin pompa tedavisi®

3. basamak tedavi




Metforminin algoritmlerdeki yeri

Ikinci basamakta tiim kombinasyonlarda bulunur
- Metformin kesilerek baska ilagla monoterapi 6nerilmez

- Diger ajan hastanin 6zelligine gore segilir metformine eklenir
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Glisemi kontrolinde farmakolojik tedavi

» Biguanidler

» Thiazolidinedonlar (Glitazonlar)



Glitazonlarin, PPAR, aktivasyonu yoluyla hedef
dokularda insdlin direncine azaltici etkisi

B-hicre fonksiyonunda

\geri kazanim

Glitazonlar ey
| \
PPAR . Plazma
%y . Plazma SYA | sl \insijlin dizeyi ¢
Lipotoksisite ¥ —~_ | Hepatik
) glukoz cikisi 4
Kiiciik ve insiiline duyarh adipozit olusumu T \

Glukoz alim ve kullanimi T

TNF o ekspresyonunda

NNAY

Glukoz NORMOGLISEMi
alim ve Kullanim T

Lipoliz hizinda {



TZD lerin olasi etki mekanizmalari

* Plazma serbest yag asitleri dizeyini azaltarak
» Adipoz dokunun endokrin fonksiyonunu degistirerek

* Yag konfigirasyonu degisiklikleri olusturarak



TZD - Avantajlari

KS distirmede etkin ilaclardir

Hipoglisemi riski yoktur

Renal yetmezlikte doz ayarlamasi gerekmez
Ileri yaglarda kullanilabilir
Kontrendikasyonlar: azdir

Tolerans: yiiksektir

Tim OAD lerle kombine edilebilirler
Plazma insiilin seviyesini artirmazlar

Beta hiicre fonksiyonunu koruyucu etkisi olabilir ?
Diyabetten koruyucu etki mimkin ?
Mikroalbuminiriyi azaltma etkisi ?



Tiazolidinedionlarin yan etkileri

+ Odem

+ Kalp yetmezligi

» Kilo artisi

» Hipoglisemi

* Anemi

- Kemik kirig

+ LDL artisi

+ KC enzim yiiksekligi
» Miyokard infarktisi

R: 3.75 P: 242

R: 2.09 P:1.60

R: 2.2 kg P: 3.6
Nadir

0.9 g/dl

R: 2.38 P: 2.59

R: 16.6 mg/dl P: 2.7 mg/dl
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Effect of Rosiglitazone on the Risk of Myocardial Infarction
and Death from Cardiovascular Causes

Table 4. Rates of Myocardial Infarction and Death from Cardiovascular Causes.

Study

Myocardial infarction

Small trials combined

DREAM

ADOPT

Overall

Death from cardiovascular causes
Small trials combined

DREAM

ADOPT

Overall

Rosiglitazone Group

Control Group

no. of events/total no. (%)

44/10,285 (0.43)

15/2,635 (0.57)
27/1,456 (1.85)

25/6,845 (0.36)
12/2,635 (0.46)
2/1,456 (0.14)

22/6106 (0.36)
9/2634 (0.34)
41/2895 (1.42)

7/3980 (0.18)
10/2634 (0.38)
5/2895 (0.17)

Odds Ratio
(95% Cl)

1.45 (0.88-2.39)
1.65 (0.74-3.68)
1.33 (0.80-2.21)
1.43 (1.03-1.98)

2.40 (1.17-4.91)
1.20 (0.52-2.78)
0.80 (0.17-3.86)
1.64 (0.98-2.74)

P Value

0.15
0.22
0.27
0.03

0.02
0.67
0.78
0.06

Nissen SE. N Engl J Med 2007;356:2457-2471




Rosiglitazone evaluated for cardiovascular outcomes in oral
agent combination therapy for type 2 diabetes (RECORD):
a multicentre, randomised, open-label trial

Rosiglitazone Active control HR Rate difference per p
(N=2220) (N=2227) 1000 person-years
CV death or CV 321 323 099(0-85t0116) -02(-4-5t041) 0-93
hospitalisation
All-cause death 136 157 0-86 (0-68t0108) -17(-43t009) 019
CV death 60 71 084 (059t0118) -0-9(-27t00-9) 032
Myocardial infarction* 64 56 114 (0-80t01-63) 06(-1-1to2-4) 0-47
Stroke* 46 63 072(0-49t01-06) -1-4(-31t002) 0-10
OV death, M|, orstroke 154 165 093(074t0115) -1.0(-3-9to1.9) 0-50
Heart failure* 61 29 210(135t0327) 2:6(11to41) 0-0010
Data are numbers, HR (95% Cl), or rate differences (95% Cl). OV =cardiovascular. Ml=myocardial infarction. *Fatal and
non-fatal.
Table 4: Deaths and hospitalisations from cardiovascular causes

Home PD. Lancet 2009:373:2125-2135



Secondary prevention of macrovascular events in patients
with type 2 diabetes in the PROactive Study (PROspective

pioglitAzone Clinical Trial In macroVascular Events):
a randomised controlled trial

First events Total events
Pioglitazone  Placebo HR (95% Cl) Pioglitazone Placebo
(n=2605) (n=2633)
Death 177 186 096 (0-78-1-18) 177 186
Mon-fatal Ml (including silent MI) 119 144 0-83 (0-65-1-06) 131 157
Stroke 86 107 081 (0-61-1-07) 92 119
Major leg amputation 26 26 1-01 (0-58-1.73) 28 28
Acute coronary syndrome 56 72 078 (0-55-1-11) 65 78
Coronary revascularisation 169 193 0-88 (0.72-1.08) 195 240
Leg revascularisation 80 65 1-25(0-90-1.73) 115 Q2
Total 803 goo
Data refer to fist event of that particular type. Ml=myocardial infarction.
Table 4: Effect of pioglitazone and placebo on each component of the primary endpoint

Dormandy JA. Lancet 2005;373:1279-1289
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TZD - dezavantajlart

Etkinligi uzun sirede ortaya gikar
Etkinligi doz bagimli ve degisken

Kilo artisina neden olur

Su retansiyonu- ddem yapabilir

Konjestif kalp yetmezliginde kontrendike
Lipid profiline etki

Uzun sireli klinik deneyim (?)

Kirik riski

Karaciger toksisitesi

Pahal



T2DM tedavisinde ADA-EASD konsensus algoritmi

Tier 1: Well-validated core therapies

At diagnosis:

Lifestyle

Metformin

Lifestyle + Metformin
+

Basal tnsulin

4

¥

Lifestyle + Metformin
+

Sulfonylurea®

Pioglilazone
e frvpogveemea
Oeelemu/CHE

Lifestyle + Metformin
.
Piogltazone

Sulfonylurca?

Y

Lifestyle + Meiformin
+
GLP-1 aganist®
Mo hypogiyveentia
Helghe foss
Mawseavomifing

Lifestyle + Metformin

=+

Basatl insuhin

L J

Lifestyle + Metformin
+

Intensive insulin

A



UK

HoA, , =6.5%" after trisl
of Irﬁa-sme ME&5Ures

Metformin
with actve doge fitraton

Y

s

people who are not ovenswsight or if glucose levels

A sulfomylurea may be consdersd hers for W
ane particula riy high J

HoA,, <8 5%

Y L
HbA,, =65%° Monitor for expecied
detenoration

L
Metformin + sulfomyluresa

with actve dose titraton

Y
Monidor for espected detenoration |

A rapid-acting insulin secretagogue may be
con@dered for people with non-rowtne d sily
Iifestyle pattems to assiat in attsining glucoase

caonirol to fuedr indnadusl target
Oinly conmider 2 thiazolidinedione here i
hypog e semia on sulfondures i 8 potental

rolokem
o ¢ -

" Exenatide may be consdered hare when body ™
weight i & special problem and recommendstions

Add thiazolidinedione or insulin
with actie dose titration
|

| HibA,, =7 5% l

Insulin + metformin + sulfonylurea
with active dose Biration

Y

| Monitor for expected detenoration |

:

Imorease ingulin dose and indensty
regimen with tme

" in e guidsling are met .

Figure 3.1 Scheme for the pharmacotherapy of glucose lowenng in people with Type 2 diabsetes
For details 522 recommendations on glucosa kowering tangets, clinical monitoring, use of oral agents, and use of

nsuln

* or as individually agreed
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2. Flowchart: Antihyperglycaemic therapy of type 2 diabetes

Diagnosis of type 2 diabetes

GER |

Education, nutrition therapy, exerdse therapy, metformin
If et formin contr aindicate-d/not tolerated and HbA1c > 6.5%" after 3-6 maonths
of mon-pharmac obogic al therapy:

g lucosidase inhibitors, glitazones, repaglinide, SU (al phabetical listing)

|

HbAlc=7.5% 4 - HbATc =75 %
OAD combination therapy OAD[Insulin
and 0AD | Exenatide combination therapy combination the rapy
«  MetforminAcarbose OAD {partic. metformin)+
+  MeloasedBll | rhibitor basal insulin
etfommin/Exe natide Other Dption:
Metformin /Glitazone Llﬁ.L}d{paIrtw_ Tﬁﬂm'm "
Metformin/s prandialinsulin

{al phabetical listing)

Intensification of insulin therapy
& MDI ( basal {bolus)
# Premixed insulin bid, if MO not possiblef not indicated
= Combination with metformin, if no contraindicationfintole rance
= Further option: combination with pioglitazone, if no contraind. fintol.
= Further option: CSI, if therapeutic goal is not achieved with MDI
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AUS

Management algorithm for blood glucose control in type 2 diabetes

Lifestyle Modification

diet modification
weight control
physical activity

¥

Metformin

'

Sulphonylurea

:

:

Acarbose

DPP-4 inhibitor #

!

!

¥

.

Basal

:

Premixed

¥

Basal Bolus insulin
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Kanada

Clinlcal assessment

Lifectyle Intervention (inftaton of nutrition thersgy and physical activicy)

ANC =5.0%

Symptomatic lyperghycemia

ANC <0.0%
L |

%

with membolic decompenszton —l

Initizte Iritiate pharmacotherapy immedatel without Initizte insulin
metformin waiting for effect from lifestyle interventions: t metformin
| = Consider initizting metformin conoumentiy
with znother agent from a different dss; or
* Initizte insulin
F ol i ot 2t arget B
Class A1C | Hypoghyoemia Cither aodvontoges Cther disodvantages
Alpha-glucosidase 1 Rare Improved postprandial control |Gl side effects
inhibitor Wwimight neutral
5 Incretin agent Improveed postprandial control
DPP-4 inhibitor el Rare Wiizight netral e apert {Lnknown long-term srety]
Insulin 11l s Mo dose ceiling Wimght gain
Many types, fesdble regimens
T Insulin secretagogue:
Meglitinide lwo]] Yias® Improved postprandia control | Requires TID to CID dosing
Sulfonylurea 1l s Mewer suiforydureas (glidaride, | VWisght gain
gimepinde] ane Fmocxed with
== hypoghemia than ghyburide
Rare Durable: monotheragy Recquires §—13 wesks for madmal effect
Wvissght gain
Ederna, rare THF, rore fractures in feralkes
e Wiimight loss 3 side eflects (orfstat)
Increcsmed heart ratedBP (sEwtramine)
Iff ot at target

= Add another drug from a different dass; or
= Add bedtime basal insulin to ofher agent(s); or
= [ntensify insulin regmen

Timely adjustments to andfor additon of antifyperglycemic agents
chould be made to attaln @rget A1C within & to 12 months
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/ \ AACE/ACE DIABETES ALGORITHM For Glycemic Control

LIFESTYLE MODIFICATION

A1C Goal
<6.5%

A1C 6.5 - 7.5%"

| Ao’ |

- 2 Mee.
Dxal Theray
OLP-1 or OPP4 '
NET + | 72o°
Glirvao o SU *
120 + GLP-1 or DPP4 ]
Colesevelam
NET + 5
AGI
+ 2-3Ma"™"
Tripwde Therapy
MET + T2p?
SLPder | +
PP’ Glinkda or U *7

INSULIN
4 Other
Agentis) ©

AIC 7.6 -9.0% A1C > 9.0%
Dyeng Now l Lleder Treateent
Jyeetuenr N Syonpovnes
1 r
INSULIN orored SU INSULN
mm.o NVET TZ0° + Other
Ageni(s) GLP Agentis)
N .-l-‘//’m‘
S —
* May et be approprlets for ol path
“ FOr pasents with @abetes ae¢ AIC < $.9%,
pharmaccloghe Rx may be cormiconed
" ALC goal not aceved salely
* | cep ' OPPA Y } PPG and | FPS o GLPA
oroPPa’ | Lgy7 F11PPG
- ¢ 720 ¥ reatabolic syndrome seclor
T>D nonaConolc fasty Fver diseano (NAFLL)
ucuuzmo:nmmom ' AGIN | PPO
2.3 Mas™ a er ' Glinkde it PPO or SU I 1 FPO
L Mebora W. Rocbard, MO, FACP, MACE ' Lew-dose tecrtagogue recommendec
Paul 5. Jelinger, MO, MACE ' 2) Discomtivee NSin S0 Magogue
with eaaliduse insuin
Zochary T Bleomgaeden, MD, FACE
INSULIN o A Davitsen WD, FACE, MACE MCIVISRS Ba N prmdn
Other Danet Evneen, NO, FALF FACE ' o
. i(s) ¢ Al 3 Guin, LE) Sol BAVGE poribrarr st b
Agoni(s Seerem R Gavie 1L MD, PO pd
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HersMd Lobovia, VO FACE

PRD Ly, MO VALK
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SEKIL 9.11Tip 2 diyabetli hastalarda tedavi algoritmasi

Yeni tani Tip 2 Diyabet

|

Klinik degerlendirme + Yasam tarzi duzenlemeleri

*.——-—----—----—;----—- A1C =%10 veya Metabolik dekompansasyon/Semptomatik hiperglisemi |;‘l‘|C <% 10
23 T
sU Inslin l 1. basamak tedavi
+MET |~ e
| . MET
L____________________________________________________________________________..
AIC <%8.5 | == " AIC 2%6.5' ) = | AIC 2%8.5
S~ _3 35_" _____x" l 2. basamak tedavi
MET + Antidiyabetik e s o MET + insiilin
kombinasyonlari | == | AIC >%6.5" ) ey kombinasyonlar
o 3-bay A
- « MET + Bazal insiilin
« MET + Kanisim insilin
* MET + Bolus insulin

e MET + GLP-1A®

|

7 AIC 2%6.5"

F,

k‘“ 3-bay o

!

Yogun insulin tedavisi

Bazal-bolis insiilin tedavisi + MET
Insiilin pompa tedavisi®

3. basamak tedavi




TZD lerin algoritmlerdeki yeri

* Monoterapide kullaniimazlar, kombinasyon tedavisinde
kullanilirlar

+ Kombinasyon tedavisinde insdlin ile kombine edilmezler

+ Etkinlik icin en az 6 hafta beklenmelidir

» Kalp yetmezligi olanlarda kullaniimamalhidir

» Koroner arter hastaligi olanlarda roziglitazon

kullaniimamalidir

- NASH li hastalarda tercih edilebilir
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DM tedavisinde kullanilabilecek ajanlar

Sistemik insilin duyarhilagtiricilar
Hepatik insilin duyarhlastiricilar
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