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Anlatim Algoritmi

Klavuzlar Nasil Tedavi Secimini
Klavuzlarin olusturulmasi Olusturulmaktadir Etkileyebilecek Faktorler Diyabette Tedavi Hedefleri

Baslangic Tedavi Segiminde Konulmus Kriter

Tip 2 DM Tedavi Planlamasi Tedavi Hedeflerini Etkileyen Faktérler?

Var mi?

+ NonFarmakolojik Tedavi Tani - APG + Obezite
* Genel cercevesiyle benzer, Ylll « TPG = Hipertansiyon

= Farmakolojik Tedavi ayirimi « HbAlc + Dislipidemi

= Semptomatoloji = Renal fonksiyonlar

+ Kardiyovaskuler Hastaliklar
Tip 2 Diyabette Insllin Tedavisi HEDEFLERIN KIGISELLESTIRILME AYARLAMALALARI
k]
« DAD"e bazal insulin eklenmesi H H H HH
ye bazand Tedavi Se¢iminde etkili e

= Hazir Karisim instlinler, 1-2-3 doz uygulamalan = .
« Bazal plus uygulamalari, faktorler GENEL YORUM

= Bazal bolus insdlinler
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Klavuzlarin olusturulmasi
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Klavuzlar Nasil
Olusturulmaktadir



Tip 2 Diyabet Tedavi Yaklasimlari Incelenmistir

 ADA 2017

 AACE 2017 Yillar; 2013-2017
* IDF 2011/2012

e Kanada Diyabet Klavuzu

* TEMD 2016

 Turkiye Diyabet Vakfi



Kanita Dayali Klavuz Hazirlanmasi

A. Randomize Klinik Calismalar

A. lyi dizayn edilmis randomize cok merkezli calismalar
B. Bu calismalardan olusan Metaanalizler

C. lyi dizayn edilmis randomize calismalar

D. Gucu yeterince iyi randomize klinik calismalar

B. lyi kontrollii Kohortlar
C. lyi dizayn edilmemis kontrollii, kontrolsiiz calismalar
D. Ekspertlerin ortak gorisu, klinik deneyim



Table 1—-ADA evidence-grading system for “Standards of Medical Care in Diabetes”

Level of
evidence Description
A Clear evidence from well-conducted, generalizable randomized controlled trials

that are adequately powered, including
e Evidence from a well-conducted multicenter trial
e Evidence from a meta-analysis that incorporated quality ratings in the
Kanitlami dner me yapilmig? SnalES - - _
Uzman gérUszle mi? Compelling nonexperimental evidence, i.e., “all or none” rule developed by the
Centre for Evidence-Based Medicine at the University of Oxford
Supportive evidence from well-conducted randomized controlled trials that are
adequately powered, including
e Evidence from a well-conducted trial at one or more institutions
e Evidence from a meta-analysis that incorporated quality ratings in the
analysis

B Supportive evidence from well-conducted cohort studies
e Evidence from a well-conducted prospective cohort study or registry
e Evidence from a well-conducted meta-analysis of cohort studies
Supportive evidence from a well-conducted case-control study

C Supportive evidence from poorly controlled or uncontrolled studies

e Evidence from randomized clinical trials with one or more major or three or
more minor methodological flaws that could invalidate the results

e Evidence from observational studies with high potential for bias (such as
case series with comparison with historical controls)

e Evidence from case series or case reports

Conflicting evidence with the weight of evidence supporting the
recommendation

E Expert consensus or clinical experience




Klavuzun Hazirlanmasinda Temel Alinan

Kanita Dayall -

Uzman
Raporlari

Kanita Dayall
+ Uzman
raporlari



Klavuzun Hazirlanmasinda Temel Alinan

B --

Uzman
Raporlari

Kanita Dayall
+ Uzman
gorusu



Klavuzun Hazirlanmasinda Temel Alinan
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Uzman
Raporlari
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Klavuzun Hazirlanmasinda Temel Alinan

B ---

Uzman
Raporlari

Kanita Dayall
+ Uzman
gorusu



Klavuzun Hazirlanmasinda Temel Alinan

B --- -

Uzman
Raporlari

Kanita Dayali
gorusu

+ Uzman




Yeterli Kanit?

* Diyabet tedavisi secimini belirleyen her alanda yeterli, gticli kanit var
mi?

 Uygulamada Once zarar verme prensibinden yola cikarak planlama



Tedavi Secimini
Etkileyebilecek Faktorler



Klavuzlarda Tum Bunlara ragmen

°* yasam tarzi,

* aliskanliklari,

* eslik eden sorunlari,
* yasam beklentisi,

* hipoglisemi riski,

* mali kaynaklari,
 sosyal destegi



Tip 2 Diyabet Tedavisi

* Hipergliseminin tedavisi

* Hipertansiyonun tedavisi

* Dislipideminin tedavisi

* Kronik inflamasyonun énlenmesi
* Obezitenin tedavisi

Diyabette Multifaktoryal tedavi



Divabette Tedavi Hedefler!



Tedavi Hedefleri

* AKS
e TKS
* HbA1lc

* Hipoglisemi olusturmadan tedavi hedeflerine ulasma



Recommendations: Glycemic Goals in Adults

* Areasonable A1C goal for many nonpregnant adults is
<7% (53 mmol/mol). A

» Consider more stringent goals (e.g. <6.5%) for select
patients if achievable without significant hypos or other
adverse effects. C

» Consider less stringent goals (e.g. <8%) for patients with
a history of severe hypoglycemia, limited life expectancy,
or other conditions that make <7% difficult to attain. B

American Diabetes Association Standards of Medical Care in Diabetes.
Glycemic targets. Diabetes Care 2017; 40 (Suppl. 1): S48-S56 American Diabetes Association.



Preprandial capillary 80-130 mg/dL"
plasma glucose (4.4-=7.2 mmol/L)

Peak postprandial capillary plasma <180 mg/dL"
glucoset (<10.0 mmol/L)

* Goals should be individualized.
T Postprandial glucose measurements should be made 1-2 hours after the
beginning of the meal.

American Diabetes Associati



GOALS FOR GLYCEMIC CONTROL

INDIVIDUALIZE GOALS

A1C> 6.5%

For patients with
concurrent serious
illness and at risk
for hypoglycemia

A1C <6.5%

For patients without
concurrent serious
illness and at low
hypoglycemic risk

COPYRIGHT © 2017 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/EP161682.CS



IDF 2012

HbA

Fasting/pre-meal capillary
plasma glucose
Post meal capillary
plasma glucose

le

Normal

< 6.0% /42 mmol/mol
5.5 mmol/L (100 mg/dl)

7.8 mmol/L (140 mg/dl)

Target

< 7.0% /53 mmol/mol
6.5 mmol/L (115 mg/dl)

9.0 mmol/L (160 mg/dl)




6.0%

A target A1C <6.5%
may be considered

in some patients

with type 2 diabetes
to further lower the
risk of nephropathy
and retinopathy which
must be balanced
against the risk of
hypoglycemia

Most patients
with type 1
and type 2

diabetes

7%

8.5%

Consider 7.1-8.5% if:

Limited life expectancy

High level of functional dependency
Extensive coronary artery disease at high
risk of ischemic events

Multiple co-morbidities

History of recurrent severe hypoglycemia
Hypoglycemia unawareness
Longstanding diabetes for whom it is
difficult to achieve an A1C £7%, despite
effective doses of multiple antihyperglycemic
agents, including intensified basal-bolus
insulin therapy



CDG

Aclik Plazma Glikozu 4-7 mmol/L
Postprandial Plazma Gllikozu ~ 5-10 mmol/L



TEMD Diyabet Klavuzu

Hedef!”
<%7
AlC (<53 mmol/mol)
APG ve 6giin oncesi PG 80-130 mg/dl

Ogiin sonrasi 1.st PPG -

Ogiin sonrasi 2.st PPG <160 mg/dl




Turkiye Diyabet Vakfi

Eriskinlerde Diyabet Takibinde Glisemik Hedefler®

HbA1C <% 72

Ogiin éncesi kapiller plazma glukozu 80-130 mg/dI®

Ogiin sonrasi pik kapiller plazma glukozu® | <180 mg/d|




GLISEMIK HEDEFLER

—m_——

TKS

HbAlc

Ozel
Durumlarda
HbA1lc

80-130 °? 100-115 4-7 mmol/L 80-130

mg/dl

<180 ? 140-160 5-10 mmol/L <160

mg/dl

<7 % <6.5 <7 <7 <7

<6.5/<8 >6.5, Tanimlanmis Tanimlanmis Yas, Hipoglisemi,
<8 yasam beklentisi,

Gebelik vd. Ozel durum tanimlamalari mevcut

80-130

<180

<7

Yas,
Hipoglisemi,
Yasam
beklentisi,



Tip 2 DM Tedavi Planlamasi

* NonFarmakolojik Tedavi
* Genel cercevesiyle benzer,

* Farmakolojik Tedavi



Tedavi Planinda Tanisal AYIRIM
. |ApA |AacE  |IF DG |TEMD __ |TDV

Semptomatik
OBEZITE
KOMORBIDITE



Tedavi Planinda Tanisal AYIRIM
. |mDA |AmacE  |IF  [cDG  |TEMD __ |TDV

Semptomatik
OBEZITE
KOMORBIDITE




Tedavi Planinda Tanisal AYIRIM
T TaoA aace P s tewp v

Semptomatik




Tedavi Planinda Tanisal AYIRIM

KOMORBIDITE




YENi TANI ALAN TiP 2 DIYABETTE TEDAViI YAKLASIMI

BETA HUCRE _ : :
REZERVI TEDAVI PLANI TEDAVi SECENEKLERI
(C peptid: ng/ml)

YETERLI
<75 [y|A| (Cpeptid: MONOTERAP || Ta5am Tara! Metformin
Dedisikligi
Ta f] I > 2 ng/ml)
+5.0 B (YCE;:pITiIC-; iKiLi Metformin Metformin Metformin Metformin Kombinasyon
Y I | B > 2 hgim) KOMBINASYON Siilfoniltire Pioglitazon Inkretin Bazli Tedaviler | | SGLT-2 Inhibitérii || Tedavisi 1
YETERLI o Metformin Metformin | | Metformin Metformin :
ay rI I I I | Y + (C peptid: KOMgi?slI:&USYON Siilfoniltire - inkretin | | Silfonilire inkretin Bazli Tedaviler | |inkretin Bazli Tedaviler $:dﬂ;z!if;i3:)’0ﬂ
> 2 ng/mi) Bazll Tedaviler Pioglitazon | | Pioglitazon SGLT-2 inhibitoril
SINIRDA et . Metformin Metformin Metformin - Bazal
>9 |y|A (C peptid: KOBH?BZI?QLAI:YSC;JI*:-II.ILHI gﬂ:ztf;r;?s%”n Bazal Insiilin | | Bazal insiilin insllin Pioglitazon /
<0.5 - 2 ng/ml) Glinid inkretin Bazli Tedaviler | |SGLT-2 inhibitérd
YETERSIZ ivedt in | | Metformin Metformin - Coklu Doz Metformin
v A (C peptid: ?(g';LB";NTSZY:;':E::: Coklu Doz Insiilin | finsillin Tedavisi(Pioglitazon/| | Hazir Karisim instlinlerin 3 kez
<0.5 ng/ml) Tedavisi GLT-2 Inhibitérii) uygulanmasi (25/30/50)

B Yasam sekli degisikligi tlim basamaklarda Gnerilmelidir.

W Akarboz tlim basamaklarda kombinasyon olarak kullanilabilir.

B Tip 2 diyabette glisemi reglilasyonu saglandiktan sonra dinamik izlem strdirilmeli, gerekirse tekrar bir onceki basamaga donilerek ilaglar ve dozlari azaltiimalidir.

B Kombinasyon Tedavisi-1: Segilmig vakalarda kigiye 6zel ek farkli kombinasyonlar yapilabilir.

B Kombinasyon Tedavisi-2: Se¢ilmis vakalarda kisiye 0zel pioglitazon yada farkl oral antidiyabetik kombinasyonu yapilabilir.

B C peptid beta hiicre rezervinin en 6nemli géstergesidir. Tip 2 diyabette C peptid dlzeyleri hiperglisemik kosullardan ve glukotoksisiteden negatif olarak etkilenebilir.
Ancak C peptid dlizeyleri hiperglisemik kosullara ragmen yliksekse tedaviye yanit agisindan Gnem tasir.

W Beta hiicre rezervi yetersiz (C Peptid < 0.5 ng/ml) tim hastalar HbA1c'den bagimsiz olarak inslinle teronmelidir.




TDV: DAHA ONCE TANI ALMIS TEDAVI ALTINDAKI TiP 2 DIYABETTE TEDAViI YAKLASIMI

m TEDAVi PLANI TEDAVi SECENEKLERI

<7.5 | || A |moNOTERAPI Yasam Tarzi | petiormin
Degisikligi
Coe : Metformin Metformin Metformin Metformin
v | 4 | IKIL| KOMBINASYON Siilfoniltre Pioglitazon Inkretin Bazli Tedaviler || SGLT2 inhibitérii
o Metformi Metformi Metformi Metformi
etformin etformin etformin etformin :
v | A | UcLU KOMBINASYON || Siffonilire inkretin| | Siilfonilire inkretin Bazli Tedaviler || inkretin Bazli Ted. .'ﬁ;’g"az'igf'f""”
Bazli Tedaviler Pioglitazon Pioglitazon SGLT2 Inhibitéri
o [ BAAL INSULIN laaHamin 'é":iﬁrﬁ's”mm gﬂ:f;rm:;mn gﬂ:;f;rmlsnunn Kembinasyon
> H i a8 : s s
KOMBINASYONLARI || Bazal Insiilin Glinid inkretin Bazli Tedaviler | Pioglitazon / SGLT2 inh. Tedavisi 2
ivary iy || Metformin Metformin - Coklu Doz Metformin Metformin Metformin
L Z INSULIN :
59 |v|[A ESEB?NT;YOI:.LLRI Coklu Doz Instilin Tedavisi (Pioglitazon/ | | Hazir Karigim insilinler || Hazir Karigim '1%&%5;%%‘%%’5’
instilin Tedavisi |{SGLT-2 inhibitérii) (25/30/50) Instlinler (25/30/50) &Gm inhibitorii

B Yasam sekli degisikligi tim basamaklarda énerilmelidir.
B Akarboz tim basamaklarda kombinasyon olarak kullanilabilir.
B En fazla 3 aylik tedaviye ragmen HbA1c %7.5'in Ustlinde ise bir sonraki basamaga gegmelidir.
B Etkin bir oral antidiyabetik tedavisine ragmen HbA1c¢ %9'un (zerinde ise dogrudan insulin tedavisine gegilmelidir.
B Tip 2 diyabette glisemi regtlasyonu saglandiktan sonra dinamik izlem surduralmeli, gerekirse tekrar bir dnceki basamaga dénulerek ilaglar ve dozlari

azaltimalidir.

B Kombinasyon Tedavisi-1: Secilmis vakalarda kisiye 6zel ek farkli kombinasyonlar yapilabilir.
B Kombinasyon Tedavisi-2: Secilmis vakalarda kisiye 6zel pioglitazon yada farkli oral antidiyabetik kombinasyonu yapilabilir.




Baslangic Tedavi Seciminde Konulmus Kriter
Var mi?

* APG

* TPG

* HbAlc

* Semptomatoloji



At diagnosis of type 2 diabetes
Start lifestyle intervention (nutrition therapy and physical activity) +/- Metformin

Symptomatic hyperglycemia

e

A1C <8.5% A1C 28.5% ; ; ;
with metabolic decompensation
J
Y Y Y
N e A g 2
. Start metformin immediately. "
If not at glycemic target e e Initiate
Consider initial combination with " .
(2-3 mos) . . insulin +/- metformin
another antihyperglycemic agent.
* b X v y - B,

[Start/lncrease metforminH f not at glycemic targets ]‘

\



Tedavi Hedeflerini Etkileyen Faktorler?

* Obezite

* Hipertansiyon

* Dislipidemi

* Renal fonksiyonlar

e Kardiyovaskuler Hastaliklar



Kullanabilirsin  Dikkatli Kullan ~ Cok Dikkatli Kullan ~ KULLANMA

Oral Y Karaciger Kalp Renal Fonksiyon | Osteoporoz Beta Hiicresi
Antidiabetik | a fonksiyonlari | Fonksiyonlari C peptid
S

Metformin EF <45
Gliklazide e
Repaglinide -_

Pioglitazon e EF <50, <30 ml, % 50 ?
Vildagliptin - <15

Saksaglipti —
Linagliptin -_

Dapagliflozin - <60

Akarboz - <25




Kullanabilirsin  Dikkatli Kullan ~ Cok Dikkatli Kullan ~ KULLANMA

GLP-1 Analoglari/mimetikleri

Oral Y Karaciger Kalp Renal Fonksiyon | Osteoporoz Beta Hiicresi
Antidiabetik | a fonksiyonlari | Fonksiyonlan C peptid
)

GFR<30-50

o II.
o II.

GFR<50




| MET | DPP4l | GLP4A | SU | GLA o | Ael | seLtzd | INS

IH '
i
I

|

HIPOG

GIS YE
KBYIGUI




Tip 2 Diyabette Insilin Tedavisi

* OAD’ye bazal insulin eklenmesi

* Hazir Karisim insulinler, 1-2-3 doz uygulamalari
* Bazal plus uygulamalari,

* Bazal bolus insilinler



Bazal Insiilin ekle

(0.2 1U/kg basla — 2-4 1U/hf artir)

A1C
hedefte degil

A

S e A Bifazik insuline ge¢
l?'j"; b°||”52 I:sl,tlllfm elr(tle (Bazal dozu %60 sabah, %40
(41U bagla 2- artir) aksam ver, 2-4 |U/hf artir)

| PV aic. N
LYV— Yy —

GLP-1A ekle

2 doz bolis insulin ekle

(4 U bagla 2-4 |U/hf artlr) ST — ’ (BK' 2 kg/m2 ise, duguk doz bag.la,
1 ay sonra artir)

Bazal-Boliis insiilin ge¢
(3x4 1U basla —» 3-6 IU/hf artir)

SEKIL 9.2: Tip 2 diyabette insiilin tedavisi



Monotherapy Metformin Lifestyle Management

EFFICACY" high

HYPO RISK low risk

WEIGHT neutral/loss
SIDE EFFECTS Gl/lactic acidosis
COSTS® low

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

Y
Dual Therapy Metformin + Lifestyle Management
Sulfonylurea Thiazolidinedione DPP-4 inhibitor SGLT2 inhibitor GLP-1 receptor agonist Insulin (basal)
EFFICACY" high high intermediate intermediate high highest
HYPO RISK moderate risk low risk low risk low risk [ow risk high risk
WEIGHT gain gain neutral loss loss gain
SIDE EFFECTS hypoglycemia edema, HF, fxs rare G, dehydration, fxs Gl hypoglycemia
COSTS* [owe low high high high high
If A1C target not achieved after approximately 2 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-specific factors):
4
Triple Therapy Metformin + Lifestyle Management
Sulfonylurea + Thiazolidinedione + DPP-4 inhibitor + SGLT2 inhibitor + GLP-1 receptor agonist + Insulin (basal) +
TZD sU suU sU suU TZD
or DPP-4-i or DPP-4-i or TZD or TZD or TZD or DPP-4-j
or SGLT2-i or SGLT2-i or SGLT2-i or DPP-4-i or SGLT2-i or SGLT2-i

or  GLP-I-RA or  GLP-I-RA or IENE o GLPI-RA or IENEE or  GLP-I-RA




Initiate Basal Insulin

Usually with metformin +/- other noninsulin agent

Start: 10 U/day or 0.1-0.2 U/kg/day
Adjust: 10-15% or 2-4 units once or twice weekly to reach FBG target

For hypo: Determine & address cause; if no clear reason for hypo,
¥ dose by 4 units or 10-20%
|

If A1C not controlled, consider
combination injectable therapy

Y Y

Change to premixed
Add GLP-1 RA insulin twice daily (before

Add 1 rapid-acting

insulin injection before

largest meal breakfast and supper)

Start: 4 units, 0.1 U/kg, or 10% If not tolerated or AIC Start: Divide current basal dose
basal dose. If A1C <8%, consider target not reached, g | into % AM, YaPMor V2 AM, V2 PM
¥ basal by same amount phange to.2 injection Adjust: # dose by 1-2 units or
Adjust: A dose by 1-2 units or insulin regimen | 10-15% once or twice weekly
10-15% once or twice weekly until SMBG target reached
until SMBG target reached If goals not met, consider For hypo: Determine and
For hypo: Determine and - changing to alternative | | address cause; if no clear reason
address cause,; if no clear reason insulin regimen for hypo, ¥ corresponding dose
for hypo, ¥ corresponding dose by 2-4 units or 10-20%
by 2-4 units or 10-20% N |
1
If A1C not controlled, If A1C not controlled,
advance to basal-bolus advance to 3rd injection

\ \

Add >2 rapid-acting Change to premixed

analog insulin 3 times daily
(breakfast, lunch, supper)

insulin injections before
meals (‘basal-bolus’)

Start: 4 units, 0.1 U/kg, or 10% Start: Add additional injection
basal dose/meal. If AIC <8%, before lunch
consider ¥ basal by same amount Adjust: » doses by 1-2 units or

) If goals not met, consider ;
Adjust: ® dose(s) by 1-2 units Or | qg— changing to alternative —#» 10-15% once or twice weekly to

10-15% once or twice weekly to insulin regimen achieve SMBG target

achieve SMBG target For hypo: Determine and

For hypo: Determine and address cause; if no clear reason
address cause; if no clear reason for hypo, ¥ corresponding dose
for hypo, ¥ corresponding dose by 2-4 units or 10-20%

by 2-4 units or 10-20% g




Lifestyle measures

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

Consider first line

Sulfonylurea
or

Metformin
a- Glucosidase inhibitor

Consider second line

a- Glucosidase inhibitor or
DPP-4 inhibitor or
Thiazolidinedione

Metformin

Sulfonylurea (if not first line)

Consider third line

Basal insulin a- Glucosidase inhibitor or
or DPP-4 inhibitor or GLP-1 agonist
Pre-mix insulin Thiazolidinedione

Consider fourth line

. = usual approach
. = alternative approach

Basal + Basal insulin, or
meal-time Pre-mix insulin

insulin (later basal + meal-time)




At diagnosis of type 2 diabetes
Start lifestyle intervention (nutrition therapy and physical activity) +/- Metformin

Symptomatic hyperglycemia

e

A1C <8.5% A1C 28.5% ; ; ;
with metabolic decompensation
J
Y Y Y
N e A g 2
. Start metformin immediately. "
If not at glycemic target e e Initiate
Consider initial combination with " .
(2-3 mos) . . insulin +/- metformin
another antihyperglycemic agent.
* b X v y - B,

[Start/lncrease metforminH f not at glycemic targets ]‘

\



L
Add another class of agent best suited to the individual (classes listed in alphabetical order):

Class Relative Hypo- Weight  Effectin Other therapeutic Cost
AIC  glycemia Cardiovascular considerations
Lowering Outcome Trial
Alpha-glucosi- + Rare  Neutral Improved postprandial 5
dase inhibitor o + control, Gl side-effects
(acarbose)
DPP-4 12 Rare  Neutral alo,saxa,sita:  Caution with saxagliptin in
Inhibitors to ¥+ Neutral heart failure §8§
GLP-1R Yt Rare 4 lira: Superiority Gl side effects §98%
agonists id in T2DM patients
with clinical CVD
lixi: Neutral
Insulin 122 Yes tt  glar Neutral No dose ceiling, §-855%
flexible regimens
Insulin
secretagogue:
Meglitinide 12 Yes t Less hypoglycemia in S
context of missed meals
but usually requires TID to
QID dosing
Sulfonylurea 12 Yes t Gliclazide and glimepiride §
associated with less
hypoglycemia than glyburide
SCLT2 Y410 Rare 12 empa: Genital infections, UTI, §%%
inhibitors 44 Superiority in - hypotension, dose-related
T2DM patients  changes in LDL-C, caution
with clinical VD with renal dysfunction and
loop diuretics, dapagliflozin
nat to be used if bladder
cancer, rare diabetic
ketoacidosis (may eccur
with no hyperglycemia)
Thiazolidinedi- ¥+ Rare tt Neutral CHF, edema, fractures, 8
ones rare bladder cancer

(pioglitazone), cardiovascular
controversy (rosiglitazone),
6-12 weeks required for
maximal effect

Weight loss + None i Gl side effects §85
agent (orlistat)
alo=alogliptin; empa=empagliflozin; glar=glargine; lira=liraglutide
lixi=lixisenatide; saxa=saxagliptin; sita=sitagliptin
v




[ If not at glycemic targets j

[ + Add another agent from a different class * Add/Intensity insulin regimen ]

Make timely adjustments to attain target A1C within 3-6 months




Tedavi Seciminde etkili
faktorler



A4
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Add another agent best suited to the individual by prioritizing patient characteristics:

PATIENT CHARACTERISTIC CHOICE OF AGENT
Priority: 5 Antihyperglycemic agent with |
- . . demonstrated CV outcome benefit
Clinical cardiovascular disease o .
(empagliflozin, liraglutide)
+ Degree of hyperglycemia + Consider relative A1C lowering
+ Risk of hypoglycemia » Rare hypoglycemia
+ Overweight or obesity + Weight loss or weight neutral
+ Cardiovascular disease or multiple risk factors + Effect on cardiovascular outcome
» Comorbidities (renal, CHF, hepatic) + See therapeutic considerations, consider eGFR
» Preferences & access to treatment » See cost column: consider access y

Y .

-



CKD Stage:
GFR (mL/min):

Acarbose
Metformin
Linagliptm
Saxagliptin

Sitagliptin [

Exenatide b

Liraglutide
Gliclazide/Glimepiride
Glyburide

Antihyperglycemic Medications and Renal Function
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Thiazolidinediones
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GENEL YORUM



Tedavi Plani

* Once Hedeflerinizi beliryeceksiniz



Diyabet Tedavi

* Hedeflerinizi etkileyebilecek faktorleri belirleyeceksiniz
e Ulke klavuzunuz size yol gdsterici olacak

* Hastayla tedavi seciminizi, varsa alternatifini gerekcelerinizle
paylasacaksiniz,
« Ulke klavuzunuz size yol gosterici olacak,



Tedavi seciminde ilk basamak

Yasam Tarzi

Degisim




Akarboz
Sultoniltre
Pioglitazon
DPP4

GLP-1 analoglari
SGLT-2 inh.

Bazal Insulin

Hazir Karisim Inslin
Bazal Bolus insulin




Hiperglisemi Nedenleri

Decreased

incretin effect
Impaired insulin — Increased

secretion lipolysis

Increased Increased
glucagon _. glucose
secretion | ~ reabsorption

Increased hepatic R’ Decreased
glucose production glucose uptake

Neurotransmitter
dysfunction

Adapted from DeFronzo RA. Diabetes 2009;58:773-95.



Tip 2 DM

* Heterojen bir hastalik grubudur,

e Alt tanimlamalari yapmadan tek diize tedavi secimi dustnitlmemelidir



Tip 2 Diyabette Kombinasyon Tedavisi

* Beslenmeyi etkileyen ajanlar
* Intestinal absorbsiyonu etkileyen ajanlar

 Karaciger glukoz cikisini etkileyen ajanlar

* Dokulara glukoz girisini etkileyen ajanlar

* Pankreas insulin sekresyonunu etkileyen ajanlar

* Pankreas glukagon sekresyonunu etkileyen ajanlar
* Uriner glukoz atilimini arttiran ilaclar



Kombinasyonda Sinirlar

* Maliyet
* Her ulke kendi maliyetlerine gére dizenlemeler yapmalidir,

* Maliyet planlamasinda dogrudan ve dolayli maliyetler g6z 6ntne
alinmalidir,



Tedavi Planlamasinda etkili

* DOZ

* GFR

* Gebelik

» Karaciger fonksiyonlari
* Renal fonksiyonlar

* Norolojik fonksiyonlar
* Yasam Beklentisi

* Diger ?



HEDEFLERIN KISISELLESTIRILME AYARLAMALALARI

ORANSAL iNSULIN DIRENC DUZEYi

KiLOLU

YUKSEK INSULIN DIRENCI

Metformin

Metformin

GLP1RA

Sglt2 INH.
DPP4 iNH

DPP4 iNH.
BAZAL BOLUS,
Sglt 5 inh.
METFORMIN

Diistik insulin rezistansi

DIYABET

BASLANGICI

ZAMAN

Hipoglisemi

IA3ZNa NI1NSNI N3roaN3 TYSNVYO0
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Sonuc

* Diyabette Tanisal Siniflama yetersiz

* Tip 2 Diyabet bagligi altinda fenotip, genotip, klinik 6zellikleri farkl
hastalar var,

* Klinik calismalarda alinan hastalarda tip 2 DM tanisi almis olmalari
temel degerlendirme

* Farkli hastalari nasil tek bir hastaymis gibi tedavi plani yapariz,
* Bu durumda uzman gorusune gore alt gruplandirmalar yapiyoruz,

e Su andaki klavuzlara bakarak Klinik tanimlamalari iyi, tedavi secimini
buna gbére yapmaliyiz,






