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2008 ADA DIYABET ALGORITMASI

Tier 1: Well-validated core therapies
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Tier 2: Less well-validated therapies

Lifestyle + Metformin
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e Pioglitazone == Pioglitazone
No hvpoglveemia *
Oedema/CHF Sulfonylurea®
Bone loss
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Mono- , increased physical activity, and diabetes education

therapy Metformin
Efficacy” high
Hypo risk low risk
Welight neutral / loss
Side effects Gl / lactic acldosis

Costs® low
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Vaka 1

55 yasinda erkek hasta,

Covid enfeksiyonu gegirmis (1 ay 6nce), tedavi gormds, iyilesmis .
Covid tedavisi ile es zamanli baslayan mide agrisi tfanimliyor.

Gastroenteroloji poliklinigine bagvurmus.
PPI ve antiasid baslanmis.

Gastroskopi yapilmis.

Patolojik bulgu saptanmamis.




* Bilinen bir hastaligi yok.

* 8 ay once diyabet tespit edilmis, Hbalc % 8 mis.
* Yasam tarzi degisiklikleri onerilmis.

« Metformin 2x1 baglanmis.

* Pandemiden dolay! kontrole gelememis.



FM

« BKT: 25 kg/m2

 Bel cevresi: 94 cm

« TA: 125/ 82 mmHg

* Nb: 84/dk/R

* Diger FM bulgulari dogal



Lab

* AKS: 118 mg/dl

« TKS: 178mg/dl

» Ure:38mg/dl

* Krea:1,1mg/dl

. LDL Kol: 98mg/d!

« HDL: 47mg/dl

* Hbalc: % 7.8

. Vit B12: 148 mg/dl

- Ust batin USG: Grade 1-2 hepatosteatoz

* Diger parametreler dogal



* Metformin stopland.
* Vitamin B12 replasmani basland..

* Yasam tarzi onerileri tekrarland..



Hangi ilaci verelim?

* The American Diabetes Association/ European Association for the
Study of Diabetes consensus report “Management of Hyperglycemia
in Type 2 Diabetes, 2018” and the 2019 update

* ADA 2020

KISI BAZLI YAKLASIM
(Ilacin 6zelliklerine ya da kisinin tercihine gore)



HEPATOSTEATOZ
« SGLT-2 inhibitérd
* DPP-4 Inh

e SU
e Insiilin




* 2 hafta sonra kontrole geldiginde karin agrisi gegmisti

* 3 ay sonra Hbalc: 7%6.8



Vaka 2

« 70 yasinda bayan hasta, 20 senedir Tip 2 diyabef,

* Rutin kontrol igin gelmis.
* Kan sekerlerinin yiiksek (250-300 mg/dl) gittigini belirtiyor.

* Son 10 senedir insiilin ve metformin kullaniyor.
- Oncesinde metformin ve sulfaniliire tedavisi altindaymis.
- Insiilin glargin 40 U- Insiilin aspart 3x20 U almakta.



* BKT: 34 kg/m2

* Bel cevresi: 115 cm
« TA: 148/90 mmHg
« Nb: 88/dk/R

* Pretibial 6dem +1




Lab

« AKS: 278 mg/d|

* eGFR: 68

* LDL Kol: 148mg/dI
« HDL: 55 mqg/dl

* C peptid: 3,55

« Hblc: %95

* Diger parametreler dogal



Insiilin glargin 40 U- Insiilin aspart 3x20 U
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- BAZI DURUMLARDA TEDAVI DOZU AZALTILIR YA DA
KESILIR

- TEDAVININ ETKISIZLIGI DE BUNLARDAN BIRIDIR

(ADA 2020)



A1C OR INDIVIDUALIZED A1C TARGET

ASCVD PREDOMINATES

SGLT2i with proven CVD benefit’
if oGFR adequate?®

L

¥ A1C sbove target

2

HF OR CKD
PREDOMINATES
= Particularly HFrEF
(LVEF <45%)
= CKD: Specifically eGFR 30-60
mL/min/1.73 m? or UACR

>30 mg/g, particularly
UACR >300 mg/g

contraindicated or if o GFR less
than adequate® add GLP-1 RA with

INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF? NO

- 4
CONSIDER INDEPENDENTLY OF BASELINE

IF A1C ABOVE INDIVIDUALIZED TARGET PROCEED AS BELOW

Y

If further intensification is required or
patient is now unabile to tolerate
GLP-1 RA and/or SGLT2I, choose

agents demonstrating CV safety:

= For patients on a GLP-1 RA,
consider adding SGLT2i
with proven CVD benefit’

= DPP-4i if not on GLP-1 RA

= Basal insulin®

= TZD*

= SU*

consider adding GLP-1 RA

with proven CVD benefit’
= DPP-4i (not saxagliptin)

in the setting of HF (if

not on GLP-1 RA)

= Basal insulin*
= SU*

IS A MAJOR ISSUE®* "
sus Tz0%
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I A1C above target
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TZD™ sue
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< It A1C sbove target |
¥ A1C above target <& <
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k proven CVD benefit’
h 4
if A1C above target \L"
& i A1C above target
= Avoid TZD in the setting of HF <&
gvmm Continue with addition of other agents as outiined above
= For patients on a SGLT2i, \L’

i A1C above target

b

Consider the addition of SU®* OR basal insufin:

= Choose later generation SU with lower risk of hypoglycemia
= Consider basal insulin with lower risk of hypoglycemia’

1. Proven CVD benefit means it has label indication of reducing CVD events

2. Be aware that SGLTZ labeling varies by region and individual agent with
regard to indicatad level of @GFR for initiation and continued use

3. Empagitfiozin, canagiifiorin and dapagiificzin have shown reduction in HF and to
reduce CKD progression in CVOTs. Canagiifiozin has primary renal outcome data from
CREDENCE. Dapagificzan has primary heart failure outcome data from DAPA-HF

4. Degludec or U100 glargine have demonstrated CVD safety
5. Low dose may be better tolerated though less well studied for CVD effects

1 Actioned wh theso b

new diinical considerstions regardiess of background g

If quadruple therapy required,
or SGLT2i and/or GLP-1 RA not
tolerated or contraindicated, use

DPP-4i (if not on GLP-1 RA)
based on weight neutrality

= Insulin therapy basal insulin
with lowest acquisition cost

= Consider DPP-41 OR SGLT2i
with lowest acquisition cost™

8. Choose later genaration SU to lower risk of hypogiycemia,
Gilimepiride has shown similar CV safety to DPP-41

7. Degludec / glargine U300 < glargine U100 / detemir < NPH insulin

8. Semagiutide > liragiutide > dulagiutide > axenatide > lbdsenatide

9. M no specific comorbidities (l.a. no established CVD, low risk of hypoglycemia
and lower priority to avoid weight gain or no weight-related comortidities)

10. Consider country- and region-specific cost of drugs. In some countries
TZDs relatively more expensive and DPP-4i relatively cheaper

2

i DPP-4i not tolerated or
contraindicated or patient already
on GLP-1 RA, cautious addition of:

« SU* - TZD* - Basal insulin




Amac kilo vermekse onerilen ilaglar

* GLP-1 agonistleri (Semaglutide>
Liraglutide>Dulaglutide>ExenitidesLixisenatide)

« SGLT-2 inhibitorleri

« Ama oncelikle KILO ALDIRAN ILACI KESMEK!



Siki yasam tarzi degisikligi uygulandi!ll!
» Kalorisi kisitlanmig Akdeniz diyeti

* 150 dk /haftada orta siddetli aerobik egzersiz




- Insiilin dozu yariya disirildi.
- Insiilin glargin 20 U- Insiilin aspart 10 U,
» Sitagliptin 100 mg 1x1 eklend.i.

10 gunlik araliklarla kontrole ¢agirildi.



SABAH OGLEN AKSAM

Ginle AC KAHVALTIDAN AC YEMEXTEN
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» Insiilin glargin 10 U ye diisiildi,
- Insiilin aspart stoplandi,

* Dapaglifozin 10mg eklendi.



SABAH OGLEN AKSAM GECE

KAHVALTIDAN YEMEKTEN YEMEKTEN
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Insiilin glargin stoplandi.

Metformin 1000 mg 2x1 , Sitagliptin 100 mg 1x1,
Dapaglifozin 10mg 1x1 ile devam



SABAH OGLEN AKSAM GECE
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3 ay sonra

« AKS: 138 mg/dl
« Hbalc: % 7,2

* Hasta 9 kg zayiflad..



Vaka 3
68 Y Erkek hasta

« 18 yildir diyabetik,
* Glimeprid ve metformin kullanmakta,

5 giin once yol ylridrken nefes darligi olmasi tzerine gittigi Dr tarafindan
ekgllen EKG >clie )Yeni gelismis bir sol gal blogu sap‘ranly%r'. 7

 Gegirilmis sessiz ML, kalp yetersizligi oldugu saptaniyor , LAD ye stent
takiliyor ve medikal fedavisi diizenleniyor.

* Losartan 50+HCTZ 12.5 mg 1x1, Sprinolacton 25 1x1, Dilatrent 12,5 2x1,
Atorvastatin 40mg 1x1, ASA 100mg 1x1, Klopidrogel 1x1 baglaniyor.



FM

* BKT: 29kg/m2

« TA: 130/80 mmHg Nb: 80/dk/R

* Her iki akciger bazalinde minimal krepitan ral mevcut
* Pretibial odem 1+

* Tuim odaklarda 1/6 sistolik Gfirdm

* Diger FM bulgulari dogal



Lab:
« AKS: 178 mg/dl

* GFR: 55 ml/dI/1.73 m2
* T.Kol: 203 mg/dl

» HDL Kol: 44 mg/d|

» LDL: 125 mg/dI

* Trig:171 mg/d|

 HbalC: o/08.4



INDICATORS OF HIGH-RISK OR ESTABLISHED ASCVD, CKD, OR HF!

A1C OR INDIVIDUALIZED A1C TARGET

ASCVD PREDOMINATES

= Established ASCVD

= Indicators of high ASCVD risk
(age 255 years with coronary,
carotid or lower extremity
artery stenosis >50%, or LVH)

SGLT2i with proven CVD benefit!
if 8GFR adequate?

v

IF A1C ABOVE INDIVIDUALIZED TARGET PROCEED AS BELOW

&

| |

If further intensification is required or
patient is now unable to tolerate
GLP-1 RA and/or SGLT2], choose
agents demonstrating CV safety:

= For patients on a GLP-1 RA,
consider adding SGLT2i
with proven CVD benefit!

= DPP-4i if not on GLP-1 RA

= Basal insulin*

= TZD*

= SU°

consider adding GLP-1 RA
with proven CVD benefit'

= DPP-4i (not saxagliptin)
in the setting of HF (if
not on GLP-1 RA)

= Basal insulin*
= Su

HF OR CKD
PREDOMINATES Jy
= Particularly HFrEF SR SO R
(LVEF <45%) COMPELLING NEED TO MINIMIZE
= CKD: Specifically eGFR 30-60 HYPOGLYCEMIA
mbL/min/1.73 m? or UACR
>30 mg/g, particularty
oty DPP-4i GLP-1RA SGLT2R 0
PREFERABLY e & ¥ ¥
SGLT2i with evidence of reducing KAIC KAIC fAIC HAIC
HF and/or CKD progression in above target above target above target above target
GLP-1 RA SGLT2R
f SGLT2i not tolerated or
contraindicated or if 6GFR less o R OR OR
than adequate?add GLP-1 RA with OR OR DPP-4i DPP-4i
u
proven CVD benefit ™ 20 OR OR
07 7o} GLP-1RA
It A1C above target ¥ ¥ W 2
7 1f A1C above target I
« Avoid TZD in the setting of HF W
g’vmf agents demonstrating Continue with addition of other agents as outlined above J
= For patients on a SGLT2i, ‘4/'

HAIC above target

\ 2

. Proven CVD benefit means it has label indication of reducing CVD events

Be aware that SGLT2i labelling varies by region and individual agent with
regard to indicated level of eGFR for initiation and continued use

paglifiozin, canaglifiozin and dapagiificzin have shown reduction in HF and to

5. Low dose may be better tolerated though less well studied for CVD effects
T Actioned whenever these become new dlinical considerations regardiess of background g

Consider the addition of SU® OR basal insulin:

= Choose later generation SU with lower risk of hypoglycemia
= Consider basal insulin with lower risk of hypoglycemia’

7. Degludec / gk

L

8. Choose later generation SU to lower risk of hypoglycemia,

Glimepiride has shown similar CV safety to DPP-4l

ine U300 < glargine U100 / d

ir < NPH insulin

>

9. If no specific comorbidities (i.e. no established CVD, low risk of hypoglycemia

and lower priority to avold weight galn or no welght-related comorbidities)

-

latively cheaper

10. Consider country- and reglon-specific cost of drugs. In some countries
lativel ive and DPP-4i

Y

COMPELLING NEED TO

PROMOTE WEIGHT LOSS

If A1C above target

J &
GLP-1 RA with
good sfficacy
i for weight
loss®
< v
[ H A1C above target
¥ v
If quadruple therapy required,

or SGLT2i and/or GLP-1 RA not
tolerated or contraindicated, use
regimen with lowest risk of
weight gain

PREFERABLY

DPP-4i {if not on GLP-1 RA)
based on weight neutrality

¥

If DPP-4i not tolerated or
contraindicated or patient already
on GLP-1 RA, cautious addition of:

» SU® « TZD* - Basal insulin

Y

MINIMIZE WEIGHT GAINOR  COST IS A MAJOR ISSUE®"®

SU‘ 12010
¥ N
If A1C above target
W W
TZD® sue
< ¥
If A1C above target
v v

* Insulin therapy basal insulin
with lowest acquisition cost

= Consider DPP-4i OR SGLT2i
with lowest acquisition cost™

LVH = Left Vertricular Hypertrophy; HFrEF = Heart Falure reduced Ejection Fraction
UACR = Urine Albumin-to-Creatinine Ratic; LVEF = Left

Ejection F

Glucose-
lowering
Medication in
Type 2
Diabetes:
Overall
Approach

Pharmacologic
Approaches to
Glycemic
Management:
Standards of Medical
Care in Diabetes -
2020. Diabetes Care
2020;43(Suppl. 1):S98-
S110



Gegirilmis ASCVH , ASCVH riski (55 yas
Gzeri ve koroner, karotis ya da alt ekstremitede
%50 Uzeri tikanma ya da sol ventrikiil
hipertrofisi) varsa

GLP1-1 Agonisti ya da SGLT-2 inhibitori

Kalp yetmezligi (Diisik EF li ) ya da Kronik
Bobrek yetmezligi varsa

{GLT -2 inhibitéri ya da 6LP-1 agonisti /




* Yasam tarzi degisiklikleri vurguland.

* Glimeprid-Metformin tedavisi Empagliflozin-Metformin
olarak degistirildi.

* 3 ay sonra Hbalc: %6,2






