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Cikar celiskisi beyani

* Danisma kurulu

* Novonordisk, Sanofi, AstraZeneca, Eczacibasli, Econix,
Roche Diagnostics

* Klinik arastirma yuarataculGgu
* Novonordisk, Novartis, Sanofi

* Kongre Destegi
* Bilimilag, Novonordisk, AstraZeneca




* «GLP1 tedavisi insulin alternatifi midir?» sorusuna hizli cevap

* Kanitlar

* GLP-1 agonisti tedavisinde puf noktalar



GLP-1 Agonisti insulin alternatifi midir?

insiilin tedavisi endikasyonlari

* Tip 1 Diyabet

* Hiperglisemik acil durumlar

* Diyabetli bireyde perioperatif izlem
* Gebelik diyabeti

* Tip 2 Diyabetli bireyde tedaviye yetersiz yanit
* Diyet + Egzersiz + Oral antidiyabetikler

HAYIR

EVET



Tip 2 Diyabet glncel

Yasam bicimi yonetimi + Oral antidiyabetik
Metformin (Cogu defa)

tedavi yaklasimi

Oral kombinasyon

Endikasyon, Etki, Yan etki, Maliyet

Enjektabl tedavi
GLP-1 reseptor agonisti
insilin

Consensus Report by the ADA and EASD. Diabetes Care 2022; 45 (11): 2753 2786
Standards of Care in Diabetes-2023. Diabetes Care. 2023 ;46(Suppl 1):5140 S157
TEMD Diabet Mellitus Tani ve Tedavi Kilavuzu 2022



TO AVOID
Use principles in Figure 9.3, including reinforcement of behavioral TNERTA
interventions (weight management and physical activity) and provision e
of DSMES, to meet individualized treatment goals

Add basal insulin®
Choice of basal insulin should be based on person-specific considerations, including cost. :
Refer to Table 9.4 for insulin cost information. Consider prescription of glucagon for ¢ cevoveeiiiiiiiniiiaan. i

emergent hypoglycemia.
\ 4

Add basal analog or bedtime NPH insulin®

INITIATION: Start 10 units per day OR 0.1-0.2 units/kg per day
TITRATION:
= Set FPG target (see Section 6, “Glycemic Targets”)

= Choose evidence-based titration algorithm, e.g., increase 2 units every 3 days to
reach FPG target without hypoglycemia

= For hypoglycemia determine cause, if no clear reason lower dose by 10-20%

2

Assess adequacy of basal insulin dose
Consider clinical signals to evaluate for overbasalization and need to consider
adjunctive therapies (e.g., basal dose more than ~0.5 units/kg/day, elevated . . .
retiims-mominarilior sostenrsprantial diferential, Hynooliesrin Fwsrsio: ADA Standards of Care in Diabetes-2023. Diabetes Care.

unaware], high variability) _ 2023;46 (Suppl 1):5140-S157.




PLACE OF INSULIN'

© If not already on GLP-1RA,
consider use of GLP-1 RA

© Consider immediate
start of insulin

@ When not familiar with insulin use

or when targets not reached, consider
shared care with specialist team

« Severe hyperglycemia
* Acute glycemic dysregulation

* When T1D is suspected ' Consider adding insulin when
' personalized HbA, targets are not
met with strategies described in Fig. &
+ Maintain cardiorenal ) 'L X .
protective agents Start using basal insulin* Intensify a_.lung ﬂ?’-"" and
« Maintain metformin, (10 units or 0.1-0.2 units/kg per day) proferentially at sach stap
SGLT2i, and GLP-1 RA at bedtime or more flexibility with + Healthy behavior
_m:':d mighl:ﬂg:in timing for longiacting analogs - Nutritional therapy
and limit insulin dose
and hypoglycemia risk , . |+ DSMES: with
Titrate to FPG target but avoid additional focus on
» Consider using overbasalization of insulin injection technique,
combination products of (consider introduction of CGM) hypoglycemia, weight
basal insulin/GLP-1 RA : J' /

When FPG is on target but
HbA, or TIR is not

4

If not already on GLP-1 RA,
consider use of GLP-1 RA

4

ADD MEALTIME INSULIN UNDER FORM OF:

Basal plus - ADA/EASD Consensus Report Diabetes Care 2022; 45 (11):
(pmgrfsflfe ad:jltlun Premixed insulins 2753-2786




Instlin ve GLP-1 agonisti karsilastirma

Glukoz dustrucu
etki

NMaoatahAlils vin Wardivinvackiilar




GLP-1 Reseptor Agonistleri

Kisa etkili

Exenatide
b.i.d.
Byetta®

>-1/GIP dual agonistler

Y
D

{nusekrange) kool
| wonul

i

Tirzepatide
Mounjaro



Alc Uzerindeki etkinlik
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Aclik glukozu Gzerindeki etkinlik

HbA1c [%] (reduction vs. baseline)

2 5 Slopes: P = 0.0003 ®:
‘ -25
2 04 Incretin-based
" | medications 4 o0
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Nauck MA., Diabetes Obes Metab

[mg/dl]

[Jow/joww]

® exenatide 10 pg b.i.d.

00060

o

® 0

liraglutide 1.8 mg q.d.
exenatide 2 mg q.w.
dulaglutide 0.75 mg q.w.
dulaglutide 1.5 mg g.w.
albiglutide 30/50 mg qg.w.
semaglutide 0.5 mg q.w.
semaglutide 1.0 mg q.w.
tirzepatide 5 mg q.w.
tirzepatide 10 mg q.w.
tirzepatide 15 mg q.w.
Insulin glargine

Insulin detemir

Insulin degludec

. 2023 May;25(5):1361-137



Instlin ve GLP-1 agonisti karsilastirma

Yan Etki

Glukoz dustrucu
etki

NMaoatahAlils vin Wardivinvackiilar




Hipoglisemi riski..

(A) Any hypoglycaemia

Proportion of patients with hypoglycaemia

Incretin- Basal insulin
based
glucose-
lowering
medications
Treatment

(C) Severe hypoglycaemia

©
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Nauck MA., Diabetes Obes Metab. 2023 May;25(5):1361-13



Gastrointestinal yan etkiler..

Supplementary Table 3. Comparison of the proportion of patients reporting “gastrointestinal” adverse events (nausea, vomiting diarrhoea) in hear-to-head trials with incretin-based glucose-lowering

medications (GLP-1 receptor agonists and the GIP/GLP-1 receptor co-agonist tirzepatide

Number Number Number  Proportion Number Number of  Number of Proportion Number Number of  Number of Proportion
of of of reporting of patients patients reporting of patients patients reporting
studies patients patients this adverse studies reporting exposed to  this adverse studies reporting exposed to this adverse
reporting  reporting exposed event [%)] reporting  this the drug(s) event [%] reporting  this the drug(s) event [%]
this this to the this adverse of interest this adverse of interest
adverse adverse drug(s) adverse event adverse event
event event of event event
interest
Adverse event of interest Nausea| Vomiting | [Diarrhoea [
Medication class(es)
analyzed
Short-acting GLP-1 RAs 3 289 561 51.5 2 61 407 15.0 2 46 400 11.5
Long-acting GLP-1 RAs 11 663 4158 15.9 10 255 3654 7.0 9 508 4190 12.1
All GLP-1 RAs 14 925 4719 20.2 12 316 4061 7.8 11 554 4590 12.1
Tirzepatide 2 351 2072 16.9 2 163 2072 7.0 2 351 2072 16.9
All incretin-based 16 1303 6791 19.2 14 479 6133 7.8 13 905 6662 13.6
glucose-lowering medications
Comparison (incretin-based Relative 95 % confidence Significance Relative 95 % confidence interval Significance Relative 95 % confidence interval Significance
glucose-lowering medication risk interval (p-value) risk (p-value) risk (p-value)
vs. basal insulin
Short-acting GLP-1 RAs 6.3 4.4-9.0 < 0.0001 3.9 2.2-6.8 < 0.0001 1.9 1.2-3.1 0.011
Long-acting GLP-1 RAs 6.2 4.9-7.9 < 0.0001 3.2 2.3-4.3 < 0.0001 2.7 2.2-3.3 < 0.0001
All GLP-1 RAs 6.1 4.9-7.4 < 0.0001 3.7 2.8-4.8 < 0.0001 2.6 2.1-3.1 < 0.0001
Tirzepatide 6.1 4.8-10.1 < 0.0001 4.4 3.0-6.5 < 0.0001 3.6 2.7-4.7 < 0.0001
All incretin-based 6.2 5.3-71 < 0.0001 3.9 3.1-4.8 < 0.0001 2.9 2.3-.3.3 < 0.0001

alucose-lowerina medications

Nauck MA., Diabetes Obes Metab. 2023 May;25(5):1361-13




Instlin ve GLP-1 agonisti karsilastirma

Titrasyon kolaylig

Glukoz dustrucu
etki

NMaoatahAlils vin Wardivinvackiilar




GLP-1 titrasyonla ilgili ip uclari..

Exenatide b.i.d. | 5.gbid. [ togbid ]
3% Q@
- o2 " “ Lixisenatide
a2 O
RN Qbe Oué ég.c’ 0:“ 0:&\ Liraglutide __
AT ALY N R O
& °Q'\\"*° & & »© Exenatide once weekly [
ch‘ a@{@g C \fbg\ \‘O\g )
g .
u l l l 1 Albiglutide |
Semaglutide s.c. { 0.25 mg q.w’ [
Semaglutide oral . 3mgad
L a1 o o 0 3 3 1 3 3 1 11 1 1 1
1 T | I W T N T SO T NN TN TN W S TN S N NN TN S T SN S T i |
0 6 12 18 24 48 72 96 0 2 4 6 8 10 12
Time after injection (or oral administration *) [h] Time after initiating treatment [weeks]

Nauck MA., Mol Metab. 2021 Apr;46:101102



Instlin ve GLP-1 agonisti karsilastirma

Glukoz dustrucu
etki

Metabolik ve Kardiyovaskduler
yararlar




Kilo kontrolU
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Giorgino et al. 2015 b
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Nauck MA., Diabetes Obes Metab. 2023 May;25(5):1361-



LDL DUsUrucu etki

GLP-1 receptor agonists

Davies et al. 2009
Yin eta. 2018
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Nauck MA., Diabetes Obes Metab. 2023 May;25(5):1361-



Study

Study

Kan basincl Uzerindeki etk

GLP-1 receptor agonists
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Olay ve olimler acisindan GLP-1 agonistleri

Individual trials Meta-analysis
Major adverse cardio- Individual cardio- Helsracansi
vascular events ("MACE") vascular endpoints g y
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ELIXAR p=0.78 MACEF —e— | p<0.001 £ 50}
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® Oral semaglutide

Nauck MA, Mol Metab. 2021 Apr;46:10110:



Instlin ve GLP-1 agonisti karsilastirma

Glukoz dustrucu
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Maliyet etkinlik




GLP-1 agonistlerinin maliyet etkinligi
insulinden daha iyidir.

Glucagon-like peptide 1 agonists for
treatment of patients with type 2 diabetes
who fail metformin monotherapy:
systematic review and meta-analysis of
economic evaluation studies

BM) Open
Diabetes

Research
& Care

To cite: Bagepally BS,
Chaikledkaew U, Gurav YK,
&t al. Glucagon-like peptide

1 agonists for treatment

of patients with type 2
diabetes who fail metformin
monotherapy: systematic
review and meta-analysis of
economic evaluation studies.
BMJ Open Diab Res Care
20208:2001020. doi:10.1136/
bmijdrc-2019-001020

Bhavani Shankara BagepatLy
Yogesh Krishnarao Gurav,”

,'? Usa Chaikledkaew © 23
Thunyarat Anothaisintawee,”” Sitaporn Youngkong,*

3

Nathorn Chaiyakunapruk,® Mark McEvoy,” John Attia,”® Ammarin Thakkinstian®®

ABSTRACT

Objectives To conduct a systematic review and meta-
analysis and to pool the incremental net benefits (INBs)
of glucagon-like peptide 1 (GLP1) compared with other
therapies in type 2 diabetes mellitus (T2DM) after
metformin monotherapy failure.

Research design and methods The study design is

a systematic review and meta-analysis. We searched
MEDLINE (via PubMed), Scopus and Tufts Registry for
eligible cost—utility studies up to June 2018, adhering
to the Preferred Reporting tems for Systematic Reviews
and Meta-Analyses guideline. We conducted a systematic

wraniia and nanlad tha IMDs of 21 D16 samaarad with ndhar

Significance of this study

1°020Z AINe 8L U0 NZ20100-6L02-2iplWa/acL L0l se pausiand 1Sk :aien saH aeia uado rNeg

What is already known about this subject?

» Glucagon-like peptide 1 (GLP1) agonists are clinical-
ly effective in treating patients with type 2 diabetes
mellitus (T2DM) who fail metformin monotherapy.

» Several economic evaluation studies, along with
systematic reviews of the cost-effectiveness of
GLP1 agonists, have already been conducted, but
these have only been descriptive and results have
been conflicting.

Diabetes Research and Clinical Practice

= SE Volume 198, April 2023, 110625
ELSEVIER

Value of GLP-1 receptor agonists versus long-
acting insulins for type 2 diabetes patients with
and without established cardiovascular or
chronic kidney diseases: A model-based cost-
effectiveness analysis using real-world data

Chun-Ting Yang ? Wen-Yu Yao ? Huang-Tz Ou®P 2 =, Shihchen Kuo 2 °©




GLP-1 Agonisti kullanmamak daha guvenli olabilir..

Sarkopeni

lleri karaciger hastalig
Pankreatit oykulsu
Yasli, kirllgan hasta
Akut katabolik durum

Yatan hasta

Nauck MA., Diabetes Obes Metab. 2023 May;25(5):1361-!



Bitirirken..

* Insiilin yasam kurtarir, asagidaki durumlarda mutlaka kullanilmalidir:
* Tip 1 Diyabet

* Hiperglisemik acil durumlar
* Diyabetli bireyin perioperatif izlemi
* Gebelik diyabeti

* Tip 2 Diyabette
* Yasam bicimi yonetimi ve Oral antidiyabetiklerle yeterli metabolik kontrol
saglanamazsa GLP-1 Agonisti inslline tercih edilmelidir

* Aterosklerotik hastalik, kronik bobrek hastaligi, Obezite varsa GLP-1 agonisti (+
Metformin) kullanilmalidir.



alpersonmez@yahoo.com
@A _Sonmez

Tesekkiirler..
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