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Insulin Resistance

/N

“Inadequate” — Compensatory
Insulin Response Hyperinsulinemia

Prediabetes- ~——— Insulin Resistance
Type 2 Diabetes Syndrome
J D ‘

CV
Retinopathy Hypertension
Nephropathy gg‘g‘g
Neuropathy NAFLD

ACE Position Statement on the Insulin Resistance Syndrome, Endocr Pract. 2003:9(No. 3) 241



Insiilin direnci ve prediyabet yénetimi
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Medscape® www.medscape.com

DE. Q'ﬂg StUdy’ N= 577, siire= 6 yil

g-year Cumulative Incidence of Type 2 Diabetes in
Patients with Impaired Glucose Tolerance

Reduction in

Incidence (%) Relative Risk (%)
Control 67.7 —
Diet 43.8 31
Exercise 41.1 46
Diet + Exercise 46.0 -

Fan xR, et al. Diabetes Care. 1997, 200537-344.
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Cumulative T2DM Incidence During
Follow-up in the Chinese Da Qing
Diabetes Prevention Study

Control
- Intervention

43% risk
reduction

&
€
&
&
&

Gryear Inmtervention hazaed rate ratio 049 (95829% (1 0.330.73)
20year follow-up hazaed rate rato 057 (95% C1 0. 41-0.81)

‘ ' ' |
14 16 18 20

Yeaes of follow-up
Number at risk
Control 135 105 69 48 40 37 34 27 27 23 14
Intervention 428 387 314 250 230 206 192 161 147 136 114

Cl, confidence interval, DPY, Diabetes Prevention Program, T20M, type 2 diabetes mellitus

LG etal Lancel 2008371 17831789



P Finnish Diabetes Prevention Study:

Cumulative
probability of
remaining free

of diabetes

1.0

0.9

0.8

0.7

0.6

0.5

Effect of Lifestyle Intervention

N= 523, siire 3 yil+

58% Relative
Risk Reduction

~&— Control (23%)

—&— Intensive Lifestyle (11%)
43% for 7

T T T T T 1 years
1 2 3 4 5 6

Years on trial

Toumilehto J et al. N Engl J Med. 2001;344:1343-1350.



Diabetes Prevention Program:
Progression to Type 2 Diabetes

Average follow-up of 2.8 years
N=3,234 with IGT, mean age 51
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*All painyise compansons significantly different by group; sequential log-rank test

The Diacstes Prevention Frogram Research Group. N Engd J lded 200 345 383




Sz Weight Change Over Time
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R Diabetes Prevention Program Outcomes Study (DPPOS)
Incidence of Diabetes
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Komplikasyonlar yavaslatilabilir veya
engellenebilir mi?

 Calismalarin cogu saglanan faydanin diyabet
ortaya cikisinin engellenip engellenemedigi ile
iliskili

* |statistiksel olarak diyabete bagli
mikrovaskller ve 6zellikle de makrovaskiler
komplikasyonlarla ilgili karar verecek sekilde
dizayn edilmemisler veya olgu sayisi yeterli
degil.



l Articles

Long-term effects of lifestyle intervention or metformin on
diabetes development and microvascular complications over
15-year follow-up: the Diabetes Prevention Program Outcomes
Study

Diabetes Prevention Program Research Group?

T Members listed in the appendix

Findings

During a mean follow-up of 15 years, diabetes incidence was reduced by 27% in the
lifestyle intervention group (hazard ratio 0-73, 95% Cl 0-65—-0-83; p<0:0001) and by
18% in the metformin group (0-82, 0-72—-0-93; p=0-001), compared with the placebo
group, with declining between-group differences over time. At year 15, the
cumulative incidences of diabetes were 55% in the lifestyle group, 56% in the
metformin group, and 62% in the placebo group. The prevalences at the end of the_

study of the aggregate microvascular outcome were not significantly different

between the treatment groups in the total cohort (placebo 12:4%, 95% Cl 11-1—

—

13-8; metformin 13-:0%, 11-7-14-5; lifestyle intervention 11:3%, 10-1-12-7).
However, in women (n=1887) the lifestyle intervention was associated with a lower
prevalence (8:7%, 95% Cl 7-4-10-2) than in the placebo (11:0%, 9-6—12-6) and
metformin (11:2%, 9-7-12-9) groups, with reductions in the lifestyle intervention
group of 21% (p=0:03) compared with placebo and 22% (p=0-02) compared with
metformin. Compared with participants who developed diabetes, those who did
not develop diabetes had a 28% lower prevalence of microvascular complications
(relative risk 0-72, 95% Cl 0-63—0-83; p<0-0001).
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Ten-Year Mortality and Cardiovascular Morbidity in the

Finnish Diabetes Prevention Study—Secondary Analysis
of the Randomized Trial

Matti Uusitupa'*, Markku Peltonen?, Jaana Lindstrom?> >, Sirkka Aunola?, Pirjo Ilanne-Parikka®*°, sirkka

Keinanen-Kiukaanniemi”®2'%, Timo T. ValleZ, Johan G. Eriksson®""""2, Jaakko Tuomilehto®*3"'% for the
Finnish Diabetes Prevention Study Group

School of Public Health and Clinical Nutrition, Food and Health Research Centre, University of Kuopio, Kuopio, Finland, 2 Diabetes Prevention Uni Department of
Chronic Disease Prevention, MNational I Institute for Health and Welfare, Helsinki, Finland, 3 Department of Public Health, University of Helsinki, Helsinki, Finland,
4 Population Studies Unit, Department of Welfare and Health Promotion, National Institute for Health and Welfare, Turku, Finland, 5 Diabetes Center, Finnish Diabetes
Association, Tampere, Finland, 6 Science Center, Pirkanmaa Hospital District, Tampere University Hospital, Tampere, Finland, 7 Institute of Health Sciences, University of
Oulu, Oulu, Finland, 8 Health Centre of Oulu, OQulu, Finland, 9 Unit of General Practice, Oulu University Hospital, Oulu, Finland, 10 Oulu Deacone Institute Research
Centre, Qulu, Finland, 11 Department of General Practice and Primary Health Care, University of Helsinki, Helsinki, Finland, 12WVasa Centra I Hospital, Vasa, Finland,
13 South Ostrobothnia Central Hospital, Seindjoki, Finland

onclusions: Lifestyle intervention among persons with IGT did not decrease cardiovascular motbidity during the first 1(
years of follow-up. However, the statistical power may not be sufficient to detect small ifferences between the intervention

and control groups, Low total mortaity among participants of the DPS compared with individuals with IGT in the genera
population could be ascribed to a lower cariovascular isk profle at baseline and reqular follow-up




5‘ P]:'eventlon or Delay Of Type 2 American Diabetes Association
Diabetes

Diabetes Care 2017;40(Suppl. 1):544-547 | DOI: 10.2337/dc17-5S008

* %7 kilo kaybi ( mimkunse ilk 6 ay icinde)

e Haftada 500-1000 gr

* Gunluk alinan total kalorinin 500-1000 kcal alti
* Yagin miktarindan cok kalitesi 6nemli

 Tam tahilli gidalar, findik, yogurt ve kahvenin
koruyuculugu bildirilmis.

e Fazla kirmizi et tuketimi, fruktoz ve
tatlandiricili gidalar artmis risk ile iliskili

Ann Intern Med 2016;165:491-500
Am J Clin Nutr 2003;77:622-629
Am J Clin Nutr 2014;100:278-288
BMC Med 2014;12:215



Instlin direncinde diyet vs egzersiz

DIYET EGZERSIZ
Adipoz doku Kas
azalmasi tzerinden metabolizmasi
l Uzerinden
Adipositokin diizenlenmesi Mitokondriyal fonksiyonlarda dizelme
Kronik inflamasyonun azalmasi Artmis enerji harcanmasi
Plazma SYA azalmasi Miyositlerde AMP-kinaz bagimli glukoz

kullanimi artisi

\ e

Artmis insi lin d uya rhl |g| J Obes Weight Loss Ther. 2015 Jul; 5(0 5): S5-003



Relative risks of type 2 diabetes according to joint levels of physical activity, BMI and glucose
homoeostasisAdjusted for age, sex, study year, systolic blood pressure, smoking status and
education.

351

30-

Relative risk of type 2 diabetes

BMI

Physical activity  Low >30
Moderate

IGR

> 30
High < 30
Low

Normal glucose

<30
Moderate <30
High
Gang Hu et al. Essays Biochem. 2006;42:177-192
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Pediatrics
January 2014, VOLUME 133 /ISSUE 1

Exercise and Insulin Resistance in
Youth: A Meta-Analysis

Posttreatment Assessment Hedges' d {95% Ci}
Sunetal,* 2011 & -0.54 (-1.17 to 0.08)
Sun et al,* 2011 & , -0.43 (~0.99 t0 0.13)
Farpour-Lambert et al,¥” 2009 [ 3 -0.19 (0.78 to 0.40)

Davis et al,” 2009

0.11 (-0.53t0 0.75)

Davis et al*® 2011

0.22 (-0.87 t0 1.31)

de Piano et al** 2012

0.22 (-0.52 to 0.96)
Benson et al,** 2008 0.27 (-0.21 t0 0.76)

Shalitin et al > 2009

0.31(-0.13t0 0.75)

Kim et al,*® 2007 0.32 (-0.46 t0 1.10)

wewaslaudia .---_--_--‘.-.-‘..-!:_-9_-

McCormack et al,** 2013 0.35 (-0.59 t0 1.29)
de Plano et al,** 2012 ® 0.67 (—0.07 to 1.40)
Meyer etal,® 2006 - 0.75 (0.25 to 1.24)
Hasson et al 2 2012 @ 0.78 {0.11 to 1.46)
Hasson et al,*? 2012 @® 1.17 {0.43 t0 1.91)
Ben Ounis et al** 2008 ® 1.21(0.15t0 2.28)
Mean A -@- 0.31 (0.06 to 0.56)
-5.0 -40 -3.0 -2.0 -1.0 0.0 1.0 2.0 3.0 a0 5.0

Based on the cumulative results from these studies, a small to moderate effect was found
for exercise training on fasting insulin and improving insulin resistance in youth (Hedges’ d
effect size = 0.48 [95% confidence interval: 0.22—-0.74], P < .001 and 0.31 [95% confidence
interval: 0.06—-0.56], P < .05, respectively).



http://pediatrics.aappublications.org/
http://pediatrics.aappublications.org/content/133/1

Egzersiz dnerileri

ADA= 150 dk/hafta orta yogunluklu fiziksel
aktivite ( arada en fazla 1 gtin bosluk)- direnc¢
egzersizleri de eklenebilir.

Prediyabet calisma grubu=Egzersiz turu icin
(Aerobik veya direnc egzersizler) 6zel bir 6neri
bulunmamaktadir.

Ideal olarak ana 6glinlerden 1 saat sonra
yapilmalidir.

24 saat icerisinde en az 8000-10000 adim aktivite
onerilmektedir.



FARMAKOTERAPI

Metformin

Akarboz

Glitazonlar

Orlistat

Inkretin bazl tedaviler
Insullin sekretogoglari

Instlin



Prevansiyon: Metformin

Table 3 Overview of princial dabees prevention ¥obk with and withoat evaliaton of metfomin

Tdal Design  Subjpats E Control grougp Adtive reatments % change in
st i diabwetes nak
{yeans)
Prancipal dabeies prevention ek that evalwied meifonmn
DFP (LIS) |19 RCT  1GT and igh- 3234: 3 Placebo plus standard  Medormin plus standard -3
mmial g lucoss lifiestyle advice lifeayhe advice —5%R
Inenave Hfedyle interventio
DFF Ouicoane Smdy O Epidemiological 266 5T Placeho pls Mo mmin —13
(LIS) [ed] fallow-up 10 DFF inensive lifesiyle 17060 mpidsy + intensive +5
advice lifeayle advice
Iniensve hfedyle advics
IDFF (Indiz) [20 &5] RCT  IGT 531:25% Standard fegyle Metformin plus standard -
advice lifedyle advios —H
Medormun plus inensive )
lifeayle inervention
Inensive lifedyle inerventim
Wenying etal. (China) NR IGT 331 3 Srandard ifeayle hedormn — kR
58] advice Adaitiis 7
Inensve hfedyle inlerventiom  —43
Li et al. ((hina) [ RCT  IGT 1 Plac e Wi tfio axad i —f"
Ighal Hydrie @t al RLCT IGT 1715 Standard Bfedyle Metformin —M.5
{Pakistan) [£7) alvice Inensve ifeayle intervention  —71
CaMOE (Canada) ECT IGT M7 30 Placeha hiediormin 500 me plus —ih

[64]

roesd glita one 2 g twice
daily



Diabetes Prevention Program (DPP)

« N =3234 with IFG and IGT, without diabetes

40 7 Placebo
P*
30 — Metformin  <0.001
Cumulative | 131%
incidence of
diabetes - —
(%) 20 Lifestyle < 0.001
158%
10 7
*vs placebo
0 IFG = impaired fasting glucose,
0 1.0 2.0 3.0 4.0 IGT = impaired glucose tolerance

Years

Diabetes Prevention Program (DPP) Research Group. N Engl J Med 2002;346:393-403.



R Diabetes Prevention Program Outcomes Study (DPPOS)
Incidence of Diabetes

604

= B Placebo |
e 50 - ‘ . Metformin |
3 . B Lifestyle |
c ~ J
L)) -
= 40
2 30-
@
5 20 3
L a- ) )
= = Risk reduction:
E 10 - = cc"r‘“"T 5 p
= v 18% with metformin
O o480 34% with lifestyle
. ] n \ " v ) 2
0 2 4 6 8 10
Year since DPP randomization
Produced by the
w":::::“&':‘.f:“‘ Adapted ¥om Diabetas Prevenson Program Research Group Lancet 2009,374:1677-86

Source: wwwiideahywa s org



DPP Calismasi: Yas — Tip 2 Diyabet Insidansi

11,6
12 1 10,8

i 7,6
6,7 6.2

| 4,7

T2DM incidence
per 100 person-years

10,8
9,6

Placebo
Metformin

' I
3.1 Lifestyle

o N M O
1

25-44 45-59
Age (years)

*DPP Research Group. N Engl J Med. 2002;346:393-403.



DPP Calismasi: Kilo — Tip 2 Diyabet Insidansi

T2DM incidence
per 100 person-years

16
14
12
10

o N A O

8,8

22 to <30

3,3

14,3
8,9
7,6 70 73 Placebo
Metformin
3.7 Lifestyle
30 to <35 =35
BMI (kg/m?)

DPP Research Group. N Engl J Med. 2002;346:393-403.



Diyabet Onleme Programi (DPP) - GDM

 GDM oykusu olan BGT’li kadinlarda plaseboya
gore; yasam tarzi degisimi (%53) ve Metformin
(%50) benzer oranda diyabet riskini azaltmis.

 Daha dnce dogum yapmis, GDM oykusu
olmayan, BGT’li kadinlarda diyabet icin risk
azalmasi:

»Yasam tarzi degisimi: %49
» Metformin: %14

Ratner RE et al. JCEM 2008:93:4774-9



METFORMIN ve INSULIN DIRENCI

Long-term treatment with metformin in obese, insulin-resistant adolescents: results of a randomized double-blinded placebo-

controlled trial Effect of metformin on primary end points BMI
and HOMA-IR after 18 months.
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Nutrition & Diabetes (2016) 6, €228



The Effect of Metformin and Intensive Lifestyle Intervention on the Metabolic Syndrome: The
Diabetes Prevention Program Randomized Trial

Ann Intern Med. 2005;142:611-619

3 yillik izlemde yeni Met. Sendrom tanisi alan hastalar

Cumulative Incidence of the Metabolic Syndrome

0.75

0.60 —

0.45 —

0.30 4

0.15+

0.00

Placebo group (n = 490)
---------- Metformin group (n = 503)
...... Lifestyle group (n = 530)

Time since Randomization, y




Cumulative Incidence of the Resolution of the Metabolic Syndrome

0.75 ~

—— Placebo group (n = 592) T YTD
--------- Metformin group (n = 570) : 0 i
S~ METFORMIN
060 = eeeee =
Lifestyle group (n = 549) —— PLASEBO
0.45 ~
030+
0.15~ WD—
000-] = eeccccccccccccccee e
I 1 1 ] I
0 1 2 3 4

Time since Randomization, y




STOP-NIDDM Calismasi: Akarbozun Tip 2
Diyabet Riskine Etkisi

N: 1429 BGT

1.00 - 3.3 vl Acarbose
0.95 4 Placebo

0.90 - \

0.85 -
0.80 -
0.75 -
0.70 -
0.65 -
0.55 - 125%

0.50 -

0.45
0.40

Cumulative probability

P =0.0022

O ® & . & O ® & ® & © .. O
P P P P P P P S
S S R R S RN\ S\ S

Days after randomization

Chiasson JL, et al. Lancet 2002:359:2072-77.



STOP-NIDDM: Alt Gruplar

Ararboso Flacebo Hazard ratio p Fawours Fasours
(95% CI) acarbose placebo
overall 221682 {32%) 285/686 (42%) 0-75 (0-63-0-00) 0.0015 o
Ape (years)

=55 1287370 (35%) 1477354 (42%) O-T9(D62-1.0) 0-0550 -
=55 o2/311 (30%) 137,320 (42%) 0-TO (0-53-0-91) 0-0084 e
Sax

Man  111/329 (34%) 144/344 (42%) 077 (0-60-0-09) 0-0382 o
Women 110/353 (31%) 141,342 (41%) O-T1 (D-56-0-02) 0-0089 e
Body-mass
Index (kg,/m?)
=30 132/361 (37%) 163,368 (44%) O-7T (0-61-0-97) 0-0260 o
<30 89/321 (28%) 121 /318 (38%) 070 (0-53-0-92) 0-0115 j-—o

| 1 T 1
o 05 10 15 20

Figure 2: Effect of acarbose on development of diabetes

Daata were calculated with Cox’s proportional-hazard model adjusted for
age, sex, and body-mass index.



Pioglitazon: ACT-NOW Calismasi

B4 b ard ratia, 028 (95% OL 0. 160.49)
P01
F‘l:n-el:-ﬂ:lg
- L-.'s_ -—ee rr:'
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H 3
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2 s Yo (2
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i
Fionths since Randomization
Pl at Risk
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Fiogitaron = a3 2ed T4 e 1K L&0 ar 24

Figure 2. Haplamn— keier Plot of Hazard Batios for Times (o Development
iof Dnabeteas.

DeFronzo RA, et al. NEJM 2011:364:1104-15

600 BGT'li

+ 1-2 Metabolik sendrom komponenti
Pioglitazon 30-45 mg/gln

izlem siiresi: medyan 2.4 yil.



ACT-NOW - insiilin Duyarliliji (Matsuda Indeksi)

Matsuda Indeksindeki Degismeler

6 — Pioglitazon Plasebo

<] [+) 3—

5, 5

2 2 2]

5 't 5 1- ;

S T S 0- :

-1 =

NGT 6T T2OM NGT 6T T2DM

insiilin duyarlili§i indeksi (Matsuda indeksi [MI]):
Insulin sekresyonu (1S) / Insulin direnci (IR: Aly.1p / A Gyiy | AlS 0rani [ISR] 4150/ A Gg.150)

*P < 0.05, NGT igin, IGT veya T2DM'ye gore; #P < 0.05 IGT igin, T2DM'ye gore.

NGT: Normal glukoz tolerans:, 6Tz Bozumus glukoz toleransi, T2DM: Tip 2 diyabet
REF: Raiph A DeFronzo and ar. Prevention of diabates with piogiitazone in Act NOW Psysioiogic Correlates, Diabates, Vol 62, November 2013



Iskelet kasinda Pioglitazon tedavisi ile insiilin duyarliig Metformin’e
gore %65 artmaktadir.

e P=0.03
| "

2
- M Baseline
0 24

O Post Tx
1
{J
MET FlIO

Fig. 2. Insulin sensitivity index (Sq) did not change after treatment (Post Tx)
with metformin. S |mprnved from 1.84 x I'I]I min- i."1:11"r'I lo Hl? X 1073

« Insulin duyarlihk endeksi(S1) metformin tedavisi sonrasi degismemistir.

« Tedavi sonrasi insulin duyarlilik degerleri Pioglitazon grubunda Metformine gore anlamli derecede yuksektir

*Am J Physiol Endocrinol Metab 288: E930-E934, 2005.

L Pioglitazone improves insulin sensitivity through reduction in muscle lipid and redistribution
S1:Insilin Duyarlilik Endeksi of lipid into adipose tissue.



oneic 9. Ulkemizde diyabet tecavisinds kulanm onayt olan flaglardan,

CALISTAY!

S0NUE  sadece pioglitazon insulin duyarlihgim artirmaktad.

» Pioglitazonun, yksek karciyovaskler riske sanip insiilin direncl olan fakat diyabeti olmayan
hastalarda kardiyovaskiler riski azatti (IRIS trial, KV risk azaltim %a24),

* Prediyabetik hastalarda instlin direncini azaltarak diyabet insidansini azaltigl (AGT-NOW study;
diyabet gelisme riski azaltimi %72) ve

* Diyabetflerde olumlu kardiyovaskuler ve pleotropik etkler gdsterdii (PROACTIVE study;
KV risk azattimi %16) kantlanmigtr

o lkemizde diyabet tedavisinde kullanm onay! olan flagardan, sadege pioglitazon insilin duyarligim
artirmaktadir (ADA-EASD flavuzu, 2016).

o Yan etkileri dikkate alinarak kullaniabilir

o lemizde dlyabeti olmayanlarda ruhsats yokiu



Effect of orlistat on development of type

2 diabetes (XENDOS)
olfnfizdgn(g/eo) - Placebo + lifestyle ~e= Orlistat + lifestyle
10

RR* L m e e o = 9.0%
[ 37%}

*Hazard ratio

reduction vs

placebo plus
lifestyle

T 1

]
0 26 52 78 104 130 156 182 208
Week i
p=0.0032

Adapted from Torgerson JS et al, Diabetes Care 2004; 27(1): 155-61

14




Cochrane: Insulin secretagogues for prevention
of type 2 diabetes mellitus

* NAVIGATOR (Nateglinid vs pls)
— Diyabet insidansi %36.0 vs %33.9; HR 1.07, p=0.05

* Glimeprid vs pls (cok dustk kalitede kanit)
— RR 0.75%95 CI 0.54-1.04; p=0.08

Hemmingsen B, et al. Cochr Dat Sys Rev 2016;10:



EXENATIDE ve DIYABET PREVANSIYONU
n=105 prediyabetik hasta, 5.5 -8.9 ay takip

Percentage, %

60

H
(%)

W
o

(WY
w

Endocr Pract. 2012 May-Jun;18(3):342-50



Prediyabette Inkretin Temelli Tedaviler
Liraglutid

564 non-diyabetik obez (%31 prediyabetik)
Liraglutid (1.2-1.8-2.4-3.0 mg) / Pls / Orlistat

A B
40— = Baseline  —
1 Week 20 36 5
35 34 il
n 1 n
F 20 g | 29
= 5
2 57 o 13 i ‘
& 1 21 = +
£ 20 = 2
o 17
z
£ 15 4 E
= 1
= 10 3 il
: t
- " 49
0 T T T T T [ T T | T |
Placebo  Liraglutide Liraglutide Lireglutide Liraglotide — Ovlistat Placebo  Lliraglutide Liraglotide Liraglutide Limglutide — Owdistat
1-2mg 18mg 24 mag 30mg 12 mg 1E8mg 24 mg 30mg

Figure 4: Percentage of individuals with metabolic syndrome (A) and prediabetes (B) at mndomisation and after 20 weeks of treatment
Individuals included are those with valid assessment at the start and the end of the 20-week trial period. *p=0-007 v placebo. Tp=0-008 v orlistat. $p=0-0001vs
piacebo or orlistat.



Continuous coverage of the
American Diabetes Association

ORIG'N Glargine Trial: 72nd Scientific Sessions
Secondary Outcomes

® Insulin glargine (N=6,264) » Standard care (N=6,273)
HR, 0.72 (95% CI, 0.58-0.91); P=0.006

HR, 0.97
(95% Cl, 0.90-1.05);
P=043
HR, 0.98
{95% Cl, 0.90-1.08);
P=1().70

©
E
o
O
s
=
o
=
=
=
-
e
=
°

Microvascular outcomes All-cause mortality

*From time of randomization to first OGTT; based on OGTT performed in 64% of those receiving insulin giargine and 65% of

those recaiving standard care
ORIGIN=Outcome Reduction with Initial Glargine Intervention
The ORIGIN Tnal Investigators. N Eng! J Med, 2012, Jun 11, Epub ahead of print.




Tanida YTD ek direkt ila¢c baslama
kriterleri

YTD yetersiz yada uygulamaya ragmen
glisemik parametrelerde gerileme olmayan
vada ilerleyen hastalar

VKI> 35 kg/m?2 ve <60 yas
BAG ve BGT kombine durum
HbA1C >%6 olanlar

GDM o6ykusu olan prediyabetik kadinlar



Ucuz, etkili, uzun donemde guvenli ve guclu
kanitlara sahip olmasi nedeniyle prediyabetl
hastalarda ilk basamak tedavi olarak metformin
tercih edilmelidir.

VKI >35

VAS<60 —> Metformin

GDM OYKUSU OLAN KADIN



NASH
BAG ve BGT birlikte
Guclui aile oykusu

Dislipidemi o ,
HT PIOGLITAZON
PKOS l

Akantosis Nigrikans

. Odem
Metformin intoleransi Kilo artis,

. c o gewe KKY
Metformin etkisizligi ik risk

* Bu endikasyonda heniiz onay almamustir.



BKI 35 kg/m2 olup metformin tedavisinden fayda gormeyen
prediyabetli hastalarda GLP-1 agonistleri veya bir lipoprotein lipaz
inhibitoru olan orlistat dusunulebilir.

BKI dusuk veya yas ileri hastalarda farmakolojik tedavi
baslanacaksa birinci basamakta akarboz tercih edilebilir



Metabolik Cerrahi S

| = Obstructive
. . 2 e sleep apnea
Etkileri £ 74%-98% resoived

Dyslipidemia Wl /
hypercholesteroiemia
B3% resolved

Cardiovascular
Non-alcoholic fatty disease
Dot diosais 82% risk reduction
80% improved
steatosis perte
37% resoluton of 5?%-92'}? lonolvod
inflammation =
20% resolution of

GERD

72%-98% resolved
80% resolved
Type
cliabetes mellitus
83% resolved

Quality of Life- Mortality
improved in 39% reduction in
95% of patients 5-year montality

CCF

& 2014 Surg Clin N Am 96 (2016) 717-732
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DREIGINAL ARTICLE

Bariatric Surgery and Prevention of Twyvpe 2 Diabetes in Swedish
Obese Subjects

Lena M.S. Carlsson, M., Ph.D., Markku Petonen, Ph.D., Sofie Ahdin, M.D., dsa sanwveden, MO, Clavde Bouchard, Ph.Cr.,
BEjorn Carlssony, M., Ph. D, Peter Jacobson, M. O, Ph.Or., Hans Lanroeth, M. D, Ph.Cr., Cristina Maglic, M. D, lgmar BN ashoned,
M. C., Ph.Dy., Carle Pira=z=i, M.D., Stefanc Romaecs, M. D, Ph.C., Kajsa Sjiohoelm, Ph. D), Elis abkaeth Sjiostrarm, MDD, Hans Wedel,
Ph.., Per—Auane Svensson, Ph D, and Lars Sjostrarnm, M. D, Ph.Dr.

M Erngl J Med 2012, 367695704 | August 23, 2012 | DO 101056/ EJMioca1112082

A Surgery vs. Control

0.60- Hazard Ratio (95% Cl} P Value
e Control {392 events) 1.00 {ref) {ref}
== Surgery (110 events) 022 (0.18-0.27) <0.001
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Cumulative Incidence of Type 2 Diabetes

0.00 |

Follow-up (yr)

No. at Risk
Control 1771 1513 1075 404
Surgery 16538 1561 1225 576
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* Insilin direnci ve prediyabet sadece diyabete
gidis strecinde kilometre taslari degildir.
Tedavi edilmesi gereken durumlardir.

* Nonfarmakolojik tedavi tim olgulara
onerilmelidir.

* Farmakolojik tedavi ve metabolik cerrahi
secilmis olgularda kanita dayali bilgiler
dogrultusunda uygulandiginda etkin olabilir.



