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Diyabetes Mellitusun Klinik Onemi
| Diabet

!

!

Kardiyo Son Donem Eriskinlerde Nontravmatik
Vaskuler Bobrek Gorme Bacak
Mortalitede Yetmezliginin Kaybinin Bir Amputasyon-
2-4 Kat Artis En Onemli Numarali larinin En Sik
Nedeni Nedeni Nedeni
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HbAlC %
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Yogun Insulin Tedavisi Alan Hastalarda Ciddi
Hipoglisemi Orani
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DCCT calismasinda, yogun insulin tedavisini takiben HbA1c duzeylerinde anlamli azalmayla birlikte
ciddi hipoglisemi ataklarinda onemli bir artis olmustur.
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Diyabetik Hastalarda Olim
Nedenleri
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UKPDS: Mikro ve Makrovaskuler
Komplikasyonlar ve HbA1c lliskisi

= Miyokard infarktiusti
® Mikrovaskuler komplikasyonlar
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hesaplanmis insidans (%)

6 7 8 9 10 11
Ortalama HbAlc konsantrasyonu (%)
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Koemplikasyon riski: IDE Rehberi

Makrovaskuler Makro ve Mikro

risk vaskuler risk
HbA . (%) > 6.5 >7.5
Aclik plazma > 100 > 126
glukozu (mg/dl)
Post-prandiyal kan > 135 > 160
glukozu (mg/dl)
IP 2 DIYABETES MELLITUS’TJ = 9l

ULUSAL

AGRESIF TEDAVL European Diabetes Policy Group, Diabet Med, 1999 | DIYABET KONGRESI
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Diabetes Mellitus’ta
Metabolik Kontrol Hedefleri

TABLO 4.1: Glisemik kontrol hedefleri

=%6.5 <%6.5
[<48 mmol/mol) [tercihen <%é6; <42 mmol/mol]

APG ve 6§iin oncesi PG 70-120 mg/dlL 60-95 mg/dl

-~ <140 mg/dl'**
0giin sonras: 1.stPG [tercihen <120 mg/dl)

03§iin sonrasi 2.stPG <140 mg/dl 120 mg/dl

"IGlisemik hedefler bireysellestirilmelidir. Hastanin yasam beklenti siiresi, diyabet yasi, hipoglisemi riski,
diyabet komplikasyonlari ve eslik eden diger hastaliklarina gore belirlenmeli, gerekirse daha esnek glisemik
kontrol hedeflenmelidir.

"IGebelerde 6giin sonrasi 1.st PG takip edilmelidir.

“A1C: HbA1c, APG: Aclik plazma glukoz, 1.stPG ve 2.5tPG: 1.st ve 2.st plazma glukoz.”

IP 2 DIYABETES MELLITUS' T/

AGRESIF TEDAVI TEMD Diyabet Kilavuzu 2014 | DIYABET KONGRES]




Diabetes Care

Diyabetes Mellitus'ta
Metabolik Kontrol Hedefler:

Glisemik Kontrol

- Alc <067.0 **

- Preprandiyal glukoz* 80-130 mg/dl

- Pik postprandiyal glukoz* <180 mg/dl
Kan Basinci <140/90mmHg

* Plazma glukoz duzeyi

** Eslik eden KVH, hipoglisemi riski, yagsam suresi beklentisi

[P 2 DIYABETES MELLITUSTA uu),s'u i
AGRESIF TEDAVI ADA Clinical Practice Recommandations, Diabetes Care 2015 ?L?:i{f{f‘ﬂ'f{ﬁf?ﬁf



https://www.google.com.tr/url?url=https://www.facebook.com/media/set/%3Fset%3Da.310882912277258.78959.282962138402669%26type%3D3&rct=j&frm=1&q=&esrc=s&sa=U&ei=rb79VJv9M4HZU-zWgjA&ved=0CDAQ9QEwDg&usg=AFQjCNHRir-4PKIzZhLJgjOqR3ljYQSN2A

Diyabetli Hastalarin Tedavisinde Ne
Kadar Hedefteyiz?

Alc<7.0 Alc<7.0
%32 % 7

Tip 1 DM Tip 2 DM
Hastalari Hastalari

IP 2 DIYABETES MELLITUS'T#I

ULUSAL

AGRESIF TEDAVI Uking K, Erséz HO, Erem C et al TJEM 2004 | pivaser kowaesi




Diyabetli Hastalarin Tedavisinde Ne
Kadar Hedefteyiz?

intensif insiilin %6 OAD+Bazal insiilin %7 Diet %9

Konvansiyonel
insiilin%20

OAD %58

Tip 2 DM
Hastalari

IP 2 DIYABETES MELLITUS'TJ = 5|

| [ . " . ULUSAL
AGRESIF TEDAVI Uking K, Erséz HO, Erem C et al TJEM 2004 | DivABET KONGRESi




TURDEP-II: Diyabette Yetersiz Glisemik Kontrol

B A1C >%6.5

m A1C>%7.0

Yeni DM Bilinen DM Toplam DM

[P 2 DIYABETES MELLITUS'TA ULUSAL
AGRESIF TEDAVI Satman | ve TURDEP-II Calisma Grubu. Eur J Epidemiol 2013 | DIYABET KONGRESi




Diyabette Glisemik Kontrolu Surdurmek
Uzun Donemde Kolay Degildir

DCCT —= EDIC
10, (Type 1, Intensive control)

8.8

6.5 + 4 +6 vy

DCCT “EDIC

EEL: n= 121

DCCT: 0 pears [neiddd] G0 wawes [reizwk]

UKPDS (Type 2),

a8 Insulin Group*
.l'/
>
TR B
=< faseinn

0 | NS | . N St
0 2 F B 8 10
1. DCCT Aesaadch Groaip, AFERG J Iad 1003320077,

2, DCCTEMG Resemch Group, A Esrgl 0 ad, 2000512181,

J. Steffes. Dvaberes, 2001500500 Z)2063.
A, Adapied o UBPDS Group., Cancat 19883525037,

¥
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Tip 2 Diyabetin Dogal Seyri

DM Tani
350
300
N = 250 —
> ¥ —_
zs ~§i 150 | —
100
50
< 250
@ = 200
Y- O 3
22 5 150 i
EE :é .5; 100 ,,——"’———-_- ....."'-==__‘
8% 50 — Insulin Diizeyi
£ 0
Obezite IGT Diyabet K.ontro.lsuz.
hiperglisemi
AD __insulin
I akrovaskiiler Degisiklikler
Bulgular
ovaskiiler Degisiklikler
Yillar
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HbA1c’yi %1 Dusurmenin
Etkiler

Ip 1 diyabet (DCCT)

» Retinopati riski %35 4

» Nefropati riski %24-44 |

» Noropati riski %30 {

Tip 2 Diyabet (UKPDS)

» Diyabete bagh 6lim %25 {

» Tim nedenlere bagl mortalite %7 4

» MI riski %18

» Mikrovaskiiler komplikasyon riski %35 {

[P 2 DIYABETES MELLITUS'TJ
AGRESIF TEDAVI DCCT Research Group. New England Journal of Medicine 1993
UKPDS Group. Lancet 1998




Tip 1 Diyabetli Hastalarda Kan
Sekerinin Agresif Kontrolu

- Severe Hypoglycemia
= Diabetic Retinopathy -
120 - = Hephropathy
= Heuropathy 13
58 199 Microalbuminuria L1 =
- ; 5
2= g0 | P
- : =
5 S - 7 g
Bz R i 2
v Y - =
2 407 : 2
-3
207 o
._.J—-—_—¢-?F: : "1
0" t T T T T T
6 7 8 9 10 11 4
HbA1c (%)
DCCT = Diabetes Control and Complications Trial.
Sy IS, Sndod iy’ Menmd Cihe Mo A, 1996,25:243 2540 | BAaence Lewl C)
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Conventional
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Baseline ——DCCT ——» «— EDIC ——»
6.5 years 8 years




EDIC Bulgulari: Kardiyovaskuler Olaylar

Cumulative Incidence of First of Any Event

RiSk redUCtiOrl 42% Conventional
0% 95% Cl: 9% to 63%
P =0.02

Intensive

Cumulative Incidence

Years from Study Entry

IP 2 DIYABETES MELLITUS’TJ I,

. X ULUSAL
AGRESIF TEDAVI DCCT/EDIC N Engl J Med 2005: 353:2643-2653. | DIYABET KONGRESi




EDIC Bulgulari: Kardiyovaskuler Olaylar

Non-Fatal MI, Stroke, or CVD Death

Risk reduction 57%
0,08+ 95% CI: 12% to 79%
P =0.02

Cumulative Incidence

006 :
Conventional
0,04
0:02°
_,_.—""' Intensive
0).0]0) - ——— :
| | | | | | | | | | | | | | | | | | | | | |
' 2 « 8 ) 00 11 128 13 .
Years from Study Entry
IP 2 DIYABETES MELLITUS’TJ I,
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HbAlc ve Komplikasyonlar

HbAlc
DUZEYINDEKi AZALMA RISK AZALMASI -y
*p<0.05 g |
: < ~% 21 m‘
Diyabete bagli olay *
Miyokard infarktusu * —%18

%1l

Mikrovaskuler komplikasyonlar * -% 35

Periferik damar hastaligi _9% 43

[P 2 DIYABETES MELLI_TUS’TJ ;,L.),s',;
AGRESIF TEDAVI UKPDS 35. BMJ 2000 | DIYABET KONGRES




Severe Hypoglycemia

BCCT (Type 1) UKPDE (Type 2]

Mapor Episades
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UKPDS Post-Treatment Analizleri

P=0.59 P=093 P=0.18 P=0.89 P=037 P=0.286

109p_0.008 P=0.14 P=082 P=084 P=093 P=071

B . Metformin
Conventional therapy

Sulforylurea—insulin Conventional therapy

Glyeated Hemogh bin [%)
Glycated Hemoglo bin (%)

P=0.15 P=018% P=0378 P=044 P=03% P=043 P=0%6 P=095 P=031 P=060 P=077 P=099%

Conventional therapy

Sulfonylurea—insulin

Body Weight (kg)
Body Weight (kg)

Metformin

Conventional therapy

1997 1998 199 2000 2001 2002

Figure 2. Mean Glycated Hemoglobin Levels and Body Weight.

Glycated hemoglobin levels for patients who were originally assigned to receive either sulfonylurea—insulin or con-
ventional therapy (Panel A) or metformin or conventional therapy (Panel B) are shown. Panels C and D show the
correspending mean body weights in the two groups. Clinical data were not available in years 6 through 10, when
questionnaires were used. The vertical bars represent 95%: confidence intervals.

[P 2 DIYABETES MELLITUS'TJ ULUSAL
AGRESIF TEDAVI Holman RR et al NEJM 2008;359:1577-89 | DiYABET KONGRESI
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UKPDS Post-Treatment Analizleri

Table 2. Aggregate Outcomes for Patients during Follow-up.*

Risk Ratio for

Intensive-Therapy
Aggregate Outcome Patients with Clinical Outcome Absolute Riskf PValue:  Regimen (95% Cl)

Intensive Conventional Intensive Conventional
Therapy Therapy Therapy Therapy

no. of patients

Sulfonyurea—insulin group 2729 1133

Any diabetes-related end point 1571 626 ; : 0.91 (0.83-0.99)
Diabetes-related death E18 297 0.83 (0.73-0.96)
Death from any cause 1162 537 0.87 (0.79-0.96)
Myocardial infarction 678 319 0.85 (0.74-0.97)
Stroke 260 116 ; ! 0.91 (0.73-1.13)
Peripheral vascular disease 23 40 ] ; 0.82 (0.56-1.19)
Microvascular disease 429 222 0.76 (0.64-0.89)
Metformin group 342 411

Any diabetes-related end point 209 262 0.79 (0.66-0.95)
Diabetes-related death 81 120 0.70 (0.53-0.92)
Death from any cause 217 0.73 (0.59-0.39)
Myocardial infarction 126 0.67 (0.51-0.89)
Stroke 42 : 4 (.80 (0.50-1.27)
Peripheral vascular disease 21 ; ; 0.63 (0.32-1.27)
Microvascular disease 78 0.84 (0.60-1.17)

[P 2 DIYABETES MELLITUS' TA b

; ; ULUSAL
AGRESIF TEDAVI Holman RR et al NEJM 2008;359:1577-89 | bivaser Konaesi




UKPDS Post-Treatment Analizleri

B Any Diabetes-Related End Point
1.4+

A Any Diabetes-Related End Point

147 p_g03
1.2 1.2

1.04 1.04

0.8 0.8

Hazard Ratio

0.6 0 5

0.4 0.4
19497 1999 2001 2003 2005 2007 19497 2001 2003 2005 2007
Mo, of Events Mo. of Events

Conventional therapy 438 498 571 620 651 L] Conventional therapy 160 220 240 252 262
Sulfonylurea—insulin - 963 1151 1202 1409 1505 1571 Metformin 98 I 152 175 185 209

D Myocardial Infarction

C Myocardial Infarction
1.4+

4= b_posz
1.2~ 1.2

LO— 1.0+

08— 0.8+

Hazard Ratio

06— 0.6+

0.4
2007 1997 1999 2001 20403 2005 2007

Mao. of Events

Conventional therapy 73 &3 o2 106 118 126
3a 45 55 4 6& £l

1997 1939 2001 2003 2005

Mo. of Events
Comventional therapy 186 2132 234 271 296 319
Sulfonylurea—insulin 387 450 513 573 636 678 Metformin

)'
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UKPDS Post-Treatment Analizleri

E Microvascular Disease
1.4+

1.2+
1.0H

0.8

Hazard Ratio

0.6

0.4

Mo. of Events

Conventional therapy 121
Sulforylurea—insulin 225

112
406

203
T

187
338

155
a7

2007

in
47

F Microvascular Disease

1.4
P=0.19
1.2
104

0.8

Hazard Ratio

0.6

0.4

1997 = 1999

No. of Events
Conventional therapy 38 58
Metformin 24 ¥

G Death from Any Cause

147 pgas

1.2

NIEEEEETXR]

Hazard Ratio

P=0u006

5T

4
1957 15999 2001 2003 2005

Ma. of Events

Conventional therapy 213
Sulforylurea—insulin 485

460
1028

400
BoE

330
737

67
610

2007

bET)
11e3

H Death from Any Cause
14+

1.2+
1.0+

0.8

Hazard Ratio

0.6

" 1997 1999 2003 2005

No. of Events
Conventignal therapy &9 113
Metformin 30 70

153
I3

160
110

2007

217
152

[P 2 DIYABETES MELLITUSTA
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UKPDS Post-Treatment Analizleri

Proportion with Event

Mo. at Risk
Conventional therapy
Sulfonylurea—insulin

A Any Diabatas-Related End Point

1.0+
0.8+

0.6+

0.4

0.2

P=0.04

Conventional
tharapy

Sulforylurea-insulin

0.0
0

1133
2729

913 673 370
2#70 1892 933

B Any Diabates.Relatad End Point

1.0—_ P=0.01

Proportion with Event

Conventional
therapy

Mo. at Risk
Corventional therapy 411
Metformin 342

Prapartion with Event

Mo. at Risk
Conventicnal therapy
Sulfenylurez—insulin

C Myocardial Infarction

Comventional
tharapy

Sulfonylurea—insulin

1138
2729

25

1013 857 578
2488 2097 1459 577

D Mmyocardial Infarction
1.0

(.8

Proportion with Event

Conventional
therapy

Metformin

Mo. at Risk
Conventional therapy 411
Metfarmin 342 317

311
T4

213
114

[P 2 DIYABETES MELLITUSTA
AGRESIF TEDAVI

Holman RR et al NEJM 2008;359:1577-89

. ULUSAL
DIYABET KONGRES!




UKPDS Post-Treatment Analizleri

E Microvascular Disease

Prapottion with Event

Mo. at Risk
Conventional therapy
Sulfonylurea~insulin

1.0+
0.8+

0.6+

Conventional

therapy

Sulfonyiurea-

insulin

1138
7

1018
2465

844
2076

508 172
1368 483 53

F Microvascular Disease
1.0+

0.8+

0.6+

0.4+

0.2

Proportion with Event

0.0

Comventional

therapy

0

Mo. at Risk
Conventional therapy 411
Metformin 347

LT
[

3T 316
319

186

G Death from Any Cause

Praportion with Event

Mo. at Risk
Conventional therapy
Sulfonyiurea—insulin

1.0+
0.5
0.6+
0.4
0.2+

0.0

Conventional

therapy

Sulforylurea—
insulin

0

1138
79

1066
2573

339
2276

665 270
1675 680

H Death from Any Cause
1.0+

.8

.6+

0.4+

0.2

Proportion with Event

0.0

Conventional
therapy

0

Mo. at Risk
Conventional therapy 411
Metformin i42

T
5
N

mEnn

187 345
328 206

246
239
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ACCORD: A1C VADT: Median A1C

Median A1C
8.4%

Standard control

Standard therapy

Intensive control

Intensive therapy
2 3 4
Time (yrs)

Baseline 1 2 3 ]

Years on Study

ACCORD Study Group M Engl S Med 358:2645.59, 2008 Duckworth W, et al. N Engl J Med 2000; 360:129.39,

ADVANCE: A1C

10.0 -

9.0-

Mean A1C 8.0 Standard control

&

6.0 Intensive control

5.0

%9 6 12 18 24 30 36 42 48 54 60 66
Follow-up (months)

ADVANCE Coltaborative Group M £ngl S Med 358:2560.72,2008




Tip 2 Diyabetli Hastalarda Kan

Sekerinin Daha Agresif Kontrolu

Table 1 Summary of the main feanres and results of the med reoent inervention trals m type 2 diahetic patients

Variable VADT (a=1, TN ACCORD (a= 10,250 ADVANCE {n=11,144))

HhAg (%) £4 v 00 7.5 va0d Tivses

Primary owicome MI, groke, death from CV causes, new of Mon-faml ML, non-faal Mom-fatal M, non-fatal
worsening CHF, revascularzation® sioke, CVD death stroke, CVD death
and inoperable CAD, amputation
for ischasmic gangens

HR (%% CT) for primary outoome D87 (0.730-1.04) 0,90 (00781 .04) 0.94 (0.84-1.08)

HE (%% CT) for mortality |65 (LBO1-1416) 1,2 {1011 467 0,93 (0.A3-1.08)

*Conventional v inensdve
® p=d
CAD, coronary artery disease; CHF, congestive heant failure; OVD, cardiovascular disease; ML, myocardial infarction

The Action o Contnel Cardeovescular Risk in [Diabstes Study
Crroaps (208 Effecis of imensive glhacose bwerng in typa 2
diabetes. ™ Engl 1 hded 35825452550
The ADYANCE Collabarative Coowp (20808 nensve Ielood
ghooess contmnl aind veascalsar odtonme s in patents with typse 2
dimbeies ™ Engl J Mdad 35835603573 .
% B AEETES LTS Dasckworth W, ..*L'I':-ra.um o J'-.-!_-r:-:l-ut:-: T et al -:__EII}-I'?‘IEI-] 1.rh.|.-|:-e':fi-e -|:-|:-1L1r-:":-! = 3|
AGRESIF TEDAVI and vascular complications o vewkrans with ope 2 diabetes, ™ SRSELT.
Engl 1 BMad 36k 129159 A e



Accord:Primer Sonlanim Noktasi ve
TUm Nedenlere Baglh Olum

A Primary Outcome B Deathfrom Any Cause
254 25

Standard therapy

Patients with Events (%)
Patients with Events (%)

Intensive therapy
Standard therapy

No. at Risk
Intensive therapy 5128 2839 337
Standard therapy 5123 2702 1136

No. at Risk
Intensive therapy 5128 972 4801 325¢ 1748 523
Standard therapy 5121 4971 4700 3130 1642 400

Composite primary outcome Death from any cause
Nonfatal MI + nonfatal stroke + _
Intensive vs. Std

death from CV causes 257 vs. 203
(6.9% in Intensive vs. 7.2% in std therapy group 5%vs. 4% ,HR 1.22 95 %

HR 0.90 CI 0.78-1.04, p: 0.16) CI: 1.01-1.46, p=0.04)
Not significant

[P 2 DIYABETES MELLITUS' TA b

T T ULUSAL
AEHESUF DA The Action to Control Cardiovascular Risk in Diabetes (ACCORD), New Engl J Med 2008 | DIYABET KONGRESI
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ACCORD Altgrup Analizi

Daha once KVH olmayan ve baslangigtaki A1C <%8.0 olan
hastalarda intensif glisemik kontrol KV olaylari azaltmistir.

A Primary Outcome

No. of

Subgroup Events P Value
Total 723
Previous cardiovascular event 0.04

M 330

Tas 393
Sew

Female 212

Male 511
Age at baseline

<B5yr 383

=05 yr 340
Glycated hemoglobin at baseline

=8 0% 284

=5.0% 438
Race

Mo nwhite 227

Whize 501

Intensiva
Therapy
Batter

[P 2 DIYABETES MELLITUS' TA b

i i ULUSAL
AEHESE TERAL The Action to Control Cardiovascular Risk in Diabetes (ACCORD), New Engl J Med 2008 | DiYABET KONGRESI
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Standard Glycemia
% Deaths (N)
Medications
On Insulin 4.81% (1829)
Not On Insulin 3.49% (3291)
On BP Meds 4.21% (4252)
Not On BP Meds 2.76% (871)
On Statins 3.69% (3197)
Not On Statins 4.41% (1926)
On Antidepressants 3.03% (693)
Not On Antidepressants 4.11% (4430)
On Aspirin 3.83% (2771)
Not On Aspirin 4.12% (2352)
Lab Values
Alc <75 4.40% (1022)
751084 4,09% (2200)
8.5+ 3.60% (1887)
LDL-c <100 4.,04% (2498)
10010 119 3.19% (1067)
120+ 4.26% (1525)
HDL-c <34 4.98% (1164)
34-39 3.49% (1291)
40-47 3.86% (1322)
48+ 3.50% (1313)
GFR<75.4 5.39% (1242)
75.4-89.5 4.11% (1288)
89.6-105.1 3.33% (1293)
105.2+ 2.92% (1266)
Alb:Creat Ratio <30 3.26% (3494)
30-300 4.75% (1241)
> 300 8.45% (343)

Intensive Glycemia
% Deaths (N)

6.23% (1750)
4,38% (3376)

5.14% (4225)
4.43% (903)

4.64% (3166)
561% (1962)

5.79% (656)
4.90% (4472)

5.73% (2808)
4.14% (2320

4.83% (1036)
4,18% (2226)

6.14% (1857)

4.94% (2447)
4.71% (1146)
5.44% (1508)

6.85% (1182)
4.48% (1318)
5.13% (1307)
3.86% (1294)

8.76% (1301)
4.06% (1256)
4.73% (1268)
455% (1276)

3.71% (3504)
7.06% (1260)
10.91% (330)

Intensive to Standard Hazard Ratio

Interaction P-Value

.

0.6740

0.3421

0.9225

0.0848

0.0309

0.0444

0.7830

0.8964

0.3014

0.5480

4 © A

-

-~

Intensive Therapy Better

The Action to Control Cardiovascular Risk in Diabetes (ACCORD) Diabetes Care 2010

Standard Therapy Better
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Accord: Tedavi Stratejisine Gore
Mortalite Oranlari

\Intensive

g
z
@
S
i
Q

Standard

1
A1c Decling, Baseline to 12 Months

0
Increase Decrease
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Accord: Tedavi Stratejisine Gore
log HR Oranlar
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Accord: Hipoglisemi Sikligina Gore
Mortalite Oranlar

Mortality (% per year)!

>1 severe hypoglycemia
(n = 705)

No hypoglycemia 19
(n = 9,546) '

@ Defined by requirement for medical or paramedical intervention, with
documented glucose <50 mg/dL and relief by parenteral or oral glucose
or by glucagon.
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UKPDS&Accord: Ulasilan HbA1c ve
Hipoglisemi Siklig!

Grade 1-4

Diet,sulphonylurea or Insulin

e

metformin

- -

i 44y
o A Paneli: UKPDS
is . Hemmingsen 2011

Sulphonylurea Insulin
% B Paneli: ACCORD

: lll _ 4”L+ Bonds 2010

04 5 6 7 8 9101104 5 6 7 8 9 1011

Annual % patients

Most recent HbA4C

Incidence per 100 person years @
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Accord&Advance: Hipoglisemi Sikligina
Gore Mortalite Oranlar

ACCORD Annual mortality
No hypo m1+Hypo

4.9%

A Paneli:
ACCORD
Bonds 2010
IntensMi\nnual mor‘caslti{';l)r;dard B Paneli:
Intensive Standard ADVANCE
Holman 2009

IP 2 DIYABETES MELLITUS'T#I

éub )'
AGRESIF TEDAVI

ULUSAL
Zachary T, Frontiers in Endocrinology, 2012 A




Hipoglisemi ve Kardiyovaskuler

Olaylar

TVEGF
N +iLe
« |CRP "
a®, - ”
= @® INFLAMMATION
*Neutrophil {«J !
A(:hva‘:no%&;", 3 ;
4Platelet P
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(o : $Eactor VIl
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" PR et DYSFUNCTION
BLOOD COAGBL.ATION ¥ Vasodilation
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RESPONSE Tl
) i }-lemodynamlc Changes
Rhythm Abnormaiities !
-, l‘ ! " 4 Adrenaline
- 3 -‘—}-.'. ‘\ ;ll' [\J“l I * Contractility
e .,.__ s I} | | il vele =R
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- ||| ' i Heart Workload
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UKPDS Post-Treatment Analizlert:
Miras Etkisi

N
P S
Intervention %8 b@ QOA o OOQ -'o°¢ (,"00\\‘6
ends & O 0 A NG
IGHE UKPDS ¥ €& O &
| i\ & & &
10 = Active . Fo”ow-up 03 T .t T
- 9- I — —5.
& : | S '
Qo - : = _10. =
< 8- 1_/\ Biochemical & e 000 ) ‘
2 : | data no B _15/ s p-0.007
c : | . longer S P=0.014
5 74 Intensive | collected b
o = —201
) . x %
> 0
= GL I | ‘= —251 P = 0.001
L m
i L] L} L \§\ ; L) .2 X
0 5 10 5 | 5 10 & —30
1977 1997 2007 ©
Years from randomization o
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UKPDS Post-Treatment Analizlert:
Miras Etkisi

After median 8.5 years post-trial follow-up

Aggregate Endpoint 1997

Any diabetes related endpoint RRR: 12%
P:  0.029

Microvascular disease RRAR: 25%
P: 0.0099

Myocardial infarction RRR: 16%
P: 0.052

All-cause mortality RRR: 6%
P! 0.44

[P 2 DIYABETES MELLITUS'TA ULUSAL
AEE e svaser Kovcresi




Gecikmis Mudahalenin Sonuclari: VADT Calismasi:
Diyabet Suresi ve Yogun Tedavinin KV Yararlari

12 15 18 21

Diabetes duration, years




Gecikmis Mudahalenin Sonuclari: VADT Calismasi

VADT Calismasina Girmeden Once VADT Calisma Kolu

Kotu Glisemik Kompl_ika_syon
9.0 Miras ‘ Riski

9.5

8.5

8.0

3
o
-
<L
2
= 3

7.5

6 7 8 9 10 11 12 13 14 15 16
Zaman (Tanidan itibaren Gegen Sure)
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Agresif Tedavi ve Kardiyovaskuler
Sonlanim Noktalari

Events/Total, n/n Relative Risk Risk Difference
(95% CI) (95% CI)

Intensive Conventional

Nonfatal Ml 611/14 662 598/13 140 —.— 0.84 (0.75 t0 0.94) -9 (-16 to 3)
Fatal MI 540/14 662 437/13 140 0.94 (0.75 t0 1.18) -3 (-10to 4)
Nonfatal stroke 423/14 662 362/13 140 0.98 (0.82 t0 1.17) -3 (-7 to 2)
Fatal stroke 88/14 662 76/13 140 0.87 (0.63t01.20) 0(-2to 1)
PAD 409/9534 433/8017 0.91 (0.79 to 1.03) -3 (-5 to ~1)

05 1.0 2.0
Relative Risk (95% CI)

Yogun glukoz kontrolu KV olum, ve tim nedenlere bagli olum
oranlarini azaltmamigs ancak hipoglisemi riskinde ciddi bir artisa
neden olmustur
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ULUSAL

AGRESIF TEDAVI Kelly, Ann Intern Med, 2009 | bivaser KoncResi

e




Agresif Tedavi ve Koroner Arter
Hastaligi

Intensive treatment/standard Odds ratio Qdds ratio
treatment (95% Cl) (95% CI)

Participants Events

UKPDS 3,071/1549 426/259 0.75 (0.54-1.04)

PROactive 2,605/2633 164/202 0.81 (0.65-1.00)

ADVANCE 5,571/5,569 310/337 0.92 (0.78-1.07)

VADT 892/899 77/90 0.85 (0.62-1.17)

ACCORD 5,128/5123 205/248 0.82 (0.68-0.99)

Overall 17,267/15,773 1,182/1,136 0.85 (0.77-0.93)

0.4 0.6 0.8 1 12 14 16 18 20

Intensive treatment better Standard treatment better
*Included non-fatal myocardial infarction and death from all cardiac mortality.
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Tip 2 Diyabette Agresif Tedavi

THE COCHRANE
COLLABORATION®

SUMMARY OF FINDINGS FOR THE MAIN COMPARISON [Explanation]

Intensive glycaemic control versus conventional glycaemic control for type 2 dizbetes mellitus

Patient or population; participants with type 2 diabetes meliitus

Settings: mostly outpatients
Intervention: intensive giycasmic control versus conventional ghycasmic controf

Omcomes lustrative comparative risks* (95% CI)

Azzumed rigk Corresponding rigk

Control In-
fensive glycaemic con-
frol versus conventional
glycaemic control
All-cause mortality 95 per 1000 95 per 1000 RR1

Follow-up: median 24 {B7 o 103) {092 to 1.08)
months

Y Su0g F A A uyof dq Pays QN Tuo e o) oD ey 3oy By )L o7 ogEuddoy

Cardiovascular mortal- 45 per 1000 48 per 1000 RR 1.06

ity {42 o 55) (084 to 1.21)
Follow-up: median 27

months

Mon-tatal myocardial in- 48 per 1000 41 per 1000 RR 0AT
farction {37 o 47) (0.77 to 0.98)
Follow-up: median 60

micinths
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Mon-fatal stroke 29 per 1000 RR1
Follow-up: median 54.6 {06410 1.19)
manths
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THE COCHRANE
COLLABORATION®

Amputation of lower ex- 13 per 1000 RR 0LG65
tremity (0,45 to 0.04)
Follow-up: median 551

mionths

End-stage renal dizease RR 0.87
Fodlow-up: median 93.6 (0,71 o 1.06)
mionths:

Hypoglycasmia - Severs RR 218 Trial zequential analysis

hypoglycaemia (15310 3.11) i showed firm evidence for

Follow-up:  median 12 a 0% relative risk in-

mionths crease with intensive gly-
caemic control

*The basis for the assumed rigk (e.g. the median control group rigk acrogs studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparizon group and the relative effect of the intervention (and its 95% CI).
Cl: Confidence interval; RR: Risk rafio

GRADE Working Group prades of evidence

High quality: Further research is very unlikely o change our confidence in the estimate of effect

Moderate quality: Further research iz likely to have an important impact on our confidence in the esimate of efiect and may change the esimats.
Low quality Further research is very likely to have an important impact on our confidence in the estmate of effect and is likely fo change the estimate.
Very low quality: We are very uncertain about the estimate.

) 'SU 05 R A LA WD AQ PRYSIqNg Tuome o R oD ARy 3o By L Pl 0T SAyEudden

“Downgraced by one due to trial sequential analysis showing that more data are needed; funnel plot indicates small trial bias
*Downgraded by one due to a relatively few number of participants reporting non-fatal stroke or end-stage renal disease

“ywngraded by two due to irial sequential analysis showing that more data are needed, a relatively few rumber of participants reporting
amputation of lower extremity and most of the events stemming from one ial only
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STENO-2: Tip 2 Diyabetik Hastalarda
Yogun Tedavi ile KV Risk Azaltiminda
Temel Etki Gosteren Lipid Dusurucu Tedavidir

a0
Analysis of STEND=2 data based on the risk

Engine from the United I‘:I-"II;IEIZIT'-'I Prospective
' Diabetes Study (UKPDS)

o

0

Crisease-Related Evants

20

Percant of Total Calculated Risk
Raduction in Cardiovascular

Lipids Hemoglotin Systadic
A Bload
Pressure

[P 2 DIYABETES MELLITUS'TJ | &
ULUSAL

AGRESIF TEDAVI Goede P, Diabetes, 2004 | DIvABET KONGRESi

- 26 M 2018 e et okl Aok




Yeni Tani Alan Hasta

Agresif glisemik kontrol UKPDS

Dusuk hipoglisemi riski olan Miras Etkisi
ajanlar secilmeli

HbA1lc hedefi < 6.5-7 %
Beta huicre koruyucu tedavi

Kardiyovaskiler risk faktorlerinin
kontrolu

HbA1¢c>9% ise insulin dusunulebilir
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Kotu Glisemik Kontrolu Olan Ancak Ko-
Morbiditesi Olmayan Hasta

v Kotiu metabolik miras

v' Bir veya daha fazla mikrovaskiiler UKPDS

komplikasyon
P y Miras Etkisi

v' Agresif glisemik kontrol
v" HbA1c kademeli diigtrilmeli
v Diyabet egitimi

v Hipoglisemi riski degerlendirilmeli

[P 2 DIYABETES MELLITUSTA 2 5
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Koroner Arter Hastaligli Olan Hasta

Uzun sureli diyabet oykusu

Kotu glisemik kontrol ACCORD

Asiri ilag yuku VADT
ADVANCE

lyi glisemik kontroliin faydalari ve
hipoglisemi riski karsilagtiriimali

HbA1c kademeli dusurulmeli

Tedavi ajanlarinin
kontraendikasyonlari

Hipoglisemi riski degerlendirilmeli

[P 2 DIYABETES MELLITUS'TA =
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Hipoglisemi Riski Olan Hasta

4 N I

o J /

IP 2 DIYABETES MELLITUS’TJ ' «“)I s'

. X ULUSAL
AGRESIF TEDAVI Del Prato S, IntJ Clin Pract, 2010 | DivABET koNGAesi




Glukoz Kontrol Sureci

Metformin

10 OAD Kombinasyonlari

OAD Doz Titrasyonu

\o)

OAD + Bazal insiilin

(00)

Bazal insiilin + Prandiyal insiilin

HbA,_ (%)

Diyabet Siiresi
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Hiperglisemi Yonetimi

daha AlC daha

Hasta Ozellikleri
zorlayici 7% gevsek _

Hipoglisemi riski ve
diger ilac yan etkileri dusiik yliksek

Hastalik suresi
yeni tani uzun sareli

genellikle
Yasam beklentisi degistirilemez

Eslik eden
komorbiditeler az/hafif

Yerlesmis vaskuler ==
komplikasyonlar az/hafif

Hasta tutumu ve

uyung azimli, uyumlu, kendine niyetsiz, uyumsuz |
cok iyi bakabilen kendine bakamayan | degistirilebilir

Kaynaklar ve destek
sistemi hazir, kullanilabilir sinirli—
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A1C ve Ortalama Glisemi

Table 6.1—Mean glucose levels for specified A1C levels (21,25)

*
MG piasTa gucos Mean fasting glucose ~ Mean premeal glucose  Mean postmeal glucose  Mean bedtime glucose

ALC (%) mg/dL mmol/L mg/dL mg/dL mg/dL mg/dL
126 1.0

122 118 144 136
142 139 164 153

152 152 176 177
167 185 175
183 10.2
178 206 222
212 11.8
240 13.4
269 149
298 16.5

A calculator for converting A1C results into eAG, in either mg/dL or mmol/L, is available at http://professional.diabetes.org/eAG.
*These estimates are based on ADAG data of 2,700 glucose measurements over 3 months per A1C measurement in 507 adults with type 1, type 2,
and no diabetes. The correlation between A1C and average glucose was 0.92 (25).
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“intensive diabetes management is a remedy
primarily for the wise and not for the foolish, whether
they be patients or doctors.” Joslin, 1928
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