Eivan ol aTtdyol idiol yia 6Aoug;
Eidixeg opadeg acdevav

Ap Ztaupog MToUGPTTOUACS

AiguBuvtig EZY

Ymeuluvog Awfnroloyikou Kévipou IN.N. Nikorag MNepond
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O&gpaneuTikoi oTOYXO!I OTO AlaBiTN

YyYIEIVA Kal IcoppoTTRHEVE dlaTpo®n
TAKTIK] CWHATIK AOKNON
AI0KOTT} TOU KATTVIOHATOG

KaAR diatipnon cwuartikou Bapoug
(18.5<AMZ<25Kg/m?)
- TEPipeTPOGg péong (cm): 102 avdpeg, 88 yuvaikeg

ApTtnplakn trieon < 130/80 mmHg

LDL <100mg/dl (A), TG <150mg/dl,
HDL >40 mg/dl ( &), >50mg/dl (?)

< 180mg/dl

< 90-130 mg/dl



H koA YAUKQIpIKY) pUBUICT PEIWVEL
TIC EMITTAOKEG; 2.€ TTOI0UG;

flomaBen | KapSiayyeiakn | @vnoipomra

DCCTIEDIC!?
iy
UKPDSH
(202

IDCCT. N Engl J Med 1993;329:977-986. 2DCCT/EDIC study. N Eng/ J Med 2005;353:2643—

Extended follow-up 2653. 3UKPDS Group. Lancet 1998;352:837-853. “Holman R, et al. N Engl J Med
2008;359:1577-1589. SACCORD Study Group. N Eng/ J Med 2008;358:2545-2559. SADVANCE

Collaborative Group. N Engl/ J Med 2008;358:2560-2572. 7Duckworth W, et al. N Engl J Med

2009;360:129-139.

Initial trial



2.€ 6Aoug Toug dIaRNTIKOUG ;

Mikpoayyeiomalen | Kapbiayyeiakn OvnopornTa
VOOog
ACCURD& -=_
Notyet reported
Jﬁnll'l‘-.l';ﬂhMI‘.‘.E’fr
(242)

VADT
(242)

B nitial trisl
- Extended follow-up




Av ot dioBnTiké n HbAlc amé 6.1
vivel 6.9% tpotrortroigital 0 aTé)0¢;
Yrapyouv dedopéva;



METANAAY2H

2A 2: AuU¢non 1% tng Alc odnysi o¢:
18% auv¢non yia ZN i3 AEE
28%0 augnon yia MNMAN

2A1: Ao0¢non 1% 1tng Alc odnysi o€
15% au¢non yia ZN



ADA-EASD Position Statement: Management
of Hyperglycemia in T2DM

IAIAITEPOTHTEZ - ZYNOZHPOTHTEZ

*YTTEPNAIKEG
‘[Tayvocapkia

*2UVOONPOTNTES
- ZTEQAVIAIO VOO OG
- KapOI1akn avetrapkela
- XpOovia VEQPIKN VOO OGS
- HraTik duoAsgiToupyia
- YmroyAukaigia

Diabetes Care, Diabetologia. 19 April 2012 [Epub ahead of print]



ATTOAUTN €SATOMIKEUON TWV
YAUKOQIMIKWY OCTOXWYV, avaAoya HE TIG
1I010ITEPOTNTESG 0ICOEVOUG KAl T

OUVUTTApXOoVTa TTPORBARMATA TOU.



HAikiwpévol

~ 1:5 dvw 65 eTwv TTAoYouV ammoé ZA

~ “Oyipog peonAikac” n “YnepnAikag” ;;



ETepoyéveia TOU NAIKIWpEVOU S1aBNTIKOU

Epgavion ZA og péon nAiKia, JE APKETA XpOVIA VOO POTNTAG.
Neo-d1ayvwoeic ZA, HE PN OIAYVWOHEVES | ME AiYEG ETTITTAOKEG

KakR YEVIKN KATAOTAON, ME | XWPIG XPOVIES ETTITTAOKEG ZA,
MEIWHEVN QUOIKE OpaocTNPIOTNTA I EKTTTWON TWV AVWTEPWYV
VONTIKWYV AEITOUPYIWV

EAAXI10TEG ETTITTAOKEG Kal TTOAU UPNAOS eTTiTTEdO dpaoTNPIOTNTAG



OgparreuTikoi aTO)O!

"EAEYXO0C TNG UNEPYAUKAINIAC

MpoAnwn, exTignon kai Ogpaneia JIKPO- Kal HAKPO-

AYYEIGK®OV EMNIMAOK®V
Exknaideuon

BeATiodon — AiaTiipnon TNE YEVIKNG KATACOTAONG UYEIAag

Guidelines for Improving the Care of the Older Person with Diabetes Mellitus
J Am Geriatr Soc 51:5265-S280, 2003



YIroyAukaipia



YIroyAuKkaipia.
To Tipynpa TNG KAARS PUBHICNG

= Complications
Hypoglycemia

Relative Risk

HbA,_ (%) 105 1un 9.5 9.0 85 80 75 7.0 65 6.0 5.5

P.Glucose 240 ral 180 150 mg/dl

DCCT Research Group, NEng.Jifed. 1992.320-077T-RbE




Ipodrafecikol mapdyovres VROYAVKUWMIGS G
nNKIOpévoue acdeveic pe TA2

Hpoywpnuévn nhkia

Kataypnon aikooi

AvTtovoun vevporadeia,

I'vootikég dwutapayéc

AwTapayn TS VEQPIKIS KOl NTOTIKNG AELTOVPYIOGS

HHolveappoxio,

Avotnpoc YAUKOIIKOG EAEYYO0G

Ocpoancio pe woovrivn/ covipovorovpisg

Kaxn owatpoon

YVV00£S KOTUOTAGELS, TOV UTOKPVTTOVY 1] 001Y0VV 6€ AavOaouévny owdyvmon
vroyhokapiag (avowa, maporigpnpa, dSwortapayis vrvov, cnacpoi, OEM, AEE)

Management of Diabetes in the Elderly
Wallace JI. Clin Diabetes 1999;17:



Incidence and risk factorsfor serious hypoglycemia in older person
using insulin or sulfonylurea.
Shorr RI, et al. Archivesof Inter Med 1997;157:1681-1686.

® RR vroylvkopio

¥ 3,38

% 2,47 "2.76 r

w181 f 1,8
13 14

| | | | | |

RR SU Insulin Ins+SU age>80  polypharm  new to
hypogl ther



Hypoglycaemia is Common During Treatment

with Sulphonylureas
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Glyburide! Chlormpropamide? Glibenclamide? Glimepiride3d
Sulphonylureas

* Fingerstick blood glucose measurement £2.75 mmol/L [£50 mg/dL]

1. Glucovance [package insert]. Princeton, MJ: Bristol-hyers Sguibb Company; 2004,
2 UKPOS Group. Lancet 19598, 352 837 -553.

3. Oraeger KE, et 2l Horm Metab Res. 19596,28: 419-425.

4, MeGavin JK, et gl Drags 2002, B2 1357 1364,

5. hetaglip [package insert]. Princeton, M. Bristol-hyers Squibb Company; 2002

Gliclazide!

Glipizides




OePANEUTIKOI OTOXO0I O€ A0OEVEIC TPITNG NAIKIAG HE ZA

TABLE 1

Targets for diabetes control

AMERICAN DIABETES AMERICAN GERIATICS DEPARTMENT OF
ASSOCIATION 11 SOCIETY1S VETERANS AFFAIRS16.24
Hemoglobin A, < 7.0% < 7.0% in adults who have < 7% if life expectancy is > 15 years
good functional status (no major comorbidity)
8.0% if frail or if 8% if life expectancy is 5-15 years
life expectancy is < 5 years (moderate comorbid condition)

9% if life expectancy is < 5 years
(major comorbid condition)

Preprandial 90—-130 mg/dL
blood glucose level (5.0-7.2 mmol/L)

Peak postprandial < 180 mg/dL

blood (< 10.0 mmol/l)
Bedtime blood 110-150 mg/dL Cleveland Clinic Journal of Medicine 2008: 75: 70-78
glucose level (6.1-8.3 mmol/L)



AcOeveig pe XNA



2O0KXapwoOnNne 0L aPBAT neg
Hoovyvértepn attia Xpév L g
Neopo L Knig
Avemapketagl eAdl L kod2ZTaodiov

~10%l 13%

No. of patients

700 T Projection
a _ 95% C1
5 600 ‘
S @ 500
2 B 400 -
=
© O
S £ 300 - 520,240
B 281,355
S 200 —
Z
243,524
100 - r2=99.8%
o441 1 1 1 1 | I .
1984 1988 1992 1996 2000 2004 2008

United States Renal Data System. Annual data report. 2000.



ES L OwWOELlc YL EKTILUNODN

GFR
EviAikeg

E€iocwon Cockroft-Gault

- N (140-HAikia) x Bapocg. x (0.85 epooov
Cer(ml/min)= . 72 x CrnA énAv)




Age-standiaiciized event rgie (per 169 persom-yin)

Relationship Between Estimated GFR (eGFR)
and Clinical Outcomes

Death from any cause
Total events = 51,424

260 45-59 30-44 15-29 <15

40

35

30

25

20

15

10

5

0

Cardiovascular events Any hospit alization
Total events = 139,011 Total ev ents = 554,651

260 45-59 30-44 1529 <15 260 45-59 30-44 1529 <15

Kaiser Peimanenie Renal Regisiry, n=1,120,295 adullls aged 220 yeais Median follow-uip =

2.84 yeais

Go AS, et al. N Engl J Med. 2004:351:1296-305



Aggressive Glucose Control in Patients With Diabetes
and Kidney Disease Not Associated With Improved Survival

n. 24,875, 3 ém follow-up
YA 2:94.5%, XA1: 5.5%

v HbAlc < 5% cuvodedtnke pne 20% avEnuévn Bvnowotnta P < .001
v HbAlc > 11% cvvodevetan pe 20% oavénuévn Ovnowotnto P < .05

H dwapopd pdvnke petd tov 1° ypodvo

Ot aoBeveic pe A1 xou HbAlc >9% mapovsiacav katd 52% avénuévn
Ovnouotro.

"In the absence of randomized, controlled trials, the se results
suggest that aggressive glycemic control cannot be rou tinely
recommended for all diabetic hemodialysis patients on the basis of

reducing mortality risk,”



QupPpPAKEUTIKH aywyn

METO®OPMINH: 6x1 o adUvapoug, apudatwuévousg, GFR<30ml/min,
Bapia KA R HA

FAITAZONH: ox1 o KA, auénuéveg tpavoapivaoeg (>3X), o€ peta-
EMMNVOPPUCIAKESG YUVAIKEG, augnon Bapoug,

ZOYADOON/PIEZ — ' AINIAEZ: YmroyAukaipieg (SU>TAivideg), avnon
Bapoug

ANAZTOAEIZ DPP-4: lMNepiopiopévn euTTEIPia, XWPIG TTpOocapuoyn d6ong

oe GFR>50ml/min, 6x1 oe ocoBap HA



QupPpPAKEUTIKH aywyn

AKAPBOZH: duokoAieg a1rd TIG YAOTPEV/KEG TTAPEVEPYEIEG, TTPOCOXN OTN

guyxopnynon He yeupaTtikn IvoouAivn, 6x1 o GFR<25ml/min, Bapia HA
AIrQNIZTEZ GLP-1: yaoTpev/KéG TTapeVvEPYEIEG, OXI OE
GFR<50/60ml/min, pesiwon Bdapoug

INZOYAINH: MNMpoTipnon Twv avaAdywv pakpdg/Taxeiag dpaong

(1810uTEPOTNTEG OTNV IVOOUAIVOBepaTTeia), utTtoyAukaidia, augnon Bdapoug



AvTipeETWTTION TNG UTTEPYAUKAIMiag oTo AlaBATN TuTTOU 2

HbA1c < 8,5%

Aiaita & Agknon
+
MeTtpoppivn

HbA1c > 8,5%
(Xxwpig cupTITWHATA)

Aiaita & Agknon
+

MeTtpopuivn

Mer@oppivn: OXI: oe GFR<30ml/min
NG YAUKOGNG O€ Alyeg
Hépeg A TNG HbA1C

IJ

MmoyAitagoévn: OXl: oe GFR<10ml/min

TNG YAUKOCNG O€ AIYEG

£€pec i TG HbA1c

ﬂs"r)dgzi]S L]rg']vag -
2ouA@ovuloupieg: OXI: o€
GFR<30ml/min

L IVIE TOOO UV 20 (DOOLUICKO SR

HbA1c > 9%
(Me oupTTWHaTA)

Aiaita & Aoknon
+
MeTt@opuivn

dAAa diokia
Me Bdan Touc EyKeKPI-

PetrayAividn: dev avagépeTal
NarteyAividn:mpooapuoyn oe GFR<15ml/min
oo = = s |

AvaoTtoAeic DPP-4: mpoocapuoyn
oe GFR<50mI/min

| Tnc vAukolnc oe Aivec | |
E&evaridn: pooapuoyr) o GFR<50ml/min
NipayAouTidn:mpocapuoyn o€ GFR<60mIl/min

Aiaita & Acknon
+
Alokia
+
Baoikn IvoouAivn

%. MmouoptrouAag IM.N.Nikaag Meipaid l

Adimmsieiim O 4



OgparreuTik TapépBaon

Y1601 HbAlcC

H HbA1c givan avaéiomiot oe TENA 1 petaforéc g Hb

* Efatopikevomn 6tdyov g

o Twéc HbAlc <7% povo e aocedaieio,

* Yyniotepog otdyog HbALC dv
Ymoylvkoupio +/-
Avenlyvootn vroyAvKouio,

[Towdmrta Cong



O voanAsudpevog di1afnNTiKOg
oTIC KAIVIKES Kal oTi¢ MEO©

2UXVA, N AVTINETWTTION TNG UTTEPYAUKAIMIOG BewpeiTal ocav
dguTtegpeuoUONG
ONMACIag OTOX0G OTOUG VOO NAEUONEVOUG 00BEvEig



AN

Bapéwg maoyovreg

Xy migwovotnto TOV Bapémg maoyovrov otic MEG, Yo

010p0mon ™ ¢ vrepyAvkapiog arorteital 1 yopynon E®@ weoviivng
cc >180mg/dl.

Yrtoyos: 140-180mg/dli

Katotepa opra (<140mg/dl) propsi va sivor kotarinio o
0PLOGUEVOVS 0.60EVELS

Ag eovietatan <110mg/dli



Mn Bapéwg TraoyovTEg

Agv UTTAPXOUV TTPOOTITIKEG TUXOIOTTOINMEVEG MHEAETEG KAl

ETTOUEVWG Ol OUCTAOEIG BacifovTal OTNV EUTTEIPIA KAl KPioT

v Xty TAsovoTnTo TOV 060svAaVY auTi)g TG KaTtnyopiag, vré woeovivodspansia,
0 6TOY0G YEVIKA Y0,

> IIpoysvpotiki YAvkéln < 140mg/dl
>  Touygoia pétpnon yAvkéing <180mg/dl
(Or avortépm otoyol yOPic vToylvkopia ¢)

v’ Tporomoinen docoloyiag tveovrivig o€ yAvkoln <100mg/dl (extog sav
O0PEIAETAL .Y OE TAPALELYY YEOHATOG)

v YynAotepeg TIHES 06GKIS KPIVETOL GTOPOITNTO



AcOeveig pe KAN



AIABHTHZ KAI KAPAIATTEIAKH NOzOx

H kapdiayyelaki vooog gival utretuvn yia 1o 80% Twv BavAaTwy TWV
aTOMWYV pE ZA

5% &§ autwyv oQeiAsTal oTnv orepaviaia vooo
25% &§ autwyv o@eideral oTnv TePIPEPIKN ayyeiomabeia kar oro AEE

75% TWV VOO OKOMEIOKWY VOONAEIWY TWV SIABNTIKWY acOEVWYV
o@eilovTtal o€ KapdlayyeloKd cupapara

AITAdGo10g o Kivouvog OvntéTnTag KAaTA Kal HeTd to OEM

O1 diaBnTikoi Trapoucidalouv Tov idlo Kivduvo oTEQAVIAIOG VOOOU ME
AQUTOV TWV pN S1aBNTIKWY TTOU gival HeyaAuTepol Katd 15 xpoévia *

50% TWwV veEOBIOYVWOHEVWY d1aBNTIKWYV £€XOUV 0N Kapdlayyelaki vooo

Z. Bloomgarden Diabetes Care 2005
* Lancet 2006; 368: 29



Interpretation Low and high mean HbA_ values were associated with increased all-cause mortality and cardiac events.
If confirmed, diabetes guidelines might need revision to include a minimum HbA_ value.
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Figure 1: Adjusted hazard ratios for all-cause martality by HbA deciles in people given oral combination and insulin-based therapies

Cx proportional hazards models wee vsed, with the Hid base case scerario. Vertical error bars show 95% (s, harizontal bars show HbA | range. Red
circle=reference decile *Truncated at kaever quartile. {Truncated at upper quartile. Metformin phes sulphony hereas (A and insulin-based regimens (E).




Npwipn vs oyiung Trapgufaong

UKPDS! ADVANCE2  ACCORD? VADT*
(n=3867) (n=11,140) (n=10,251) (n=1791)

E——

Aildpkeia d1aBATN o* 3 10 11.5
() |
Méon HbA . (%) 71 75 8.3 9.4
oTnv évapén ' ' | |
Méon FPG (mmoliL) 144 153 175 11.4
oTnVv évapen |
Méon nAikia (£1n) 53 66 62 60

1UKPDS Group. Lancet 1998;352:837-853. 2ADVANCE Collaborative Group. N Engl J Med
2008;358:2560-2572. SACCORD Study Group. N Engl J Med 2008;358:2545-2559. “Meyers C, et
al. Am J Cardiol 2006;98:63—65.



ACCORD: intensive glucose control associated
with risk of hypoglycaemia and weight gain

ACCORD1? ADVANCE?
(n=10,251) (n=11,140)
HbA 1. (%)
Median baseline 8.1 7.2
Target (intensive vs standard) <6.0vs 7.0-7.9 <6.5vs >6.5
Median at study end (intensive vs standard) 6.4 vs 7.5* 6.4 vs 7.0*
Outcome (intensive vs standard)
Major hypoglycaemia® (%/yr) 3.1vs 1.0* 0.7 vs 0.4
Weight gain (kg) 3.5vs04 0.0 vs -1.0*

*Significant

TMajor hypoglycaemia requiring assistance (ACCORD) or severe hypoglycaemia (ADVANCE;
hypoglycaemia was defined as blood glucose level of <2.8mmol/L or the presence of typical
symptoms and signs of hypoglycaemia without other apparent cause)



ACCORD: intensive glucose control beneficial in
patients with no previous CVD or HbA ;. <8%

Primary outcome

Subgroup Hazard ratio p-value
(95% ClI)

Previous cardiovascular event 0.04

No .

Yes

Glycated haemoglobin at baseline

<8.0% B

>8.0%
Total

1
1
1
1
||
1
1
1
I
1
1
1
1
1
1
|

| ; |
0.6 : 1.4
<€ >

Favours intensive Favours standard

Horizontal bars represent the 95% confidence interval, and the vertical dashed line indicates the overall hazard ratio
The size of each square is proportional to the number of patients
Primary outcome was the first occurrence of non-fatal myocardial infarction or non-fatal stroke or death from cardiovascular

causes
ACCORD Study Group. N Engl J Med 2008;358:2545-2559.




ADA-EASD Position Statement: Management
of Hyperglycemia in T2DM

ANTI-HYPERGLYCEMIC THERAPY
Glycemic targets
HbA1c < 7.0% (mean PG ~150-160 mg/d|
Pre-prandial PG <130 mg/d|
Post-prandial PG <180 mg/dl

Individualization is key:

Tighter targets (6.0 - 6.5%) - younger, healthier

Looser targets (7.5 - 8.0%+) - older, comorbidities,
hypoglycemia prone, etc.

Avoidance of hypoglycemia

PG = plasma glucose Diabetes Care, Diabetologia. 19 April 2012 [Epub ahead of print]




1° [NepioTaTiko

Avdpac 48 etwv, BMI: 30.5, HETA TOEK ATT £XEI OAKXOAPO
vnoTteiag: 157, 165mg/dl, HbA1c=8.2%
All: 125/80mmHg, LDL: 99mg/dI, eEAeUBEPO ATOUIKO IOTOPIKO.

[Mo10¢ €ival 0 YAUKQIMIKOG OTOXOG

HbAlc: ~7.5%
HbAlc: 7%
HbAlc: 6.5%
HbAlc: 6-6.5%

-l A



2° [eploTaTiko

Avdpac 73 etwv, BMI: 30.5, xel iIoTopikd AEE tTpo 5¢Tiag, KA
(oTadio lll)ueTad ToeK QTT £XEI OAKXAPO vNOTEIAG: 157,
165mg/dl , HbA1c=8.2%

All: 125/80mmHg, LDL: 99mg/dl, eEAeUBEPO ATOPIKO ICTOPIKO.

[Mo10G €ival 0 YAUKQIMIKOG OTOXOG

HbAlc: 7 - 8%
HbAlc: 7%
HbAlc: 6.5-7%
HbAlc: 6-6.5%

i A



A.P.Chehov

Victor Moley




