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O gaxkxapwdng diaBArng Tunou 2
oxXeTi{eTa1 AITIOAOYIKG UE NANOOC TNUAVTIKQV ENNAOKAV

AyyeLako eykepaALKO:
av&Aavel t ouxvotntol

Awapntikl ApdiBAnotposidonadsia:

1" awtiat TOPAwonc! Kapbilayyelakeg madroeig:

ouwtia Oavatou tou 75%
TwvV Sapntikwv?

AwaBnrikry Nedppondbeia: - Awpnukn NeuponaBera:
1" autiar oupok&Baponc? | & 1"outio pN-TPOWHOTIKWV
) o B AKPWTNPLACUWV®

!Diabetes Care 2003:26(Suppl.1):599-5102
2Diabetes Care 2003;26(Suppl.1):594-598
3Am Heart J 1990:120:672-676

“In Tex*rbook of Dnabe‘l’es 1997




Aimidaipiko profile og diaBnrika & un aropa (UKPDS)
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Study

TIKOC Kivduv

Weight

Risk Ratio 95% CI

Risk Ratio 95% CI

Khan et al (42), 2006
Swerdlow et al (41), 2005
Ogunleye et al (46), 2009
Hjalgrim et al (39), 1997
Adami et al (38), 1991
Ragozzino et al (37), 1982
Wideroff et al (40), 1997
Rapp et al (44), 2006
Inoue et al (43), 2006

Jee et al (15), 2005
Stattin et al (45), 2007

Total (95% Cl)

7.2%
9.8%
10.3%
5.6%
10.7%
8.5%
13.3%
9.4%
10.3%
11.6%
3.3%

100.0%

Heterogeneity: 1> = 79% (P < 0.00001)

0.94 [0.80, 1.10]
0.95 [0.85, 1.06)
0.99 [0.90, 1.09)
1.00 [0.82, 1.22]
1.06 [0.97, 1.16)
1.10 [0.96, 1.25]
1.10 [1.07, 1.13)
1.23 [1.10, 1.38]
1.26 [1.15, 1.39)
1.28 [1.19, 1.37]
1.29 [0.96, 1.74)

1.10 [1.04, 1.17]
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Weight

Risk Ratio 95% CI

Risk Ratio 95% CI

Wong et al (52), 1991
Swerdlow et al (41), 2005
Moss et al (51), 1991
Verlato et al (60), 2003
Bruno et al (58), 1999
Gu et al (55), 1998
Saydah et al (61), 2003
Jee et al (15), 2005
Koskinen et al (57), 1998
Levine et al (49), 1990
Oba et al (62), 2008
Landman et al (63), 2010
Fujino et al (59), 2001
Sievers et al (54), 1996

Total (95% Cl)
Heterogeneity: 12 = 82% (P < 0.00001)

9.7%
10.9%
6.5%
11.8%
7.7%
1.3%
2.5%
12.4%
10.2%
5.2%
9.4%
6.1%
5.9%
0.7%

100.0%

0.75 [0.63, 0.89)]
0.93 [0.82, 1.05]
0.90 [0.71, 1.30)
1.11[1.02, 1.20]
1.12 [0.87, 1.44]
1.15 [0.45, 2.94]
1.20 [0.63, 2.28]
1.28 [1.23, 1.33]
1.30[1.11, 1.52]
1.45 [1.00, 2.11]
1.47[1.22, 1.77]
1.51 [1.09, 2.10]
1.57 [1.12, 2.20]
1.73 [0.45, 6.58]

1.16[1.03, 1.30]

.
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Au&nuévog kivduvog BvnaipoTnrag avaloya 10 oWUATIKO
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Acgiktng Madag Twuarog (kg/m?2)




D ‘OMoL oL peAetnBévteg
L] Mn kanviotég

w
(2]
et
o
=
‘O
=
o
o
>
O

wn
o
>
=
10
Z
b4
o
=
=
w
>
W

18.5-22.4 225-249 25.0-27.4 27.5-29.9 30.0-349  235.0
Acgiktng Madag Zwparog (kg/m?2)




A Kiviuv Kiv valA

muo_imgsmummrn wno_u 2._¢J_L5_§_Ln

D 'OMot oL peAetnBOEvteg
L] Mn kanviotég

s
g

=
P

=
ﬁ*’

=
e

wn
o
=
o
=
‘O
=
e)
oy
>
o

=
|

wn
o
>
>
10
2
4
S
X
=
w
>
W

iy
P

18.5-22.4 22.5-249 25.0-27.4 27.5-29.9 30.0-349  235.0
Acgiktng Madag Twuarog (kg/m?2)




T Vv AVEI TOV Kivduvo Bv ™mT

pE ungpxoAnaoTepivaipia, d1aBnTn, ungpracn n kanvioua

L ®DucloAoyko 2B &
XWpig Tov mapdyovra
| | ®duololoyko 2B

I YrniépBapot
I Noayvoapkol

A'im'.-ﬁ'

0, XoAnoctepivn >24O AlaBntn Ynéptaon Kanviopa

o
3%
P-
<
g::
o >
[« N =
v B
S «»
5 O
0 3
> 3
=8
w
=2
g
)
X 8
=

O oxeTIKOG KivOuvog BavaTou KG0e aitioAoyiag, avaAoya 10 cwHATIKG BApOg,
Y10 ETIAEYHEVOUG TTPOYVWOTIKOUG TTAPAYOVTEG BvNTOTNTOG




A A

H ouvnOnc nopsia ep@avionc vepponabsiac oro caky. diaBnr

Kpeatwvivn nAacpatog

GFR

Aevkwpatoupia
._

Aptnplakn Mieon

‘ETn pETA TNV gu@aAvion Tou d1aBATN
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» Zuvoonpotntec oto Zaky. AlaBit Tunou 2

» H onpaoia ¢ veppikiic SuoAettovpyiag

otnVv ertAoyn tn¢ avdaBntikng aywyng




Baoikn diayvwon unsuBuvn via Evapén aipokabapaong
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Baoikoi uEBodol npoadiopiguoU TNE VE@PIKNC AEITOUupYiIacg

GFR=PuOuo6g oTtreipapaTtikng d1Rlnong

KaBapon ivouAivng= [IvouAivn oupwv] *[6ykog oupwvV] / [IvouAivn TTAGoHaTOG]

KdaBapon kpeaTtivivng=

N [kKpeaTivivn oUpwyV 24wpou] *[6ykog oupwvV] / [KpeaTivivn) TTAACHOTOG]

Modification of Diet in Renal Disease Study (MDRD):

eGFR (mL/min/1.73 m2) = 186 X (kpeativivn opov ) ~1-154 X (nAwkio) 0293 X (0.742 gav
yuvaika) X (1.212 eav adppikavog)

Cockcroft-Gault:
(140 - nAwia) X ocwpatiko Bapog X (0.85 eav yuvaika)

eGFR =

Kpeatvivn opou X 72
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(National Kidney Foundation-HIMA)

GFR

ZTG510 Mepiypaen (ML/min/1.73m?)

Neppikn BAafn pe

> 90
ke A T GFR

‘Hma GFR 60-89

Métpiad GFR 30-59

YoBapn ¥ GFR 15-29

<15R
Texvntog veppog

Ne@pIKN aveTTapKela
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National Kidney Foundation-




Mapdapuerpol

AER oupwyv
(ng/min)

AERoUpwyVv
(mg/24h)

Albumin/

Creatinineratio
oupwyv (Mmg/g)

<30

AER= Albumin excretion rate




‘ExkpBaonT

AlafnTiki

Neppotrabeia

KAN: Kapdiayyelakd voonporta
XNA: Xpovia vedplki aveENApPKELOL
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TIKEC KAIVIKEC KAT

Normotensive Hypertension Diabetes Hb Alc BMI Prior Abnormal albummuria
normoalbumimuric (2=1439) duration >7% 230 kg/m? CVD
(n=159) 215 years (n=1023) (n=502) (n=170)
(n=960)

Micro- Macro-

(n=288) (n=66)
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p<0.01 NoppoaABoupivoupia vs MikpoaABoupivoupia
p<0.001 NoppoaABoupivoupia vs MakpoaABoupvoupio
p<0.05 MwpoaABoupivoupia vs MakpoaABoupivoupio
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Au@IBAnoTpocIdOTTABEIN 3 17-21%

NeppoTrdleia l 24-33%

NeupotrdBeia —
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Fair group
< (6.5 <HbAlc < 8.0)

\

Poor group
(HbAlc 28.0)
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P =0.041 (Logrank test)

10 20 30 40 50 60 70 90
Follow up period from entry (months)




ABpoioTikn EninTwon OvnroTnTrag and OAEC TIC AITIES
oTPWUATONOINUEVN AvaAoya UE TNV Napouaia

VEQ@PIKNC AVENAPKEIAC KAl unovAuUKalpia

mm Hypogiycemia=yes & CKO=Yes (top)

Hypoglycemia=Yes & CKD=No (mid-top)
= Hypogiycemia=No & CKD=Yes({mid-bottam)
= Hypoglycemia=No & CKD=MNo(bottam)

p<0.0001
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H AivayAinTivn

V EMNIOEIVWVEI v 1K NEKKPI

Adjusted mean change in Urinary Albumin Excretion (UACR)
after 24 weeks of treatment

20 Linagliptin Placebo
(n=163) (n=55)
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P =0,0305
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UACR from baseline, %

-100 50 50 100

Reduction in mean UACR Increase in mean UACR




EEaTopikguon Twv gtoxwv HbA1lc oto caky. diaBnTn Tunou 2

MAéov evTaTiK A1yOTEPO EVTATIKI EAdx10TO EVTATIKN

WuXO0KOIVOVIKOOIKOVOHIKA OEpaTa

Eaipetikad dpaotiplot, KaAQ EVNUEP W UEVOL, APLOTES Awyotepo Spaoctiplol, mePLOPLOHEVN YVwon, AlyEg
LKOWVOTNTEG OTOV QUTOEAEYXO, MANPNG UTIOCTHPLEN LKOWVOTNTEG AUTOEAEYXOU, AlyooTh utooTthpLén

Kiv3uvogunoyAukaipiag

XapunAadg Métprog YYnAadg

Zuvodd voonuarta

Kavéva Alya /'Hmua MoAA& / ZoBapa

EYKATEOTNHEVEGAYYEIAKEG ENIAOKEG

MNP WLKEG LLKPOOYYELOKES Kapbiayyelakég MPpoXwWPNHEVEG ULKPOOYYELOKES




ADA / EASD Position Statement

Healthy eating, weight control, increased physical activity

Metformin

AmoteAeopaTikotnTa (A1C)
YTroyAukaipia

ZwuaTtiké Bdpog
Mapevépyeleg

KéoTog

high

low risk

neutral/loss

Gl / lactic acidosis

low

AmroteAeoparikéTnTa (VA1C)
Y1royAukaiyia

ZwuaTiké Bapog
Mapevépyeieg

KéoTtog

If needed to reach individualized HbA1c target after ~3 months, proceed to 2-drug combination

(order not meant to denote any specific preference):

Metformin
+

Sulfonylureat

Metformin
+

Metformin
+

Metformin
+

Metformin
+

Thiazolidine-
dione

high

hypoglycemia®

low

-1 high
moderate risk------=-

gain —

-1 edema, HF, fx'st -
g h P e—— .

DPP-4

Inhibitor

intermediate
low risk
neutral

GLP-1 receptor
agonist

low risk
loss

Insulin (usually
basal)

high risk --
4 gain .. =
-{ hypoglycemia®- -
-{ variable

If needed to reach individualized HbA1c target after ~3 months, proceed to 3-drug combination

Metformin
+

Sulfonylureat

o iz

or

Metformin
+

(order not meant to denote any specific preference):

Metformin
+

Metformin
+

Metformin
+

Thiazolidine-
dione

+

sut I
o[ ovea |
or

or

DPP-4
Inhibitor

GLP-1 receptor
agonist
+

Insulin (usually
basal)

+
TZ|

sut_|
or I TZD I

or| DPP-4-i

or l Insulin§ I

or | GLP-1-RA

If combination therapy that includes basal insulin has failed to achieve HbA1c target after 3-6 months,
proceed to a more complex insulin strafegz, usually in combina_ﬁon with 1-2 non-insulin agents:

Insulin?
(multiple daily doses)




G. Schernthaner — State of the Art Lecture
EDTA-ERA Congress in Stockholm (2008)

Antidiabetic Drug GFR

Insulin
Liraglutide
Exenatide
Sitagliptin e « I >
Glitazones
Miglitol
Acarbose
Repaglinide
Glimepiride
Gliclacide

Metformin
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etiormin No adjustments Consider carefully/Awaiting further data
" Chiorpropamide
Acetohexamide
Tolazamide
Tolbutamide
Glipizide
Glicazide
Glyburide
Glimepiride
Gliquidone

Repaglinide
Nateglinide

Acarbose
Miglitol

Pioglitazone
Sitagliptin
Vildagliptin
Saxagliptin
Linagliptin
Alogliptin

Exenatide —mmwstwmm

Liraglutide Limited experience available
Lixisenatide Noadjustments  Careful use if GFR 80-50 mL/min
Pramlintide  Umited experience available
Dapaglifiozin  Limited experience available
Canaglifiozin Reduced efficacy
Empaglifiozin  Limited experience available
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- Recommended Dose Dose Adjustment for Renal Impairment

Moderate: Use with caution when initiating or
escalating doses
Severe/ESRD: Not recommended

5 mcg twice daily; increase to 10 mcg based

Exenatide? -
on clinical response

Exenatide > me once weekl Moderate: Use with caution
qwk? g y Severe/ESRD: Not recommended

0.6 mg once daily for 1 week, then 1.2 mg; can  Use with caution; no dose adjustment

Liraglutide3 . . .
& be increased to 1.8 mg recommended for renal impairment

Moderate: 12.5 mg once daily

Aloglitpin® 25 mg once daily

. No dose adjustment recommended for renal
5 mg once daily . .

Saxagliptin® 2.5 mg or 5 mg once daily Moderate or severe/ESRD: 2.5 mg once daily

Moderate: 50 mg once daily

itagliotin? 100 dail
Sitagliptin Mg once daily Severe/ESRD: 25 mg once daily

50 mg twice daily as monotherapy; 50 mg

. . . 8
Yicagtiptin once daily in combination with SU

Moderate or severe/ESRD: 50 mg once daily

1. Exenatide Prescribing Information 2. Exenatide QW Prescribing Information 3. Liraglutide Prescribing Information.
4. Alogliptin Prescribing Information. 5. Linaglitpin Prescribing Information. 6. Saxagliptin Prescribing Information.
7. Sitagliptin Prescribing Information. 8. Vildagliptin Summary of Product Characteristics.
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