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O cakyapmong olaPNTNS 6Te ATOUO LEYOANC
NAKLOG

 H cuyvotnta tov XA oto dtoua nAkiog >
65ém — 10-25%
* Ymapyovv EL0IKA TpoPANuOTO GTNV
OVTILETOTICT) AOY®
eMLOPAONC TNE NAIKIOC 6TO pETOPOAIGUO
LELOUEVTC VEQPIKNG AELTOVPYIOG
KOPOLUYYELUK®V VOGT|LATOV



Kapdlayyelaka Voo uaTa Kal 2aKxapwong
AlaBNTNG

65% TWV BavaTtwy givai
KapdlayyEIOKAG aiTiIoOAoyiag

] ) KapdlayyelakEég
Odvarog a1mo EMITAOKEG Kivduvog AEE
2repaviaia Néoo ZoKXapwWon Xx2-4

x2-4 AlaBATN
TUTTOU 2

Kapdiakr averrdpkeia
X2-5



E101ka yopaKtnploTikd NATKIOUEVOV
oM TIKOV

20YVI] TOPOLGLN AAADV VOGTILAT®V

MetwpEvn PLGTKT) 0pacTNPLOTNTA

Avénuéevn evacnoia 6TV vToyAvKoLia
[Tapovoia emmTAOK®V TOL GYETICOVTAL LE TNV NAIKIO

AvéEnuevn Bvntotnta Kot TNV 0Eeia LETOPOATK)
aoppLOUIGT

Kokn mopakorovOnon kot eCaptnon and Pondeia
AAA®V ATOU®V



H avtipetomion t1ov nAKIopEVoOL acOevn) e
COKYOPMOON 011 T — KAIVIKN E1KOVA

e To TUTIKG GLUTTOUOTO OTTOC TOAVOWYiaL,
ToAvOoLPla, TOAVPAYLN UTOPEL VO ETVOIL AYOTEPO
EVTOVQL

* H yAvkoCovpia pmopel va amovctalel AOyw
QLVENUEVOL 0VOOV ETAVOAPPOPNGNC YAVKOLNG



2VYVEC OITIEC AVIKAVOTNTOC GTOVG

NAMKLOUEVOLC 010 PN TIKOVC

e Mewwuevn opacn (Kupimwe AOY®m KATopPOKTN)

* AKPOTNPLOGULOC KATW AKPOL

e Mvondfeila — poikn aovvaouio



H ovtiuetomion t1ov nAKiopEVoL acOevn) e
COKYOPMON OB TN — HLIKT adLVOUIO

e Mvuikn aovvopio Kot poikrn OvcGAEITOVPYid —
eMLOPOCT TNG EVOTODEGTC MTOVE KOl TNC OVTIGTOGTG
GTNV WVGOLAIVT, QUENUEVOV KUTTOPOKIVOV KO
OLOITTOVEKTIVIG

e AALOL TOPAYOVTEC LE EMIOPACT] GTNV AELTOVPYIO TV
HLU®V, LA, LUIKT OVVOUTN — TEPLPEPTKT)
vevponddeLla, vwocio ( ayyelomabeio — LEIOUEVN
QLLATMOOT], LEIMUEVT] AEITOVPYIO ULITOYOVOPLOV KAT



H avtipetomion tov nAKiopEVoL achevn ne
oK aP®ON o1 Tn — TaBoPLGIOAOYIKOL UNYOVIGHLOT

e AvcAiettovpyio TOV UITOYOVOPI®V
LELOMUEVT TAPOYWOYN EVEPYELOC +
QVENUEVT TOPAY®YN EAEVOEP®V pLimV
0ELYOVOL = ADENOT TPOPAEYLOVDOMV
KUTTOUPOKIVOV ovuParrEl otV
ECEMEN LKPOAYYEIKMV ETTAOKOV
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Hypothesis

Diabetes

Peripheral Neuropathy Peripheral Arterial
Disease

Microvascular Disease

\1

Hypoxia
|
Muscle Dysfunction
Impaired Muscle Energy Reserves

i

Lower Extremity Disease Leading to Foot
Ulceration and Amputation

A \Veves et al.




Mitochondrial Dysfunction in Diabetic Patients
With and Without Complications
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Gnardellis, Chun Zuo, Aristidis Veves

Joslin-Beth Israel Deaconess Foot Center and
Microcirculation Lab, Beth Israel Deaconess Medical
Center, Boston, MA, MR Imaging Center, McLean Hospital,
Belmont, MA , Harvard Medical School, Boston, MA and
Technological Educational Institute of Messolonghi,
Greece



Mitochondrial Dysfunction and Diabetes

Mitochondrial dysfunction present in insulin resistance and
diabetic state but direction of causality Is not known.

Increased Intramyocellular lipid (IMCL) content and
Increased oxidative stress In skeletal muscle has been
proposed as both the cause and the result of mitochondrial
dysfunction.

Critical dependence of mitochondria on appropriate oxygen
delivery that allows skeletal muscle to increase its energy
turnover almost 50-fold during maximal exercise.

Mitochondrial dysfunction present In acute hypoxic
conditions and Peripheral Arterial Disease (PAD)



Methods to Study Mitochondrial Dysfunction

Invasive

* Results, not always consistent, indicate reduced mitochondrial density
In Insulin resistance, obesity and T2DM.

 In addition, defects in mitochondrial function (such as ATP
production) are present
Non-Invasive

 MRI spectroscopy (MRS) in skeletal muscles

o Measurement of ATP synthesis rates common but tends to be
Inaccurate due to nonoxidative, glycolytic component.

— Assessing Kinetics of replenishment of the phosphocreatine (PCr) after exercise
IS probably the best approach.






Changes Iin Muscle Energy Reserves
During Exercise

PCr Sl wvs Time
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From A. Veves et al.



From A. Veves et al

Phosphorus Imaging
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T pEmer va Aapavooue vToyn otny
Oepameio NAKIOUEVOL 01oPNTIKOD TEPLOPIGLOL

Melwpévo TpocooKipo emPBIOGNC — GLVVTAPYOVGEC
ToONGELC

H amoteleopoatuicotnta e Oepamneiog e Baboc
YPOVOL

AveTIOOUNTEC EVEPYELEC PUPUAK®DV
O 6T0Y0¢ YALKOUIKOV EAEYYOV OYL TOGO AVGTNPOG (
QVENUEVOC KIVOLVOS VTOYAVKOLULOG)



O coayap®oNc o1 Tne 6ToVe NAKIOUEVOVS
KOl 1) YOYIKN VYELX

O1 GLYVOTEPEC OLOTAPOYES

1. dwataparyEC pvnunc

2. KoTdOAyn



H kataOAyn otovg nAikiopévoug pe XA

 H peiCov katdbiyn avéavel Tov Kivouvo yia
EUPAVICT] GUKYOP®ON oo

e Atoua pueydinc nAkioc pue katdbiwyn kot XA £youv
QVENUEVT] EVOOVOGOKOUELNKN ByntotnTal

e Kot 01 000 KOTOGTAGELS £YOVV TOUPOUOIES EKONAMGELG
( KOO, O TOPAYEC DTTVOL, OTTOAELN PBApOouC Ko
OPEENC, GECOVUAIKEC OLUTOPUYEC KAT)



O1 010TaPaYEC LVIUNG GTOVS NATKIMUEVOVG
010N TUKOVG

Y apyel GLGYETION LUE
1. nAwcia
2. petaPoAikod Ereyyo (caKyapo, Amion)
3. vepTOoN

Avénuevog kivovvog yia. eupavion N. Alzheimer grovg
avopeg ue 2./



O@OaALOAOYIKA TTPOPANUOTE NAMKIOUEVOV
oM TIKOV

e Katappaxtng
e Ex@OAlon oypdc KnAtoog
o Awopntikn aupipAnctposioonddeia
Llopayovreg Kivodvoo
aOnpouctwon
APTHPLOKY DTTEPTOAOT]

OIEPALTTIOOLULO, (QVCHUEVT] YOANTTEPOLN])



OCeleC KOTAOTAGELS GTOVE NATKIMUEVOUC
010N TUKOVG

e AKO 22% cicayonymv apopd nAikiec > 60
€M

e YYK apopd cuvnfmg dropna niioc > 50
€M

Kopieg aitiec AKO wou YYK
Aowuwéelc, OEM, averapkng Oepameia XA,
otanToyova @ApLOKa,



Ocelec KOTAOTAGELS GTOVES NATKIOUEVOUS
OLOPNTUCOVS - 1010ITEPOTNTEC

* YynAdtepn Ovntotnta
e MeyaAdtepm O10PKELD VOCTIAELOG

e [To mepimAoK AVTILETOMTIGT AOY® TPOPANUATOV
0T TO KOPOLUYYELNKO GUGTNULA 1)/KO LELMUEVT
VEQPIKT] AELTOVPYIO



H vroyAvkoiuio 6Toug NAIKIOUEVOVS
010N TUCOVG

 H emmAokn autr EKONAOVETOL GLYVA UE
ATUTTEC EIKOVEC



KAwikec elkovec mov ppeitor n Y 6Toug
NAMKIOUEVOLC

AyyeloKO EYKEPUAIKO €MEIGOO10 (OvGapOpia,
NUITAPEGT], LEIMUEVO EMITEOO GLVEIONGNC)
2VYYVTIKT] KOTAGTOOT — OL0TOPOYN
TPOGOVOTOAMGLLOD

2TOC o1 (E1KOVOL ETANTTIKNG KPIoTG)



Ewcovec e tig omoieg exkonAmveral o XA ota
atoua pHeyaAnc nawioc (1)

1. Tvyoio avaxkdioyn

2. KAocowd countopoto Aoym
VTTEPOGUMTIKOTNTOC —TOAVOWiaL,
ToAvovpia , ammAelo PApovg

3. Metaforkéc owatapayéc — AKO, YYK
4. KoatdOiwym, amabeia, chyyvon



Ewovec pe Tig omoleg ekonAmveratl o XA ota
ATOUO LEYAANC NAKiaC (2)

«I'yprazpixao cvovopoua»

[IT®omn 670 000G /KOl LEIWUEVT] KIVITIKOTNTO!
AOY® LUVIKNC OVVOLLOC, OL0TOPOYDV OPOCTG
Axpareln

Avcecnynm anmAieio fapovg

Atatopayeg VNG



Ewovec ue Tic omoleg exonAmvetor 0 XA otol
aTopo LEYaANG nAtkiog (3)

Bpaoeio aroxotdotoon uetd omwo noonoeig
N/KOL ODCNUEVY eDAIOONOIO YIoL ELPAVIOH TOVS
Bpaocia amokatdotoon peta amo AEE

Y motpomidlovceC AOUMEELS

AVGKOAN ETOVAMGT) EAKOV



AoNTIKO TOOL — TAPAYOVTES KIVOUVOV GTOVG
NAMKIOUEVOLC

[Ieprpepikn) vevpomdOeila

NevpondOeio tov ANX

[Ieprpepikn) ayyeromadeio

Metopévn Kivntikotnto Tov opfpncemy
[Tapapuopemoels, KAAOL, VTEPKEPATMOT] KAT.
[oTtopiko TPOPANUATOV TOO10V, AAKOOAIGLOV
Mewouevn opaocn



2 TUTIKT] OVGAEITOVPYIO — ETLONUIOAOYIKO
CTOVYELN

e [T10 oYV GTOVE NAKIOUEVOVS YEVIKMG

e EpugpaviCetor vopitepa Kot To GUYVA GTOVG
O1aNTIKOVC

(55-95 % otovc draPnTikove > 60 £tn Evavtt
50 % tov un owPnTikwv)



K¥Opteg artiec 6TLTIKNC OLGAEITOVPYLOGC
NAMKIOUEVOV 010N TIKOV

AyyelomdOeia

Avtovoun vevporabeio

OpLOVIKEC OLOTOPOYEC

Yuyoyevelc mapayovteg

Odapuraka (P avacToAElc, GTIPOVOLAKTOVT))
MeyaAn KaTovaA®oN OIVOTVED LOTOG



= ’ 3 . ,
Ot xatevBuvinpleg 0oNyiec TaPEYOLVV TO GTOYO TNG

HbA, ., Tov FBG «at tov PPBG

Yyuéc ADA! AACES3

HbA,* (%) <6.01 <7.0" <6.5 <6.5 <7.0"

FBG, mmol/I <5.62 5.0-7.2 <6.0 <6.0 3.9-7.2
(mg/dl) GULONE (70-130)  (<110) (<110)  (70-130)

PPBG, mmol/l G <10.0**  <7.8%*  <B8.0** <10
(mg/dl) (<140) INGED) (<140) (<145)  (<180)

*doKIyagieg Tou avagépovTal atn DCCT: gualoloyiko eUpog 4—6%, **1-2 wpeg peTayeupaTika. TOI kareuBuvtrpieg odnyieg Tng ADA kai Tng ADA/EASD guvigTouv
emimeda HbA ¢ "kard To duvaTov TTANTIEGTEPT OTO PUTIOAOYIKO (<6%) XWPig oNUAVTIKA utroyAukaipia™!®

ADA=Auepikavikr) AiaBntoAoyikn Etaipeia, AACE=Apepikavikn Etaipeia KAvikig EvdokpivoAoyiag, IDF=AieBvrig Opoatrovdia yia To AiaBntn, EASD=Eupwrtraikr Etaipeia
yia 1n MeA€Tn Tou AlaBnTn.

1. American Diabetes Association. Diabetes Care 2006;29(suppl 1):S4-S42.

2. American Diabetes Association. Diabetes Care 2006;29(suppl 1):S43-8.

3. American Association of Clinical Endocrinologists. Endocr Pract 2002;8(suppl 1):40-82.

4. International Diabetes Federation. Global Guideline for Type 2 Diabetes. Brussels: International Diabetes Federation, 2005.
http://www.idf.org/webdata/docs/IDF%20GGT2D.pdf.

5. Nathan D. et al. Diabetologia 2006;49:1711-21.


Presenter
Presentation Notes
Ο πλέον πρόσφατος στόχος της HbA1c που όρισε η Αμερικανική Διαβητολογική Εταιρεία (ADA) είναι <7%, με σκοπό την επαναφορά της HbA1c κατά το δυνατόν πλησιέστερα στις φυσιολογικές τιμές (<6%) χωρίς σημαντική υπογλυκαιμία.1 
Σύμφωνα με τις κατευθυντήριες οδηγίες της ADA και της Ευρωπαϊκής Εταιρείας για τη Μελέτη του Διαβήτη (EASD), μία τιμή HbA1c ≥7% θα πρέπει να επιβάλλει την έναρξη ή την αναπροσαρμογή τη θεραπείας. Ο στόχος της θεραπείας θα πρέπει να είναι η επίτευξη μιας τιμής HbA1cκατά το δυνατόν πλησιέστερης στο μη διαβητικό εύρος (6%) ή μία κατ' ελάχιστον μείωση της HbA1c έως <7%.2
Ωστόσο, η ADA και οι ADA/EASD αναγνωρίζουν ότι αυτός ο στόχος δεν είναι κατάλληλος ή πρακτικός για ορισμένους ασθενείς και επιβάλλει μία εκτίμηση των ενδεχόμενων κινδύνων και των ενδεχόμενων οφελών ενός εντατικοποιημένου σχήματος για κάθε μεμονωμένο ασθενή.2

Βιβλιογραφία
1. American Diabetes Association. Diabetes Care 2006;29(suppl 1):S4–S42.
2. Nathan DM, et al. Diabetologia 2006;49:1711-1721.


Kivouvoc avamtucne EMTAOK®OV GE GYEOT
ue ta, emineda e HbA1c

Ap@iBAnoTposidonabeia
== \EUKWMATIVOUpIa

—8— KAIVIKI) VEUpONABEIQ

=== MIKPOAEUK WHATIVOUPI

6 4 8 9 10 11 12
HbAlc, %o

2XETIKOG Kiviuvocg
P RN
© 01 O 01 O
| | | |

|

Ul



Eival opmce ot Tpotevopevol BepamevTikol
GTOY Ol KOTOAANAOL Y100 TOVG NAIKIOUEVOLC ;



The action To Control Cardiovascular Risk In
Diabetes Study Group (ACCORD)
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Figure 1. Median Glycated Hemoglobin Levels at Each Study Visit.
I bars denote interguartile ranges.

NEJM 2008, Vol 358, No 14




The action To Control Cardiovascular Risk In
Diabetes Study Group (ACCORD)
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The action To Control Cardiovascular Risk In
Diabetes Study Group (ACCORD)

Table 4. Primary and Secondary Outcomes.®

Hazard Ratio
Outocome Intensive Thaerapy (BW—5128) Standard Therapy (M-=5123) (252 ) P value

no. of patients (25) D& pEr yr o, off pratients (96) 2E per yr
Primary outcome 352 (6.9) 211 3IFL (7.2) 229 0.90 (0.7 &—1.04)

Secondary cutcome
Dreath
Any cause 257 (5.0) ' 1.22 [1.01—1.46)
Cardiowvascular causes 135 (2.6) 1.35 (1.04-1.765)
Monfatal myocardial infarction 186 (3.6) N 076 (0.62—10.92)
Monfatal stroke 67 (1.3) - 1.06 (0.75-1.50)

Fatal or nonfatal congestive heart 152 (3.0} . 118 (0.93-1.49)
failure

Causes of death

Ay 257 (5.0) . 203 (4. . 1.27 (1.01_1.46)

Unexpected or presumed cardio- 86 (1.7) &7 (1
wascular disease

Fatal myocardial infarctiony 19 (0.4) 13 (O
Fatal congestive heart failure 23 (0.4) 16 (O
Fatal procedurey

For cardiovascular disease 10 (0.2) 3 (O

For noncardiovascular disease 1 {=0.1) 3 (O
Fatal arrhythmiatf N ] 10 (0.2)
Fatal strokef 9 (0.2) 11 (0.2}
Other cardiovascular disease§ 8 (0.2) 10 (0.2)
Cancer 65 (1.3} 53 (1.2)

Condition other than cancer or S0 (1.0) 35 (O.7)
cardiovascular diseasef

Undetermined 7 (0.1} 11 (0.2)

* The primary coutcome was the first occurrence of nonfatal myocardial infarction or nonfatal stroke or death from cardiovascular causes. Data
within categories are not mutually exclusive, and patients who were classified as having more than one possible cause of death are listed in
the relevant categories. Hazard ratios are for the intensive-therapy group as compared with the standard-therapy group.

T This condition was a component of the coutcome of fatal cardiovascular disease.

i Additional details are provided in the Supplementary Appendix.

NEJM 2008, Vol 358, No 14




The action To Control Cardiovascular Risk
In Diabetes Study Group (ACCORD)

Table 3. Adverse Events, Clinical Measures, Tobacce Use, and Use of Nonglycemic Medication after Randomization.®

Wariable

Adwverse ewvenis

HyYPoE

Requiring medical assistance

—— T o)

Requiring any assistance
Fatal or nonfatal heart failure — no. [35)

Motor vehicle accident in which patient was driver —
no.ftotal no. (3€)

¥ nonhy poglycemic serious advers

Fluia Treterrthem =TT

mical measures

Weight gant = oy rirmee-basetrre—Tror7Total no. (26)
Alanine aminotransferase =3 times ULMN — no.ftotal no. (26)%
Low-density lipoprotein cholesterol — mg/diY
Blood pressure — mm HgY)
Systolic
Diastolic
Cigarette-smoking status — no. (3]
Current (previous 30 days)
Former
MNewer
Missing data
Use of nonglycemic medication — no.ftotal no. [2&)
Antihypertensive
Angiotensin-comerting—enzyme inhibitor
Aspirin
Beta-blocker
Statin

Intensive Therapy

(M=5128)

538 (10.5)
830 (16.2)
152 (3.0)

9/5033 (0.2)

113 (2.2)
354175053 (FO.1)

1399/5036 (27.8)
5175065 (1.0)
90.8+33.5

126.4+16.7
66 9+10.5

505 (9.8)

2524 (49.2)

2093 (40.9)
& (0.1)

46645127 (21.0)
35125038 (69.7)
37364950 (75.5)
23095/5038 (47.5)
4432/5030 (88.0)

Standard Therapy

(M=5123)

179 (2.5)
261 (5.1)
124(2.4)

1475036 {(0.3)

22 (1.6)
33785054 (66.8)

713/5042 (14.1)
775061 (1.5)
0. 6+34.0

127. 417 2
6Y. 7106

508 (2.9)

2467 (48.2)

2143 (41.8)
5 (0.1)

4714/5123 (92.0)
36215037 (71.9)
37534970 (75.5)
2450/5037 (48.6)
4475/5054 (B7.5)

P valuey

NEJM 2008, Vol 358, No 14




H Ovntotnto 6 oyeon pe to emimeon
¢ HbAlc
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Figure 1: Adjusted hazard ratios for all-cause mortality by HbA, deciles in people given oral combination and insulin-based therapies
Cox proportional hazards models were used, with the HbA,_base case scenario. Vertical error bars show 95% Cls, horizontal bars show HbA, range. Red
circle=reference decile. *Truncated at lower quartile.  Truncated at upper quartile. Metformin plus sulphonylureas (A); and insulin-based regi

Currie CJ et al. Lancet 2010; 375: 481-89
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Figure 3: Hazard ratios for progression to first large-vessel disease event by
HbA , decile, with Cox proportional hazards model

Currie CJ et al. Lancet 2010; 375: 481-89




IHapdyovtec mov mpemel va Aapdvovtol vToyn
Y10l TOV GTOYO YAVKULUIKOU EAEYYOV

Glvcated Haemoglobin Range

Pzt Intensive Lewvel,

Approximately 6.0%5 Factors

Hizhly rm otivated,
adherent, kn owledzeable,
stron g self-care capabil ity

Psych osocial consideration =

Adequate Eescurces or support systems

Lo Rizl ot hypoglycemia
Duraticon of type 2 diabetes
Life expectancy
PAlicrowascul ar disease

Cardicwazcular disease

Coexizting condition =

Least Intensive Lewel,
Approximately 5.0%5

Les=s motivated, nonad-
herent, lezz knowledze,
veeald self-care capability

Inadequate
Hizh
Long
Shoort

Adwanced

Establizshed

PAultiple, severe, or both

Figure 2. Sugpested Goals for Glycamic Treatment in Patients with Type 2

Diabetes.

Faramarz Ismail-Beigi, N Engl J Med 2012; 366:1319-27




Oepameilt, TOL GUKYOPMOOTN O TN TOUTOL UE
Bdon Tic TaBOPLGIOAOYIKES OLOTUPOYES

Increased Hepatic Increased Glucagon
Glucoze Produdion Secrefion
Weight |oss, exercise, biguanides, GLP-1-receptor agonists, DPP-IV Increased Appetite

insulin, thiazolidinediones, inhibitors, arylin mirm etics GLP-1-receptor agonists,
possibly bile acid sequestrants arnylin mimetics

k_ {, r

Increazed Inzulin Decreazed Insulin
Resisfance Secretion

Weight loss, exercise, biguanides, [ Hyperglycemia in Type 2 Diabetes -— Sulforyluress, meglitinides,
thiazelidinedienes, D2 deops- GLP-1-receptor agonists,
mine—teceptor agonists DPP-1Y inhibitors

Increazed Rate of Impaired Incretin Effect

Gastric Emptying Carbohydrate Absorption Decreased Amylin

- GLP-1—teceptor agonists
- i inhibi Secretion TEEERROT SEONISES
GLP-1-receptor agonists, Alpha-gucosldaseInhibitors Amylin mimetics DPP-IY¥ inhibitars, pessibly

arnylin mimetics bile acid sequestrants

Faramarz Ismail-Beigi, N Engl J Med 2012;366:1319-27.




IIpoANuota @oPUOKEVTIKNG AY®YNC
OTIC ULEYAAEC NMKIEC

e [ToAvpapuoxio (GLUUOPP®GCT], TOLOTNTO CMONC)
o AvemOOUNTEC EVEPYELEC PUPUAKWDV
— KOPOIOKY OVETOPKELQ, OOTEOTTOPTIKO
KOTOYUOTO. OTIC UETEUUNVOTIODOLOKES YOVAIKEG,
avcnon Papovs,KapKivog 00POO0Y0D KDOTEWS

— VOAOKTIKY OCEWON |



Effectiveness and safety of metformin in 51 675 patients
with type 2 diabetes and different levels of renal function:
a cohort study from the Swedish National Diabetes Register

was associated with of CVD,
acidosis/serious infection and all-cause mortality
compared with insulin and a reduced risk of all-cause
mortality compared with other OHAs.

The effects were consistent in patients with renal
Impairment (eGFR 45e60 ml/min/1.73 m2), and there were
no increased risk of acidosis/serious infection even in

patients with low renal function (eGFR 30e45 ml/min/1.73
m2).

Ekstrom N et al. BMJ 2012, October 7



20KY0p®ONC otoPnne tomov 2 Ko
Ovntotnta avaroya pe tnv Oepameio

Effects of glucose-lowering treatments in 51 675 patients with type 2 diabetes

All-cause mortality

Meatfarmin anly . : —T 1 Betformin only
Matformin + othar OHA . Metiormin + othar OHA
Matformin + insulin - Oitfver OHA anly
Metformin + insulin + other —+ 1 Metformin -+ insulin -+ ather
OHM N, OHA

Other OHA only e, — i ' Metformin + insulin
Insulin only e —T ' Insulin anlby
Insulin + othar OHA . Insulin + othar OHA

Any acidosis/infection

Surwvival functions

— 1 Metformin anly
Metformin + aothaer OHA
M etformin + insulin + other
OHA

—  Other OHA only

— ! Metformin + insulin

— " Insulin only
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Figure 1 Time (months) to event of all-cause mortality (A), any cardiovascular disease (CVD) (B) and any acidosis/serious
infection (C) in each treatment group, unadjusted. OHA, oral hypoglycaemic agent.

Ekstrom N et al. BMJ 2012, October 7
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2 TOYO1 YAVKOILUIKOU EAEYYOV GE NAUKIOUEVOVC
OO TUCOVG

 H pvOion HobAlc 7,5 - 8,0 % 1 xou
EAOPPOC TOPATAV®D ELVOL TKAVOTTONTIKT)

e O awoTNPOC YAVKOLLUIKOG EAEYYOC GE
ATOLOL LLE ETUTAOKEC OTTO TO KOPOLOYYELOKO

cLGTNUO UTOPEL va tvar emBAAPNC
(nerétn ACCORD)



O 6T0Y0C YAVKULUIKOU EAEYYOV GTOLC
NAKIOUEVOLC O10PNTIKOVC

e ['Avkoln vnoteiog 126-162 mg/dl
 HbAlc 7,5 - 8,5%

European Diabetes Working Party guidelines



H avtipet®dmion tov nAkiouEvov acevn ue
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KO TOV EAEYYOL TNC AY

* Ymapyel OQPEAOG OO TOV UETA
(YAvkoCn — Aot ko tng Al

BoAKO EAEYYO
[ OTOV TO

TPOGOOKIUO EMPImoNC > S £€1n)

* YTAPYOLV TEPLOPIGUEVH, GTOLYELD Y10l TIG

HeyaleC nAKieg

e H perétn UKPDS anéxieice dropa > 65



[IpOPANUO ATOP®V HE GOKYOPMON OloPrTn

Mn katavonon TV 6TOY®V

O1 oonyiec TpEmEL va €lval



H enitevin avotnpov 0Epamentik®v 6TOY WMV
OLTTOLLTEL

[KkovoTnTO EQAPUOYNG TEPTTAOK®V
OepoamevTikV oYNUATOV

20YVO AVTOEAEYYO

2YOAOGTIKOTNTO GTOV TPOTO CoN¢ (olatta,
dokKnon)
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[Tapovcio aAA®V TpoPANUATOV VYElog (TT.Y.
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AVTILETOTIGT NAMKIOUEVOL O10PNTIKOV —
TePLoTATIKO |

e Avopog nxkioc 75 etov
e XA 2 amo 20etiog
e B.Z. 85 kg
Metagpopd ota TEII og kopotmon

KOTAOTOOT

AVTIUETOTION ;



AVTILETOTIGT NAMKIOUEVOL O10NTIKOV —
TEPLoTATIKO |

T Qo kdvete apyikad
1. KAtvikn eC€taom
2. ECO0PAAION COTIKOV AELTOVPYIOV
3. HKT
4. Awnoinyia yio Pactko EAeyyo +
AEPIOL OLULOTOC

5. 'EAeyyoc coxydpov pe LeTpnIn



AVTILETOTIGT NMKIOUEVOL 010N TIKOV —
TeEPLoTATIKO |

Zotika onueta (o@., All, avamvo&c,

KAIVIKT] €EETAON

e Evpnuorta : pAePoxouPikn
toyvkapota (120/Aerto) , AIT 160/90
mm Hg, 20 avamrvoéc/Aento, K0010pog,
vevpoloyikn eE€toon — Babinski
Wtlola)



AVTILETOTIGT NAMKIOUEVOV 010N TIKOV —
TEPLoTOTIKO |
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