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N\ Oepancia ZA TUROU 1
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B QEPATTEIA IA TYTIOY 1: ENTATIKOTIOIHMENO IXHMA |
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O pnxaviopoi Ue Toug omoioug N Pacikn IvoouAivn

HEIWVEI Ta ewmiwmeda TNG yYAukolnc vnoTeidg oTo dijda

Baoikn ivoouAivn

(vAukoln vnoteiacg) —
rapaywyig Mziwon Tng
yAvke{ng .

(1) ZwnZn E, Anuntpiadne . Eviowec aywyic oto IATZ ("Iakxapwdnge HMapnme: n Biaxeipion omv TlpwropaBuia Epovrida Yyeiag”,
ouvtoviomic tkdoang TTamnac I, Towec B, oeh. 725-734, 2016), {2:} Keuvroupn K, Anuntpiadne M KAvikn pappaxoloyia y supatikwy ivaoul vy
kar wiyparuy (‘@epivo Ixoheio: BipAio Eionynoswy’, EAAnvikn Etaiptia ABnpoorinpwone, oeh. 130-137, 2017), (3) Anuntpriadne I, Zwitdn E.
@epancia Tov IATZ pacopewn omv naBoguaiohoyia ("ITpamyikes oto IA 20187, Erdoong "Iehida’, A8nva, Zuvtovieme tkdoong Muydaing H,

oeh. 161-197, 2018)
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XPONOX APAXHX (Qpec)

‘Evapén Kopupn ZuvoAikn didpkeia
Evdiapeonc dpaoncg

NPH 1-2 3-6 10-12

Bpadceiac dpaonc
Glargine (Lantus®)
Detemir (Levemir®)
Glargine (Abasaglar)

Degludec (Tresiba)
Glargine U300 (Tujeo)
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Jonassen et al. Diabetologia 2010:53 (Suppl 1): 5388 (Poster 972)
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AKxopa wio oTaBepo Kai wapaTteTapevo PappakokivnTiko/Pappakoduvapiko

npowiA (>24 wpeg) pe &largine- 300 évavti Tng Elargine-100

; = waon . Becker RHA et al
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Lamhn-Tupkn, Siaoraupolpevn peAeTn suyAukaipikou clamp pe Gla-300 évavn Gla-100 oe 30 aoBeveig pe ZA1
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O pynxaviopol JE TOUC owoioucg N Taxeiag dpaong IvaoulAivn

HEIWVEI Ta ewiweda TNE YAukolnc oTo dipa PETA TO YEUHA

IvoouAivn Taxeiag Ep::mng - + +
(veTayeupaTikn yAukoln) rapaywyig ke
aifnon e Al’lgllﬂl ™¢ Meiwen e
npooAnync mpoaAnyng MmwoAvene
vAvkeIng vAvko{ng

(1) Inrln E, Anunrpiadne . Eveowec aywyec otov gakxapwdn Saphnm timov 2 ("Zakxapwdne Miapnme: n Haxtipion omyv TTpwropabuia
Fpovrida Yyeiac”, ouvrovieme txdoome TTammac I, Topoc B, oA, 725-734, 2016), (2) Kowvroupn K, Anuntpiadne M Khivikn gapuakohoyia
yevpaTikwy vooukivwy ke piypatwy (@epive Ixohtio: Biphio Eimynoswy’, EMnvikn Etaiptia ABnpooxAnpwonc, oeh. 130-137, 2017), (3)
Anpntpiadng T, Zwitin E. O@:pan:ia Tou ocakxapwdn Sapam paociopiwn omv naBoguaoohoyia ("ITpamyikeic oTo gakxapwdn dwapam 20187,

Exdooric "Lehida’, Afnva, Iuvroviene ikdoongc Muydaine H, oA, 161-197, 2018)
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XPONOX APAYHX (Qpec)
‘Evapén Kopupnn  ZuvoAikn didpkeia

Taxeiac dpaonc

AvOpwmrivn IvoouAivn 0.5 1-2
®* Actrapid

®* Humulin Regular
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INZOYAINEX TAXEIAXZ APAXHE - SAPMAKOKINHTIKH |

XPONOXL APAYIHX (f2peq)

‘Evapén
Taxeiac dpaonc
Avaloya ivoouAivne
® Lispro (Humalog®)
® Aspart (Novorapid®) <0.5
* Glulisine (Apidra®)

Free insulin {pmolA)
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Kopupn  ZuvoAikn diapkela

40°-60°

Emineda ivoouAivie mAaoparo¢ PeTa
xopnynon 10 povadwv avaAoyov ivoouAivie
Taxeiac dpaone oc aoBeveic ye ZAT1

Hedman ¢t al, Diabetes Caore 24: 1121-22, 2001
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TTAEONEKTHMATA ANAAOIQON INLIOYAINHEI TAXEIAL APAYIHXE

XopnyouvTal aTnV dpxn TOU YEUHATOC

MigouvTal To YuaIoAOYIKO TPOWIA TNG IVOOUAIVNG

Emituyxavouv axedov puaioAoyikn YAUKdIPIKN puBHIgN UETA TO YeEUpd
Meiwvouv Tov Kivduvo uroyAukaipiac ota diaoTnpata petaly Twv yevpatwy

Kouvtoupn K, Anunteiadng M KAWIKR (papUakoAoyid YEUPATIKWY IVGOUAIVWY KAl PIYPATWY
("@epd Lyoheio: BiPAio Eionynoeswv”, EAAnvikA ETaipeia ABnpoorhnpwang, osh. 130-137, 2017)
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TEYMATIKEL INLZOYAINEL YTTEP-TAXEIAL ATTOPPORHIHE KAI APAYHXL

O T

®* Tomkn at€non TnC ponc Tou aiparoc

® Eidikéc mikpo-PeAdvec o1 omoiec xopnyoUv Thv IVOouAivn OTo X0pio
® Eionvedpevn 1voouhivn

¢ Aiadepuiki XopAynon ivaouhivng umd micon (jet injectors)
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TTpooBnkn exkdoxwv orTo didAupa WoTe va mapepmodileTal
0 oxnpariopoc efapepwv

® Faster-acting insulin aspart (Fast Aspart)

TTpoo®nkn uvaloupoviddong oro didGAvpa WOTE va dIEVKOAUVETAl N

didxuon amd Tov uUmodopIo 10TO OTNV KuKAowopia

Heinemann L et al, J Diabetes Sci Technol 6: 728-42, 2012
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QEPATIEIA ZA TYTIQY 1: ENTATIKOTTOIHMENO ZXHMA

AvaAoyo Avaioyo

IVOOUAIVING IVOOUAIVING 0.10 U/Kg ‘
Taxeiac dpaonc Taxeiac dpaong —

IVOOUAIVIC
Taxeiac dpaonc

| | |

TIPQINO MEZHMEPIANO BPAAYNO YITNOL

AvaAoyo paoikng ivaouAivng (Glargine U300, Degludec)

0.40 U/Kg
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TTAPATONTEZ TTOY KAOOPIZOYN
THN TAXYTHTA ATTOPPO2HZHZ THZ INZOYAINHZ

2 nueio xopnynong:
» Avatopikn mepioxn (Koihia > Bpaxiovac > Mnpoc > Mhoutog)
» 0doc¢ (Evdouvikn > Ymodopia)
» Aimo-umepTpowia

® AAAOI mapayovTec:

» Oepuokpaoia

» Aagknoan

» Ayyeioouanaon

Eikova
Mmo-UnepTpogiac
oc aoBevn pe ZAT1

KouvtoUpn K, Anuntpiadng M KAvIKR (pappakoAoyia YEUHATIKWY IVFOUAMVWY KAl HIYPATWY
("@epivo Zyoheio: BiPAio Eionynoewv”’, EMnvikA ETaipeia ABnpoorkinpwang, osh. 130-137, 2017)
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TTPOTAZEIXZ TA THN ATTO2YIH YTTOTAYKAIMION XTO X ATl

Acoknon - Aiaita (diatnpnon KaAou cwyatikou Papouc)
TakTikeg peTpnoeic YAukolng aipgarocg (TovAaxiotov 4-6/npépa)

OepaneuTikoi oToxol: HbA;. ka1 emineda yAukolng aiparog
eCaropikevovTal

KaAn ekmraideuon
Evdiapeoo yelpa mpo Tou Umvou

ADA/EASD Consensus Report, Diabetes Care 2018
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OEPATTEIA ZAKXAPSQ2AH ATABHTH

N\ TTaBoyuaoioAoyia ZA TOmou 2
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TTa@oyeveTikoi pnxaviopoi otnv e€EAIEn Tou ZAT2

MeTaysvpan ki
yAvko{n

Mvke(n
vneToiag

Khvika
ii3nAog TA2

AvVTIOTAON aThV IVoovAivn
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amnv Ivaouhivi
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(1) Anpntpiadng I, TTetpomouhov K. “ASiohoywvrac To mapov mpodiaypapouys To peAhov om Bepancia Tou IATZ", ("@tpara Metaporiowou 2018,
Zuvrovione Exdoomc MeAidwwne A, owh. 65-86, 2018), (2) Anuntpiadng I, Zintln E. Orpancia Tov IA2 pacioyiwm omv naBoguaioloyia
(‘Zvpamyikéc aro ZA 20187, Exdoonic "Iehida’, Afnva, Iuvroviorne exdoomc Muydaine H, oed. 161-197, 2018)
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Arterial plasma
glucose (mM)

Ztov ZAT2 n avénon Tn¢ : :
EKKPIONC IVOOUAIVNC OTnV dpxn 120 180
TOU yeupartoc kaBuoTtepei pe
amoTEAEOUA TN PETAYEUUATIKA
urtepyAUKaiia

Time (min)

Arterial plasma
insulin (mU/L)

Dimitriadis &. et al,
Eur J Clin Invest 34: 490-497 2004

Aaunadiapn B, Adaktopikn Swarpipn, Iatpikn IxoAn
EKTTA 2005

180
Time (min)
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TTpoodeuTikn peiwon TnE AciToupyikng palac Twv P-KutTapwv
ornv e€eAIEn Tou ZAT2

UKPDS 16. Diabetes 44: 1249-58, 1995
Kahn 5. J C€lin Endocrinel Metab 86: 4047-4058, 2001
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Aduvapia Aduvapia

KaTaoToANG EVOWPATWonNG
TAPAYWYNS vAukoInc/AMmdiwy
yAukolnc YEUHATOC

Meiwpevn
Katavaiwon

. YAukolng
AneAeuBepwon
FFA-TAukepoAng
+

MeTayeupartikn urepyYAUKalHia Kai Meiwpevn
umepAimidaipia EvowpaTwon

Armidiwy

YEUHATOG
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N Oc¢pameia ZA TUMOU 2
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ANTIAIABHTIKA AIZKIA XTH OEPATIEIA TOY XA TYTIOY 2

ENAOIMENHZ
TTAPACQH
FAYKOZHL

" MeTgpoppivn

Raptis 5, Dimitriadis G. Exp. Clin. Endocrinol. Diab. (Suppl. 2), 259-64, 2001
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( Gluconeogenesis
<+— MITF

Glycogenolysis

Glucose
(liver)

Glucose uptake
(muscle)

= - Glucose
Mnxaviopoi dpaonc o T

Tnc MSTlPODI-liWIC = % Starch
Glucophage Q0

Glucose absorption
(gut)
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ANTIAIABHTIKA AIZKIA XTH OEPATIEIA TOY XA TYTIOY 2

ENAOIMENHZ T[EPI@EPII(H

TTAPACQH
FAYKOZ HY I'AYI(OZ HX

" MeTpoppivn " FAiTaloveg

Raptis S, Dimitriadis 6. Exp. Clin. Endocrinol. Diab. (Suppl. 2), 259-64, 2001
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Mnxaviopoi 6paonc Twv MAiItalovwy

Meiwon Tne evdoyevouc
napaywyng YAukalng

Augnon e
HETAWOPAS Kdal
KaTavaAwaong
yAukoZng

"Meiwon Tne miconc
yid éKKkpion
IVGOUAIVNG

®A0Enon Tov mogou Tng
IVOOUAIVINC TTOU
MEPIEXETAI OTO

TMAYKPEAC
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ANTIAIABHTIKA AIXKIA XTH OEPATTEIA TOY XA TYTIOY 2

ENAOFENHEZ | TTEPIZEPIKH
TTAPACQrH KATANAAQIH
FAYKOZHZ FAYKOZHX

" MeTypoppivn " FAitalovec

PYOMIZH

EKKPIXH
INZOYAINHL

" ¥ ouAPOVUAOUPIEC
= [Avideg

Raptis S, Dimitriadis &. Exp. Clin. Endocrinol. Diab. (Suppl. 2), 259-64, 2001
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Z ouMpowAoupiec - MAivideg

" FAuPpevkAapidn - Daonil

" FAukAaZidn - Diamicron & AUEnon Tn¢ EKKpiong 1voouAivng
= Aipemipidn - Solosa

= NareyAivion - Starlix o Taxirarn avfnon Tng Exkpiang
: ivaovAivne (amokaraoraon Tne
ofeiac paonc arnv apxn Tou
yEOHaToC)

!

Apaon avelapTnTn and Ta emineda

" PemmayAividn - Novonorm

Tng yAukeZne oto aipa

Y pivgouh ivaiyia |
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ANTIATIABHTIKA AIZKIA XTH OEPATIEIA TOY XA TYTIOY 2

ENAOIENHX TTEPIZEPIKH

TTAPAI2rH KATANAASY H
FAYKOZHL FAYKOZHL

" MeTpoppivn

ENTEPIKH | EKKPIXZH
ATTOPPO2HXH INZOYAINHL

AvaoToAeig " ¥ ouApovuAoupiEG
a-Aukooidaocwv " [AIvideg

Raptis 5, Dimitriadis G. Exp. Clin. Endocrinol. Diab. (Suppl. 2), 259-64, 2001
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Mnxaviopog dpaong Tng Axkappolng

1. Intestine: glucose absorption
Acarbose delays glucose absorption

secondary to slowed digestion of — . _

carbchydrates 2. Muscle and adipose tissu

Insulin resistance

~ Blood glucose

-l - V

Insulin
resistance

Amatruda. In: Diabetes Mellitus. 1996
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H éxkpion Tou GLP-1 unoAcimeTal oo ZAT2 Kai odnyei oe pEIWPEVN EKKPION IVOOUAIVNG

Normal glucose tolerance

Type 2 diabetes
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Mauck M et al Diabetologia 1986, 29: 46-52
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(e OpIoUOg TWV IVKPETIVWY

® Evdokpivikoi mapayovrec (YaoTPEVTEPIKEC 0pPOVEC) moU
ancAcuBepwvovral amd To EVTEPO HE TN ANYN TPOWYNC KAl
1aiTepa vdaTtavBpakwy

® Aieyeipouv TRV £KKPION IVOOUAIVIC KAl KATAGTEAAOUV ThY
EKKpIon YAUKayovng mdapoudia auinpevwy emimedwv yAukolng
oTO dipa

® 01 dpaceic autéc efapTwvral and Tn yAukodn
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GLP-1: vkpeTivn Pe uwodoxeic 0c wOAAOUC 10TOUC Kal wOAAAwAEC
apeoec dpaceic oTnv avlpwwivn YuoioAoyia

FAvkoZoefapTuwpevn
EKKPION IVGOUAIVIC

b1

B 1 ZuvBean vaovAiving

a l FhukoZocfapTuwpevn
EKKPION YAUKayovne

Ta L- kutTapa ekkpivouy GLP-1
—> Amodopcitan amo Tnv DPP-4
Baggio & Drucker Gastroenterology 2007, 132: 2131-57
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ANAZTOAH TOY ENZYMOY DPP4 OAHIEI XE AY=HIH TOY ENAOMENOYX 6LP-1

Emm—_—
= .
r S = b

S R | 1
I . B oy
I'.. i u I..
1 e A i
- = &
e - el
= =

Evrepikn

EKKpION
GLP-1

6LP-1 1. = 1 - 2 min

Evepyo
GLP-1
GLP-1
) L _ unevapvo-nmnuevn._
Deacon CF et of Diabetes 1995; 44:1126-1131 (}80%)

Rothenberg P et al Diabetes 2000; 49(suppl 1): A39.
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Anuntpradne T, Zirn E. Ospancia tou ZAT2

pamoutwnm omv naBoguaiohoyia
* . (‘Zvpamyikic oo ZA 2018", Erdoonic "IeAida’,
m OpEan A8Bnva, Zuvroviorne Exdoonec Muydaine H,
4 Navria

\ ogeh. 161-197, 2018)

T ¥+ KivnTikoTnTa gropdxov —..-_':E. L Evdoyevéic GLP-1 )
r—_ /'
* .
TTayrptac Ivaouhivn

¥ MAukayovn
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WETTTT | O
4 NavTia

¥ KiviTikoTnTa atopaxou
¥ FaoTpikn Kévwan

Anuntpradne T, Zirn E. Ospancia tou ZAT2
pamoutwnm omv naBoguaiohoyia
(‘Zvpamyikic oo ZA 2018", Erdoonic "IeAida’,

A8Bnva, Zuvroviorne Exdoonec Muydaine H,
\ oth. 161-197, 2013)
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/ -

; Tvooutiin

b iddd ¥ [Aukaydvn
_Evisanoc TN
4 NavTia

¥ Taoteiki Kévwon

4 PuBpog cvrepirng amoppogpnong yAvkelng

\

TTaykpeac Miken av§non vaovAivng

¥ Aukayovn

Bpaxeiac dpaonc 1
GLP-1RAs

Eyképaroc 4 Optgf‘
P — 4 NavuTtia
- Karapynon Spaong Asyw ouvexoeis ke pakpexpeviag
ZTopaxoc Siiyepone Tov vmodoyia (tayvguhafia)
, 4 Ai
T RGEE | IvaouAivn

¥ MAukayoévn

Makpag dpdong ‘]
GLP- 1RAs
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AvaoroAeic DPP4 (POs)

® TirayhnTivn - Januvia 7 \
5 ) TTAPENEPTEIEZ (nmoTepec amd Ta svigipa)
Bivrayhimrivn - Galvus ® Navria |
> ) ® Epetoc NA MH XOPHIOYNTAI
Euﬁuvhmnvn = 0"9'?20 ® Midppora av umapy el 10TopIKe
e ind
® Al\fﬂ\fﬁ'ﬂTivﬂ = Tl"ﬂjentﬂ k. ﬂUUﬂEWIﬂ - ot i i y
® AhoyAMimTivn - Vipidia

B OXI YTTOFAYKAIMIEZ
AOTIKH

¥ AvEnon Tne ékkpione vaouAivne (efapTwpevn and Ta emimeda yAukoIne) FYIIOAOITAL
» KataoToAn Tne ékkpiong yAukayovne (efapTupevn amd Ta emineda yAukoIng

» Avfnon Tne evaigBnoiac aTnv IvoouvAivi
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AyuwvioTéc GLP-1RAs (eviopa)

Bpaxeiac dpdonc (yevpatika)
® E€evaridn - Byetta (2 gopéc/npépa)
" ETTIBPAAYNIH FAZTPIKHE KENQIHE ' Ai€ioevaridn - Lyxumia (1 gopd/nyépa)

" OXI YTTOFAYKAIMIEE , .
" MEIQIH BAPOYE Makpag dpaong

® Apayhoutidn - Victoza (1 @opd/nuépa)
(TTAPENEPTEIES ) ® E€evaridn LAR - Bydureon (1 gopd/cpdopdda)
o Navria (0 wn xorwroyntaz | | ® NrouhayAoutidn - Trulicity (1 popa/epdopada)
4 'EI{ET'J'Q oV UAPXEl 10TOPIKS J
Liapporia | raykpeaTimdag
\* Avoncyia

AOTIKH

» AvEnon Tnc ékkpione woovAivne (efapTupevn and Ta emineda yAvkoIne) TYIIOAOITAL
¥ KartaotoAn Tn¢ ékkpiong yAukayovne (sfapTupevn améd Ta emineda yAukoIng

¥ TTpoayouv Tov moAAaTAdoIaopd Tuwv P- KUTTAPUN Kl PEIULNOUY THV dmomTwon

¥ Avfnon Tne svaioBnaiac oTnv vaouAivn
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O ouvduaopog avacTtoAewv DPP4 + peTypoppivn 0TOXEUE!I 0TOUG Pacikoug
punxaviopoug waBoyevelag Tou LAT2

Sitagliptinimproves
beta-cell function and
increases insulin
synthesis and release

Metformin has insulin-
sensitizing properties.
Beta-Cell Insulin
Dysfunction Resistance

-
5 -

- \ -
L 3
Metformin decreasesHGODb
Sitagliptin reduces HGO through : targeting the liver to decrea:e
suppression of glucagon from Hoapntlc 3'”":9“ gluconeogenesis and
verproduction :
alphacells. ?HGO) glycogenolysis.
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®* Y iTayAimTivn + MeTpoppivn
(Janumet)

®* BivrayAimTivn + MeTpoppivn
(Eucreas)

®* AivayAimTivn + MeTypoppivn
(Jentadueto)

®* AAhoyAimTivn + MeTypoppivn
(Vipdomet)

Zuvduaopoc avaoToAtwv DPP4 ka1 MeTyoppivng

Meiwaon Tng evdoyevoucg
napaywyng yAukolng

Aufnon Tng katavalwaong
yAukoZng

Mukolo-efapTwyevn

au€non Tng exkkpionc
IVGOUAIVNG
+

Mukolo-efapTwyevn
avaoToAn TNG EKKPIONG
yAUKayovng
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INZOYAINH - MIMHTIKA INKPETINHL - ANAXLTOAEIYL S6LT2

" MignTiKa IVKPETIVNG
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G ALTOXIA ANTIAIABHTIKSN AIZKINN

BPAAYNO YTINOL

HbA,;.>7.0%
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H oupPoAn Tng umepyAUKaipiag vnoTeEIAg 0TO OUVOAIKO YAUKAIUIKO EAEYXO

aufavel 000 AUTOC XEIPOTEPEUVEI

W 290 aoBeveic pe ZAT2 gt diaita n diokia
¥ Fuoohoyikn yAukoIn mAdoparto¢ vnoteiag BswpnBnke n mipn 110 mg/dl

Zuvohirog
1001 """ " """ Sl " " " g e v o cennp | yAvkaipikoe
~ EAEy X 0L
£
o s | —
Q
=
2
2 50
g
a.g . '
£ - YwepyAukaipia vnoTeiag
W
>
) H B

<7.3 7.3-8.4 85-9.2 9.3-10.2 >10.2
Monnier L et al. HbAlc (%)

Diabetes Care 26: BB1—BB5, 2003
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AY=HXEIX AYKOZHL TTAAZMATOL KATA TH AIAPKEIA TOY 24-QPOY ITO Ar2

AvTidiapnmika digkia + A—4 Mn diapnTikoi

500 ; :

%‘* Ppaoikn wvaouAivn TA Tumou 2
*'-E‘ —2 Zﬂ Tﬁ'ltnu 2
E 400
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S 300
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-i:__, AvTidiaPpnTika digkia
i 200 + Ppaoikn voouAivn
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~0O
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L

0800 1000 1200 1400 1600 1800 2000 2200 0000 0200 0400 0600 0800
Qpa Tng nuepag

Reaven G. Diabetes 1988; 37: 1020-1024
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ZTparnyikn avrigeTwriong Tou ZAT2 pe TRV mpooOnkn 1voouAivng

Aiokia + Baoikn ivoouAivn gvaptn
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D
3

BPAAYNO YTINOL
20:00) 24:00
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OweAn amo Tn xopnynon Pacikng ivaouAivng 1o Ppadu:

N\ TTpakTika (amAd oxnpa, eAdxIoTn ekmaideuon, cUKoAn amodoxn amo
Touc aoBeveic

N MeTaPoAika (peiwon evBoyevoUc mapaywyng YAUKOTNG === pciwagn
urepYAVKaIgiag vnoTeiag)

N\ TTpolm0Beon n un wAnpnc eavrinon Twv Pp-kKuTTdpwv
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TITAowoinon Tnc PACIKNG IVOOUAIVNC

ADA/EASD aAyopiBuog

=ekivinote pe 10 povadec/npépa
Hakpa¢ dpaonc Pacikn 1vaovAivn
(n 0.2 povadec/Kg papouc)

MeTpate kaBnpepiva tn yAukoln vnoreiac
ka1 aufavere Tn doon kata 2 povadec kaBe 3 pépec,
HEXPI TnV emiTevEn Twv TIHWY OTOXWY

NMathan DM et al. Diabetes Care 29:1963-1972, 2006
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ATTOTYXIA ZYNAYAZIMOY BAIIKHZ INZOYAINHZ
KAI ANTIAIABHTIKON AIZKINN

14:00 20:00/ 24:00

Tiyeg yAukoIng vnoTeiag puoIoAOYIKEG
ﬂhh& HbAh:}?t]%
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ZTparnyikn avrigeTwriong Tou ZAT2 pe Tnv wpooOnkn 1voouAivng

Aiokia + Baoikn ivoouAivn ‘Evapin

Evratikowoinon (Papa 1)

"basal -plus”
[+ 1 éveon yzupankic oTe xipio yeipa]
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2 xnua Basal-plus: Baoikn ivoouAivn To Ppadu kai pia Eveon avaAoyou

Taxeiag dpaonc mpIv TO KUPIO YEUPA TNE NUEPAC

BPAAYNO

Glulisine
Lispro
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Aocoloyia kata Tnv evapfn Bepaweiag pe mpooONKn avaAoyou Taxeiag

dpaong oTo PEYaAUTEpo yeupa Tng nuepag (Basal-plus)

" TTaipvoupe 1o 10% Tne doanc TnS PAdIKAS IVFOUAIVNG KAl TO PHETATPETOUNE
ge avaAoyo Taxeidc dpaong

" Mewwvoupe Tn 800n Tne PAdiKNE IvaouAivng Kata To 1810 mogoaTo

" TimAomoiovpe: <160 mg/dl 2 wpeg petayevparika, n <130 mg/dl
TPIV TO EMOUEVO YEUHPA N PO TOU UTVOU

" JYuvexifoupe Ta ekkpITAywyda HEXP! TRV TANPN EVTATIKOTOINGN

" ApxiCoupe pe 4 povadeg ka1 iTAomoiovye A pe 0.1 povadeg ava Kg papouc
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AmoTuxia oxnuatog basal plus peoa oe 1 €rog & avaykn petarafng

oec basal bolus oe >70% Twv acBevwy

.. even in the well controlled setting of a treat-to
year, >70% of the patients who were initiated on bas
basal-bolus regimen.

Therefore, switching from basal insulin to basal plus instead of basal
bolus may ease the change for the patient, but both the clinician and the
patient should be aware of the possibility that the treatment will need to be
further intensified within a short time to basal plus regimen in order to
achieve glycemic goals. When deciding whether to put a patient on a basal
plus regimen, the clinician should ensure that the patient is able to manage
his/her diabetes with all the complexity of basal-bolus treatment: multiple
daily injections and multiple daily glucose monitoring.

:'

DIABETES CARE, VOLUME 36, SUPPLEMENT 2, AUGUST 2013, 5215
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Y Tpatnyikn avTigeTwmiong Tou XAT2 pe Tnv mpooBnkn IvoouAivng

Aioxia + Baoikii 1voouAivn ‘Evapén

Evratikomoinon (Pnpa 2)

“basal -plus”
[+ 1 éveon yevpankig oTe xipio yeupa]

“basal-bolus”
[+ 1 &veon YeLUATIKAC O& KABE YeL Q]
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2 xnpa Basal-bolus: Baoikn ivoouAivn To Ppadu kai pia eveon avaAoyou
Taxeiag dpaonc mpiv KABe KUpio yeupa

j
BPAAYNO YTINOXL

|

Aspart )
- Baokn

Glulisine :
Lispro \ IvoouAivn }

Aspart
Glulisine Glulisine
Lispro Lispro
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2 T1adiakn EVTATIKOmoIiNoN HE YEUPATIKA IVOoUAivn oTo X AT2

NMpoobnkn 11 yeulaTIKNG

NMpooBnkn 4U yeEUpaTIKAG
IVOOUAIVIC OTO
HEYaAUTEPO YEUUQ

AUTOMETPNON KalI
TITAOTTOIiNON

NMpooBnkn 2" YEUUATIKNC

Eav HbA1c >7% kal n
vAukoln TTpiv TO ETTOMEVO
VEULO EiVal OTO OTOXO

: 3

NMpoobnkn 4U yeulaTiKng
IVOOUAIVING 0TO 2° JEYOAUTEPO
VEUUO

.

AuTtouETpnon Kal TITAoTToinon

NMpooBnkn 3" YEUMOATIKIAC

TTPIV TO ETTOUEVO YVEUMO Eival
OTO OTOYXO

i B

NMpoobnkn 4U yeupankng
IvoouAivng oT1o 3° yeupa

i |

AuTtoueTpnon Kal TiITAoTToinoN

Ptutzner et al. 2009
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Y10 LA, n at€non Tn¢ Ivoouhivng oto mepiPaAdov Twv wodiwv eivai

AVETMAPKNC YIAG TNV KATAOTOAN TNC EKKPIONC YAUKAyovnc amd Td d-KUTTdpa

CHO meal
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TTepipepIKA =2 | yeup
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Iarpikn ZxoAn EKTTA
ki KOM Dunning B, Gerich J Endocrine Reviews 23: 253-283, 2007




210 A, n e€wyeviic xoprnynon ivoouAivng puBpilel anOTEAEOPATIKG TN PETAYEUPATIKA

untepyAUKaipia povo HE Th oUyxpovn PAapHAKEUTIKA KATAOTOAR TNC EKKPIONC YAUKAyowng

A
Plasma hormone level Plasma hormone level Plasma hormone level
Insulin Glucagon Insulin Glucagon Insulin Glucagon
o cells

60 ul/mi 20 pUiml =150 pg/mi ~50 pg/ml
TTepigpepisn
KukAogopia
| i
| A [ |
» " 20 pU/ml > \ 20 pUiml J . 20 pUiml

Muécle and adipose

Exogenous Glucagon Exogenous
insulin suppressor insulin

Unger R and Orci L, PNAS (USA) 107: 16007-12, 2010 “
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TA TIPOBAHMATA ATTO TH XOPHI'HIH BALXIKHE INIOYAINHI XTO ZArv2

AYNONTAI ME AIEYKOAYNIH THI APAXIHL

BPAXEIALZ APAIHI (TEYMATIKA) m

® Efcvaridn - Byetta® (2 gopic/nuipa)

BALIKEL INIOYAINEX

ATAPKEIA APAIHI

® Aifioevaridn - Lyxumia® (1 gopa/nuépa) f_ﬂng}

Glargine (Lantus)
MAKPAZ APAZHZ Glargine (Abasaglar)
® AipayAoutidn - Vietoza® (1 gpopa/npépa) Detemir (Levemir)
® Efevaridn LAR - Bydurcon® (1 popa/cPopada) Degludec (Tresiba)

Glargine U300 (Tujeo)

® NrovAayAoutidn - Trulicity® (1 gopa/cPBopada)

Anuntpiadng T, Zwngn E.
Otpanctia Tov IAT2 pamopswn omv naBoguaichoyia
("IZrpamyic aro IA 20187, Exdooric "Iehida’,

ABnva, I e Exd Muydaine H,
qov Wovddwy, T e T
¢® o

@ &
Baoikn ] ‘f

IvaouAivn .
MEINZEH PuBpion
o YTTEPINZOYAINAIMIAZ unepyAUKaipiac
| GLP-1RAs |
N Meiwon Twy umvﬁumm:w
Tov Papouc owudaroc kar Twy
diakvpavoswy Tne yAvkong
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Baoikn 1voouAivn Aywviotéc 6LP-1RAs

u
u
.
.
%

FAvkodn vnoTeiac + PETAYEVHATIKA

£ LEEE

Angntpialne T, ZitZn E. Otpanszia tov ZAT2 pamopsvwn omy na@oquaoocioyia
("IZrpamyikec oro LA 20187, Exdooric "Lehida’, Alnva, Ivvrovieng Exdoome Muydaing H, osh. 161-197, 2018)
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Degludec + AipayAouTidn
/ ~ (Xultophy)

ETOIMOI LYNAYAIMOI
BALIKHL INLOYAINHZ KAIL

AFQONIZTCON 6LP-1RAs

\ Glargine + Aiioevarion |
(LixiLan) ‘
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2uvduaopoc degludec/MpayAouTtidng
ot aoBeveic pe TAT2 Kal avemapki

pUBpon pe ocuvduaouo diokiwv Kai
6LP1 (DUAL 3)

Linjawi & et al, Diabetes Ther 2016

r. Anpnrpraing BTTTIK
Iarpig Z oA EKTTA
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Aiapopec petalu avaAoywv ivoouAivng Taxeiag dpaong Kai aywviotwv GLP-1RAs

agTnV EVTATikowoinon Tng puBuiong otov X AT2

AvaAoya IvoouAivng Taxeiagc dpaonc Avwvioteg GLP-1RAs

® Anaiteital TITAomoinan ® Aev araiteital TITAomoinon

® Tuvexnc autoéAeyxoc yYAukolng ® Aev xpeialeTar auTogAeyxoc

® Tuxveéc umoyAuKaipiec ® Ox1 unoyAukaipiec

® AVEnon papouc gwparoc ® AnwAeia Papouc owuaroc

® ApkeTdc xpdvoc evaaxoAnonc ® Aiyoc xpovoc evaoxoAnanc

® Kivduvoc peiwong auToekTiuNanc ® YynAdé mogoaTo emiTuxiac aTn
emi amoTuxiac (kaTtaBAiyn puBmonc (kaAn yuxikn
ge amoTuxia puBuianc) d1aBean)

Angntpialne T, ZitZn E. Otpanszia tov ZAT2 pamopsvwn omy na@oquaoocioyia
("IZrpamyikec oro LA 20187, Exdooric "Lehida’, Alnva, Ivvrovieng Exdoome Muydaing H, osh. 161-197, 2018)
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Meiypara IvoouAivng: MelovekTnuara

N\ Avavouv Tov Kivduvo coPapwv uroyAukaipiwy (peonpepr kai ppadv)
N Au&avouv To Ppapoc ocwparoc

N\ Aduvapia TiITAomwoinonc Tng doonc yia Tnv ewiTeuén Tou OTOXOV TNC
YAUKaIpIKAG puOpIone

. Anpnrpiadne BTTTTK, Iarpixy ZxoA EKTTA



Xopfiynon
HEIYHATOC IVOOUAIVILV

(NPH+Taxeiac) oe
aoBeveic pe LAT1

Dimitriadis G, Gerich J.
Horm Metab Res
10: 510-12, 1985
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Te Oa propovoape va ewiAé§oupe peiypara otov ZAT2

" O aoBevnc éxel kaBopiopéva wpapia yevpatwy, oTabepéc
diatpoyikec ouvnBeieg, xwpic 1diaiTtepa peTaPaAAOPEVEC mOGOTNTEC
vdaravBpakwv oTa yevpara

" Mn peraPpaAriopevee dpacTnpioTnTeC amd pépa oe pépa, pe otaBepa
kal wpoPAcyipa wpapia e§odov, Kivnong Kail araocxoAnong

" Artopa peyaine nAikiac (etoxor HbAle oxi 13iaitepa xapnAoi)
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Desouza CV, Bolli GB, Fonseca V, Diabetes Care 33: 1389-94. 2010
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Figure 1 —NMean |G values during day versus nocturnal hypogly-
cemic episodes. Mean IG profiles are shown for 20 daytime api-
sodes from 11 participants and 14 noctumal episodes from 10
participants. The mean duration of daytime hypoglycemia was
62 = 42 min with mean 1G at the nadir 2.8 = 0.5 mmol/L. The
mean duration of nocturnal hypoglycamia was 170 = 112 min with
mean G at the nadir 1.9 = 0.7 mmol/L. The hypoglycemic nadir is
shown as episode time 0, with negative time values indicating
changea from the beginning of the hypoglycemic episode and
positive values from the nadir to recovery from hypoglycemia.
Data are means = SD.

Clark A et al, Diabetes 2014;63(5):1457-59.

Chow E et al Diabetes 2014:63(5):1738-47.
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Night

Hypoglycemia
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€

=
=

lunted Lot
Sympathoadrenal Parasympathetic Sy'mplii]::'n;;:r“"ld' Parasympathetic BPEBUKEPBLE. BK
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Ventricular Premature Beats
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Cardioaccelerations

Ventricular Premature Beats
Phasic Changes in HR variability
Bradycardia
Atrial Ectopy

Figure 1 —Proposed mechanisms of spontaneous hypoglycemia-induced arrhythmias both during the day (feff) and night (right) in patients
with type 2 diabetes either with cardiovascular disease or with two cardiovascular risk factors. Hypoglycemia was associated with in-
creased ventricular premature beats during the day and night, but they were more frequent during nocturnal hypoglycemia. During the day,
the dominant sympathoadrenal response to hypoglycemia was associated with OT segment prolongation and cardioaccelerations. During
noctumal hypoglycemia, different phases of heart rate (HR) variability indicated that the initial sympathetic response to hypoglycemia was
followed by a parasympathetic (vagal) response. Bradycardia and atrial ectopic arrhythmias were (eightfold and fourfold, respectively) more
common during nighttime hypoglycemia, likely due to blunted nocturnal sympathoadrenal response and relatively increased parasympa-
thetic activity. Thus hypoglycemia, though frequently asymptomatic, increases the risk of arrhythmias in patients with type 2 diabetes.

Clark A et al, 2014;63(5):1738-47.
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AUEnon Tou cwpaTikoU PApouc HE TR Xopnynon IVOouAivng

Mnxaviopoi:

* KaAutepoc yAukaipikoc eéAeyxoc - ¥ yAukoloupia

® AvaPoAikn dpaon vaouAivne - P dnpioupyia Airouc
* Aulnpivn Siatpopn Adyw umoyAuKaipiac

[TA NA MEIS20EI TO BAPOL

TTPETTEI NA MEIQ2OEI H YTTEPINLXOYAINAIMIA
(Meiwon Twv povadwv IvoouAivng i Tng doonc Twv CoUAPOVUAOUPIUIV)

ADA Consensus Report, Diabetes Care 2018
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" AvaotoAeic SGLT 2




KAaooikoi Kal VEOI pnxaviopoi yia Tn peiwon Tng umepyAukaipiag otov X AT2
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R AvaoToAeic SELTZ2

Xperaletal mpoooxn

» X aoBeveig pe xaunAo amoBepa voouAivng ata P-kUTTapa

» Xg ouvlnkeg peiwpevne aiTiong, apudatwang (mx Bepivol pnveg,
YAoTPEVTEPITIOES, ANYn dioupnTIKWY)

» X& KATAOTAOEIC KATA TIC owoieg aufavovTal o1 avaykeg gc IvaouAivn
(mx aoBeveia R xeipoupyeio)

Anuntpiadng I, Zipngn E. Oepancia Tou ZATZ Paciopévn ornv naBoyuaioloyia
("Zrparnyikég ato ZA 2018", Exdoosig "Zehida’, ABnva, Zuvroviotng Exdoang Muydaing H, osA. 161-197, 2018)
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Z.Tn pUBHION TNC OUVOAIKAC UmEpYAUKaipiac katd Tn didpkeia Tou 24wpou TpEic
mAPAYOVTEC mPEnEl va AapPdavovral un' oyiv:

|

O diakupavoeic Tne
vYAukdZn¢ oto aipa

H paoikn
untepyAUKaipia

H perayevpariki
urtepyAuKaipia

H HbAlc Bev divel e1dIKéC TTANPOWOPIEC YIA TO MOIOC ATO TOUC
Tpeic evBUvVETAI MeEPIoTOTEPO Yia Tn petaPoAikn amoppuBuion

Ahefawog &, Anuntpiadng M. O véeg ebehifeig ornv avrigeTwmon Tou ZAT2
("@epara MeraPohiapov 20177, Zuvtoviorng Exboang Mehidwvng A, aeh. 105-122, 2017)
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H ouveiopopa Tng PETAYEUHATIKAG UTEPYAUKAIPIAC KAl TNE UTEPYAUKAIPiag

VNOTEIAC OTN OUVOAIKN UTEPYAUKAIlia

- N
®* HbAlc <8% MeTayeupaTtikn urepyAukaipia > YrepyAuKaipia vnaTeiag

* HbAlc 8-9% MeTtayevpamikn urepyAukaipia = YrepyAuKaipid vnoTeldac
! * HbAlc >9% YmepyAukaipia vnoTteiac > MeTaysupaTikn urepyAukaipia )

&}' “@ Monnier L et al.

Diabetes Care, 26: BB1—85, 2003

/ ZTOXOI QEPATIEYTIKNN ETTIAOM 2N
| 2 FENIKOZ KANONAZ

' HbAlc <8?5 HbAlc >9%
Bdppaka mou ExouV Na Aappéavera un’ oyiv n | Pappaka mou éxouv dpdom
dpdom oTn PETAYEUHATIKNA peiwen Twy umeyAuKapiGN oTNV UmEpYAUKaIpia
unepyAuKaipia (fimag xa Tou Pipovg wnoTeiac (ouviBwe arareitm
ouvdvaopag ouviiBuyg ﬂl“’-“') _ TPIMASC wviumﬁg)
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* AvaoroAeig S6LT2
* GLP-1RAs (fpayeiag i

paxpag Spaong)

MeTpoppivn +

* TheyArafévn
* AvaotoAczic DPP4

Ahebarog &, Anuntpiadng M. O véeg efeaifeic ornv avrigeTwmon Tou ZAT2
("@epara MeraPohiapou 20177, Zuvtoviorng Exboong Mehdwvng A, aeh. 105-122, 2017)
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KaAéc mipéc yAukolne vnorteiac kar kaAn HbAlc
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.. Mac svdiagépel ka1 n SiakOpaveon Tng yAukoldng ..

O1 xaunAég diakupavaeig Tng yAukolng ato aipa efapTuntas
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O ouvduaopog pacikng IvoouAivng pe aywvioTeg GLP-1RAs oe aoOeveig pe LAT2
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TTpakrikog odnyoc yia Tnv mpooappoyn Tng doonc Twv avri-diaPnrikuwy pappakwv
OoTn XpoOvid VEYPIKN VOO0

CKD-1 CKD-2 CKD-3a CxD-3b CKD-4 CKD-5

Metformin

GFR > %0 mill/min

GFR G0-89 mil/min

GFR 45-59 milfmin

GFR 30-84 ml/min

Mo adpustment

1-2g/day

Lg/day

GFR 15-29 mi/min

Gliclazide
Glimepiride
Glipizide
Repaglinide

Nateglinide

Mo adjustment

Mo adjutment

IUse with caution

Mo adjustment

GFR < 15 mi/min

Ko adjustment

Mo adjpuitment

Pioglitazrone

Mo adjurtrment

Linagliptin
Sitagliptin
Vildagliptin
Saxagliptin
Alogliptin

Mo adjustment

No adjustment

SOemg/d

Mo adjuitment

Mo adjuitment

Mo adjustment

Exenatide LAR
Liraglutide
Lizisenatide
Dulaghutide
Albiglutide
[ |
Dapaglfozin

Empaghflozin

Canaglifionn

Acarbose

Mo adjustrment

Mo adjustment

Use with caution

Mo adjustrment

Mo adjustrment

Mo adjustrment

Mo adjustment

10mg/d

Mo adjustment

100mg/d

Mo adjustrment

Ma adjustrnent

Tzimihodimos V et al, Curr Pharmaceutical

Design,




EEuTopmsupé\m mPOCEYYION oTn OepameUTIKN AVTIPETWHTion TnC unepyYAukaipiac (ADA 2018)
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AMNATEZ ETON TPONO ZOHZ: AIAITA KAl ALKHEZH

Ze xdbe Bepammeumed Pripa EAEYYOC yia opdn THpRON TG aywyne

‘Evapin aywyne avakoya pe Ty HbATc kai Ty UmapEn SupTrwpaTuow
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At diagnesis, initiate lifestyle management, set AIC target, and initiate
pharmacologic therapy based on ATC:

—I AV iz less than 9%, conshder Monotherapy.

AMNC i3 greater than or equal to 9%, conslder Dual Therapy.

AT s greater than ar equal 1o 0%, blocd glucose i1 greater than or egual to 200 mg/di.
o patient is markedly symplormatic consider Combination Injectable Therapy (See Figure 8 .2)

onotherapy Lifestyle Management + Metformin

Initiate malfodmin thacaoy f no conlrand catens® (Soe Table A7)

ATC at target Yes: - Montor AIC every 3-8 manths
after 3 months T
Mo = Assess medication-taking bemavior
of manatherapy™
" Condider Dual TR aoy

Lifestyle Management + Metformin + Additional Agent

ASCVOT Yei: = Add sgenl proven Lo redude major adverse
cardlovaicular events and/or cardiovaicular mortality
{ime recamimendations with ® on p 575 and Table 8.1)

Ha: = Agid second agent after condideraton of drug-specific effects
and patien! faclods (See Tabe A1)

AT a\ targel Yer - Monitor ANC every 3-8 montha
after I months H
of dual therapy? Ha: - Asyess meddcal on-laking bebayion

Consiager Tripie Theraoy

Lifestyle Management + Metformin + Two Additional Agents

Ao third agert based on diug-ipecific elfects and palient factor? (Soe Table 8.1)

ALC at Larget Yes: - Monitor AlC every 3=6 months
after 3 monihs " ;

a: Aiteit medication Taking beravige
of triple therapy? |

Contider Combinathon injectable Theraoy (5o Figure 8.7)

. (See Figure 8.2)

Anti-hyperglycemic therapy
in type 2 diabetes: general

recommendations
ADA 2018




Initiate Basal Insulin
Usually with metformin +/- other noninsulin agent

Start: 10 U/day or 0.1-0.2 U/kg/day
Adjust: 10=-15% or 2-4 unili once or Dwice weekly Lo reach FEG targel

Far hypo: Determine & address cause; if no clear reason for hypo,
& dose by 4 units or 10-20%

I AYC not controlied. condider
combination injectable therapy

Y

Start: 4 uruts, 01 U/ ke, or 10%
Dasal dose. If AIC <BX, consider - taroet not reached - nto ¥ AM, ¥ PM or 14 AM, ¥ PM

f rat tolerated o ANC Start: Divide current basal dose
+ basal by tame amount change to 2 injection

niulin reginmen
L. .

Adjust: # dose by 1=2 units or
10=-15% once or Iwice weex'y
unti SMAG target reached

Adjust: # doie by 1-2 units or
Ho=159% ance or twice weekly
wnlll SMBG targe! reached

1 goalt not met. consider For hypo: Determine and
e g -m— changing to alternative —pm= | 4007035 Cautel f RO Cear reason

address cause; if no clear reason insulin regimen for hype, ¥ comesponding dose

for hypo, + cormesponding dose by 2-4 units oF 10-20%

oy 2-d units or 10-20% ] J
X J

If A°C not controlled,
advance to basal-bolus

if AT moat controdled
atdvance Lo Ird injection

'

Start: 4 units, 01 Wka. o 10% Start: Acd addithoral imection
bazal dose/maal I A <B% belfore lunch
consicler 4 Dasal by same amount

f goais not met, consider Adjust: # cozes by 1-2 units o
Adjust: # dose(s) oy -2 units o | g changing to altemative = | 10-15% once or twice weekly to
10-15% once or twice weekly 1o insulin regimen achieve SMBG Target

achieve SHMBG target For hype: Determine and

For hypo: Determine and acldress cause: il RO cear reason
acldress cause; if no cloar reason for hypo, + cormesponding dose
for hyjpo,  comasponding dose by 2-4 units or 10-20%

by 2-4 units or 10=-20% -

Combination

injectable therapy
ADA 2018
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GLUCOSE-LOWERING MEDICATION IN TYPE 2 DIABETES: OVERALL APPROACH

FIRST-LINE THERAPY IS METFORMIN AND COMPREHENSIVE LIFESTYLE (INCLUDING WEIGHT MANAGEMENT AND PHYSICAL ACTIVITY)

IF HbA, ABOVE TARGET PROCEED AS BELOW
NOD

\)

Surreerkcan
Diabetes
ARRoCiation.

EASD

. _ WITHOUT ESTABLISHED ASCVD OR CKD
ASEVU PREDOVANATES HF OR CKD PREDOMINATES J' ’l' *I/
r o = COMPELLING NEED TO MINIMIZE WEIGHT
oR PREFERABLY COMPELLING NEED TO MINIMIZE HYPOGLYCEMIA GAIN OR PROMOTE WEIGHT LOSS COST IS A MAJOR ISSUE™™
] SCLT 2 with evidence of reducing
E51T2 with HF aredlor CHD progression in | BLP-1 RA wilk oR
GLP-1 RA proven VD AL ETR Mapate: OPP-4i GLP-1 A S6LT2 T ooed efficacy SELI o T
with praven benefit', beommnaas L :
» ; f ht kxss®
CVD benefil’ if eGFR  SBUT mot telerated e ¥ ¥ 3 ¥ o
Wl ‘;"ﬂ‘;”"‘;‘:ﬂ ::;f:_"lla’; I A, If HbA,_ I HBA, If Hba_
niggh : abave target abave target abave targst abave targel [ If b, above target ] [ i HbA,, above target
with praven OV benefil
\ \ AL 2 22 b N b
N o GLP-1 RA SEATH
1 Hbd,_ abeove target I abeve target SELTE LGl or OR GLP-1 RA with
l M, D ] [ = T 0R oR DoP-4i OPP-ki S6LT2¢ naod efficacy 1i0¢ 50
- Tip Tm or [ fior weighi less”
It I:Hh:-r mmmi:a;m::n |IL:.-Q|::¢|1-:E « hvoid T20 in the setting of HF J T GLP-1 RA
patient is now unable bo lolera ; |
GLP-1 RA andfer SGLTZI, chosse OGN Rt S mie e L K, W 2 ¥ W
agents demonsirating CV saliety: x :‘_Elder 'd'dl:':g ;h'! ":ihr”l’“’ [ I HioL,, aborve tarpet H A, sbove arget ] B HA,, sbove larget
x % willks prowen enefit
= Lonsider adding the ather class . v : '!L' \L" \L 'tr ".I..v
«  DPP-&i {nal saxaglipting in the seifing
EEP: HIE:JESGLTIJJ with proven of HF (i mot on GLP-1 RA) i Continue with addition of other agents 33 outlined above J If triple therapy reguired or SGLTZI + Insulin thevapy bazal insulin with
© 0PP-Liif roton GLP-1 BA e R F andfor BLP-1 A not tolerated of lowest acquisition cast
el « 5P cartrandicled ute regimen with Or
. Er:;ril insulin* [ IF bk, above target I Lewest risk of weight gais = Consider OPP-4i O SGLIR with
. 5 ¥ PREFERABLY pimisitda cisisaladl

wirenger for prgaglifezin = canaghBagin
Be gware that SGLTT vary by region and individual agead with negand 1o indicabed bewed ol eGFR
Tar infistion sed coalinued uie
Bedb empaglifleria ard casaglifezin have shews recection ia HF aed reducton in (X0

pregeesaina in CVOTy

. Proven OV benefis mears i has label indicatics of nefucing OV eveaty For GLP-1 BN 11rasge
redeace bt Graghutsde = semaglude » exvsulice extended iebease. Fod SELTEH evidescn sodantly

. Degludec or UTED ghangine have demomatraled OVD salety

Coasider the additien of 3U* DR basal insulin:

= Choase Laler geseration SU with bower risk of hypeglycemia
= Consider hasal insulin with Lawer rizk of poglycemis”

OPP-&i (it nat ea GLP-=1 RA)
based ea weight neutrality

v

5. Low deve may be beifer Salerated though less well Wadied for O effecis

6. Chease Later generation SU with lewes riak of hypeghyonmia

7. Beglodec ! qlargios U300 = glargioe U190 | delowir = NPH ialin

E. Semagictide « lraglutite » doliglutide » exenatide » livisenatide

§. Hea wpecific comark ditien [ie. n evlablished OV, b rink af hypeqlycensa, and Lwer
priacity bo avedd weight quls of na weighl-relaled comarbiditien)

10, Cosnsder conebey= and regiceeipecifc cosl of drugy. e some copniries, T203 reladreely moee
eapetiine and DPP-Li eelalvely c hedpar

[ DR P-4i not belerated or
contraindicated er patient already on
EP-1 RA, cagtiews additien of:

« SU' - TH - Basal insulin




CHOOSING GLUCOSE-LOWERING MEDICATION IN THOSE
WITH ESTABLISHED ATHEROSCLEROTIC CARDIOVASCULAR

DISEASE (ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)

Uza principles in Figure |

CHOOSING GLUCOSE-LOWERING MEDICATION
|F COMPELLING NEED TO MINIMIZE WEIGHT
GAIN OR PROMOTE WEIGHT LOSS

)

In these WITHOUT established ASCYD OR CXD

Use metformin unless contrainicated of net tolerated
If not at bk, _target:

+ Ceatinue metfeemin unless contraindicabed (rememiber 1o adjest doselsiop metformis with declining eGFR)
+ Add S6LTZ or BLP-1 RA wilh proven cardiovascelar benefil' (e below]

If at HeA,_ target:

= H already on dusd (erapy, s mullsle sloreee-Irmesing Raraeies and nel

apents with proven candiovascular benefit’ {see below)

e an SGLTN or GLP-1 BA, cossider swilching bo one of these

DR receasider Tower individuzlized larget and intreduce S6LT3 or GLP-1 RA
OR reassess Hbk al 3-month istervals and add SGLTH or GLP-1 RAT HbA, goes above targel

Use principles in Figure 1

%:) i

SGLTE with praven

58 benefit', i
eGFR adequate’

SGLTE with mdenr.l o reducing HF andior CKD
progression in CVOTs il eGFR adequale’
-0R

|

H 56172 nol telerated or contraindicaled or if eGFR less
{han adequale’ add 6LP-1 RA with peoven DN Benefit™

|

SGLT21 if eCFR adequate’ ] [ .mmmrmuhlhﬁ'

|
|

|

I HbA,_ above target

[ First-line theragy is mellormin /,» H\ "'f---h— m\\
W ik, is =17 mmalimel §1.5%) abeve individualized ;r-f v ! .
ik, target consier early combinatizn therapy /" Genral iestyle ad ;"iwh""'“m .
& | Mt euitonal hesapy | Weightlossof 15 kg canlead |
| = Ealing paltems | s ramission of TI0M im patient |
{ "MTW ] Y = Piysal activity /r—'~ 4rﬂr='m-a-nmﬂdu e
less s
EITHER! — rx” \\l i
EI.P-'IH'-'thgm oR | &
elficacy for weight bss? [ SGLTE it eGFR adeguate’ ] J,ffr \\ - ,__H\\
[ Consider Y\ Consider
| meficationfor || metbolic |
It b, above target ] (e ] \& e )
v -
amuu.mgm ]

11 HiA,_above target If Wik, abeve target
[ 1 ferther intensification s required o patientis weable o blerate | [ o Aruid T20 i e selting of BF
GLP-1 R andler SGLTH, choose agents demastirating LV salety: Cheass agents demsnstrating O salety:

+  Congider adding the other class (GLP-1 BA or SGELTH] with
prévea CVD benefil*

s [Consider adding e olher class wilh proves CVD benefil’
o DPP-Ai et sacagliplin] i the weiting of KI (if nat on GLP-1 RAN

+

If tripla therapy requared or SOLTE andlor GLP-1 RA net tolerated or
eontraindicated wse regimen with lwest risk of weight gain
PREFERABLY
OPP-4i {if not on GLP-1 RA) based on weight nesirality

A& EASD

4

»  DFP-&i il nod on GLP-1RA = Basal inselin'
s Basal insuln’ « BT

- T

« 5F

 Provnn £D barl ot & B Label inicartion of redeting V) mvanta
Fot GLP-1 R stramgeid twidinte Yot it = s rtaglatide - enbantoie
entended reeane. Fon SOATIS eridints mesdenty shromge! for empagliflagin >

caragillezin,

. Bt awaen Bl SELTR wary by eegina and ndivalaal apral with regard 1z
igated Vv 6f WS R for ivfuiten and contamed s
Beth peroaagtifarin aad earasiflazn hume Phow rodugiian i HF and e sedute
KD progersies in OVITH

e gn e

Camli ity GLP-1 BA b E580

Digloiee &t U100 glargine bava demamtrated OVD nafily

L ot ray e Bt nteraled Lhvmrgh ek wl stdind s VD et
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