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AstraZeneca, GSK, Novo Nordisk kar Sanofi.
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Type 2 Diabetes, 2015:
A Patient-Centered Approach

Update to a Position Statement of the American Diabetes Association (ADA)
and the European Association for the Study of Diabetes (EASD)
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ATroTeEAECHATIKOTNTA®
Kivduvog utroyAukaipiog

AveTIOUuNTEG EVEPYEIEG

ATroTeAeoHATIKOTNTA®
Kivduvog utroyAukaipiag

AvVeTIOUNNTEG EVEPYEIEG

Movo-
Oeparreia

Yyieivi) diarpo@n], amrwAgia Badpoug, Quoikn dpaoTnpidTnTa & ekTraideuon oto diaBATH
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Av o o1éxog g HbA, . dev emiteuxBei puerd amo ~3 pjves povobepareiag, mpoxwpnoTe s 21IrA6 ouvdéuaouo (n ocipd dsv urodnAoi kauia
mporiunon [7n emAoyn §aprdral amo pia osipd TAPAPETPWY TTOU OxeTi{ovTal e TOV AoOsvr) Kai 1) vOoo):

MeTt@oppivn MeT@oppivn MeT@oppivn MeT@oppivn MeT@oppivn MeT@oppivn
+ + + + + +
ZouAgo- FAitagévn DPP-4 SGLT2 GLP-1 Ivoouhivn
vuloupia avaoToAéag avaoToAéag ayWVIOTAG (Baoikn)
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Av o oréxog g HbA, . dev emiteuxBei uera amo ~3 urives SITANRG Bspameiag, mpoxwpnoTe o€ 3TA6 ouvduaouo (n osipd dev utrodnAoi Kauia
mporiunon Jn emAoyn e§aprdral amo pia osipd TapauETPpwWV Tou axeTidovral Ue Tov aolevn Kai 1) vooo):
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ZouAgo- FAitagévn DPP-4 SGLT-2 GLP-1 IvoouAivn
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Av o oroxog ng HbA, . Sev emiteuxBei pera amo ~3 prves 1piTAng Ospareiag, kar o aclsviis givai os aywyn pe (1) ouvduaouo per os
avrnidiafnTikwy,

LP-1-RA

mpoxwpnore as evéoiua, (2) GLP-1 RA, mpoabéorte Baaikn ivaoulivn, 1 (3) kaAd TiTAormroinué
f} f} Aivn. 3 q o} i 1kn TZD n
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“XperalopaocTe pia “OlaKPITIKR” 10TPIKR”

To Bsparrsutiko @oprio yia ToAAou¢
aoOcsveic ue ouvlera, xpovia voonuara
EAATTWVEI TNV IKAVOTNTA TOUC YIA
ouvepyaaoia orn Bsparrsia roug.

1. Npocdiopiouds Tou BEPATTEUTIKOU
(popTiou

2. EvBappuvon TG ouvepyaaoiag atnv

KAIVIKA TTPAEN.

3. Avayvwplion TG onuaciag TnG ouv-

voonpoTnTagc.

4. MNpoTepaIdTNTES ATTO TN OKOTTIA TOU

aofevi.

May, Montori, & Mair. BMJ 2009;339:b2803



2xApa 1. E¢atopikeuon YAUKAIMIKWY

OTOXWV AVTIJETWTTION TNG UTTEPYAUKAIMIOG
Tpotrotroinon TnG EVTATIKOTIOINONG
TNG AVTIUTTEPYAUKAIMIKNG BepaTreiag ] HbA ]
TTEPICTOTEPO (g D — Aiyotepo
auoTnpn 7% auoTnpn_
XAPAKTHPIZTIKA AZOENH / NOZOY _
Kivduvol 1Tou duvnTikd . L
oxetidovral e utroyAukaipia  EAGXioTO! ZoBapoi
& GAAeg avemmiOUuNTEG
EVEPYEIEG /"I
Aidpkela vooou
Z0vtoun Makpd
o
I =
5 i A =2
Mpoodokiyo emiBiwong w'S
Makpu Bpaxo 30
o E
$e
ZNMOVTIKEG - : _ . =
ouUVVooNPOTNTES Atrouoeg EAaxioreg / 'Hmieg Zopapég
EYKOTEOTNUEVEG —A
AYYEIOKEC ETTITTAOKEC Atrouoeg EAaxioreg / 'Hmieg ZoBapég —
21don Tou acBevi) Kal 5_
avapsvcfpsvsg KivntoTtroinpévog, ue KaAn Mn KivnTotroinuévog, Kakn g g
TpooTadeieg CUNMOPYWOT, SUVATOTNTA CUHHOPQWON, XWPIg £ o
AVTIMETWITIONG yia auto@povTida duvaTéTNTA YIOo AUTOPPOVTIdA S E
g E
o
Mépol, cuoTApaTA 2

UTTOOTHPIENG Apeoa diabéoipol Mepiopiopévor —

Diabetes Care 2015;38:140-149; Diabetologia 2015;10.1077/s00125-014-3460-0



T1 dAAage Ta TeAguTaia duo Xpovia;
T1 vedTEPO;




O ZA augdavel Tov KivOuvo KapOIayyEIOKWY CUMBAVTWYV

AocOeveig (n) HR (95% CI)

ZTEQAvVIaia VOO oG * 26,505 —— 2.00 (1.83-2.19)
Mn-Bavarneopo OEM 14,741 1.82 (1.64-2.03)
AEE*

loxaiuikd AEE 3,799 —— 2.27 (1.95-2.65)
Ailgoppayikd AEE 1,183 o 1.56 (1.19-2.05)
Mn Tagivopoupevo AEE 4,973 —a— 1.84 (1.59-2.13)
Odavartog 3,826 —i— 1.73 (1.51-1.98)
a1ré AAAQ ayyelakda aiTia

1 2 4

Hazard ratios yia ayyelakég ekaoeig (ZA vs Mn ZA)

The Emerging Risk Factors Collaboration. Lancet 2010; 375:2215-22.




Odnyia FDA yia HeAETES KAPOIAYYEIOKAG AC@PAAEING TTPIV TNV EYKPIOT

VEWV avTIOIaBNTIKWY QAPHAKWYV

Guidance for Industry

Diabetes Mellitus — Evaluating
Cardiovascular Risk in New
Antidiabetic Therapies to
Treat Type 2 Diabetes

U.5. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)

December 2008
ClinicalMedical

2UCTACEIG OXETIKA JE TO TTWG VA
Ocigel kaveig 6TI Hia véa
avTidiaBnTiki Bgpatreia AEN
oxetietal pe MH atmodekTn) augnon
TOU KOapOIayyeIakoU KIvOUvVou

FDA, 2008




Odnyia FDA yia Kapdiayyelak ac@AAgIa avTIOIARNTIKWY @APUAKWY

Avw 6p10 Tou 95% CI Tou Risk Ratio 2uptrépacpya / ATraiToueveg OpAoElg

<1.3 Agv aTraITOUVTAI METEYKPITIKEG MEAETEG
1.3 wg<1.8 MNa diaAeukavon KA KivoUvou aTtraiToUVTal METEYKPITIKEG HEAETEG
>1.8 Zroixeia AEN emrapkoUv yia Tnv éykpion
MNapdadeiypa
P YH Avw 6plo
95% CI
13—18 HR (95% ClI) Avw 6p10 95% ClI ZUpNTTEPACHO/ATTOTEAEC MO
. 0.80 13 AEN aTraitouvTal
¢ | | (0.69 wg 1.23) ; METEYKPITIKEG MEAETEG
I I
I |
I I
i I
I I
I |
—:'.—: 1.50 1.3 wg <1.8 H onpeiokn extipnon 1.5
Yrép : : (0.99 wg 1.75) FDA-specific AEN givai IkavotroInTikn
< 1 1 1 <
p . 9 14 > AEN gmrapkei yia éykpion
veou gapuakou) (0.76 wg 2.57) =18 pappdkou
0.I25 I I I I 1 - » » 3
L0 AUl [po-£yKPITIKOG 0USOG: 80% aunuévog KivBuvog
Hazard Ratio (log scale) MeTeyKpPITIKOG 0UBOG: 30% aunuévog Kivouvog

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/ucm07162




MeAETEG KAOPOIAYYEIOKNG AOPAAEIONG VEOTEPWYV AVTIOIABNTIKWYV
@appakwyv (DPP-4i, GLP-1 RA, SGLT-2i)

SAVOR-TIMI53 |  EXAMINE TECOS CAROLINA | CARMELINA | NCT01703208

DPP-4i saxagliptin alogliptin sitagliptin linagliptin linagliptin omarigliptin
Zykpion placebo placebo placebo sulfonylurea placebo placebo
n 16,500 5,400 14,000 6,000 8,300 4,200
AtroteAéopara 2013 2013 2015 2017 2017 AIAKOINHKE
e | LR | ELXA | SuSNG | EXGCEL | REWND | KATMONYOucones | A0
GLP1-RA liraglutide lixisenatide semaglutide  exenatide LR dulaglutide albiglutide exenatide ITCA 650
Luykpion placebo placebo placebo placebo placebo placebo placebo
n 16,500 14,000 6,000 5,400 8,300 9,400 4,000
AmroteAéopara 2016 2015 2016 2017 2019 2019 2018
SGLT-2i empagliflozin canagliflozin dapagliflozin ertugliflozin
Zoykpion placebo placebo placebo placebo
n 7300 4,300 22,200 3,900
AtroteAéopaTa 2015 2017 2019 2020



TIMI 53

TIMI STUDY GROUP / HADASSAH MEDICAL ORG ~

Saxagliptin Assessment of Vascular
Outcomes Recorded in Patients with

Diabetes Mellitus (SAVOR) —

Deepak L. Bhatt, MD, MPH
On behalf of the SAVOR-TIMI 53

IMI 53

Steering Committee and Investigators

European Society of Cardiology,
Amsterdam - September 2, 2013

NCT01107886; Funded by AstraZeneca and Bristol-Myers Squibb

TIMIT



Saxagliptin Assessment of Vascular
SaV F QOutcomes Recorded in Patients with DM -

TIMI STUDY GROUP / HADASSAH MEDICAL ORG ~ I I M I 53

‘ Documented Type 2 Diabetes

N =16,492

Established CV Disease or Multiple Risk Factors

RANDOMIZED 1:1 DOUBLE BLIND
SAXAGLIPTIN

All other DM Rx per treating MD PLACEBO

5 mg/d

2.5 mg/d if eGFR < 50 ml/min

Duration

EORSITYEVRIIPA0) _
ed@@resiratéon 2.1y Primary EP
CV Death, M,

W/ 32..4%
| Final Visit |

Ischemic Stroke

Major Secondary EP: CV death, MI, ischemic stroke, or hosp.
for heart failure, unstable angina, or coronary revascularization

TIMT

Scirica BM, Bhatt DL, Braunwald E, et al.... Raz I. NEJM 2013 at www.NEJM.org.



SAVOI

Primary

Endpoint

Saxagliptin

Placebo

' GROUP / —l—SSlMICSO?)C .

.14

=

~ 15 HR 1.00

S 95% Cl 0.89-1.12

g 10 p<0.001 (non-inferiority)

I= pP=0.99 (superiority)

() .

S 8

v

S 6

= |

= 4

o ]

58 2

>

O |

6 12
) " Months

Placebo 8212 7983 7761
Saxagliptin 8280 8071 7836

Scirica BM, Bhatt DL, Braunwald E, et al....

18

|
7267 4855
7313 4920

TIMIT

Raz I. NEJM 2013 at www.NEJM.org.



TECHS

TRIAL EVALUATING CARDIOVASCULAR
OUTCOMES WITH SITAGLIPTIN

Primary Results

8th June 2015



Secondary Composite Cardiovascular Outcome*
ITT Analysis for Superiority

e
£ 100 15
= -
Q
4
S 80
£ 10 -
E
@ 60 -
< 5
£ 40- HR (95% CI): 0.99 (0.89, 1.10)
= P=0.844
L
) 04 . . . : . . . . ,
e 204 0 4 8 12 18 24 30 36 42 48
o Placebo
o - e -a - Sitagliptin
d-u U- T T T T T T T T T T
0 4 8 12 18 24 30 36 42 48
_ _ Months in the trial
FPatients at nsk:
Sitagliptin 7,332 7,145 6969 6,817 6,638 6,457 4,584 3,396 2,007 1,270
Placebo 7339 7,161 6939 6,796 6,573 6,359 4,472 3,332 2,070 1,260
&
* CV death, nonfatal MI, nonfatal stroke TEC\}S

TRIAL EVALUATING CARDIOVASCULAR

Green JB et al. NEJM 2015; DOI: 10.1056/NEJM0a1501352 OUTCOMES WITH SITAGLIPTIN



EXAMINE
2Xe0100M0G MeAETNG

AigBvic, Tuxalotroinuévn, TTPOOTTTIKI, OITTAG TUPAR peAETN Pdong 3 (N=5,380)

erITﬁpld Eicaywyng h Std of Ca_rze ¢6-|7-9Placebo 4 Mpwtevov KataAnkTiKd
* HbA,; 6.5%-11.0% 1= XpOVog £wg TO TTIPWTO
(7.0%—-10.0% eav povog ewg P

UTTO IVOOUAIVN) _>®— ,| oupBdv MACE:

"\

* Y116 aywyn yia ZA 2* * CV 6davarog
» ACST evrog 15 £wg R Std of Caret + ALO 25 mg QDS * Mn 8avarngopo EM
% 90 nuepwv ) > n=2.701 \ Mn Bavarngépo AEE Y,
| [ g
‘Evapén ‘Ewg 3.3 ETn

*Other than DPP-4 inhibitors or GLP-1 receptor agonists; TMI or unstable angina requiring hospitalization; ¥For T2DM based on clinical consensus guidelines specific
for each geographical region; SDosage adjustment based on renal function: 25 mg QD for eGFR >60 mL/min, 12.5 mg QD for eGFR 30-60 mL/min, and 6.25 mg QD
for eGFR <30 mL/min; ACS=acute coronary syndrome; ALO=aAoyAirrTivn; CV=cardiovascular; CVOT=CV outcomes trial; DPP=dipeptidyl peptidase;
eGFR=estimated glomerular filtration rate; EXAMINE=EXamination of cArdiovascular outcoMes with aAoyAiTrTivn vs standard of carE in patients with type 2 diabetes

and acute coronary syndrome; GLP=glucagon-like peptide- HbA, =glycosylated hemoglobin; MACE=major adverse cardiac events; Ml=myocardial infarction;
QD=once daily; R=randomization; Std=standard; T2DM=type 2 diabetes mellitus

White WB, et al. Am Heart J. 2011;162:620-626. White WB, et al. N Engl J Med. 2013;369:1327-1335.




NMpwTeUOV KATAANKTIKO
KA 6avartog, yn-8avarneopo EM | AEE

24 _

Avahoyia kivduvou, 0.96 (uovdTTAsupo, eTTavaiapBavouevo o6pio Cl, 1.16)

18 | Eikoviké @apuako

ZuuBdvra, N (%)
AMoyAitrTivn: 305 (11,3)
Eikoviké @dppako: 316 (11,8) ,f

AAoyAiTrTivn

12

2 WPEUTIKN ETTITITWON TOU TTPWTEUOVTOG
KartaAnkTikou onueiou (%)

Mnve
0 6 12 18 24 30 nves
EIKoVIKO @Gpuako (n): 2679 2299 1891 1375 805 286

AAoyAiTTTiVN (N): 2701 2316 1899 1394 821 296

*MACE=peiova avemBuunTa kapdlayyelokd cupBdvta Ta otroia opidovTal wg 8Aavato amd kapdiayyelakd aiTia, pn polpaio éuepayua Tou JUOKapdiou iy pn Joipaio eyKe@aAKd TTeioddio

White WB et al. N Engl J Med. 2013;369:1327-1335




Kapdilayyeiakog Bavarog

10

2

=t Avaloyia kivduvou, 0.79 (95% CI = 0.60 - 1.04)

=

N:

o 2uuBavia, no. (%)

"g AMNoyAITTTiVN: 89 (3,3%)

o E ) PO 0111 (4,1%

5 6 IKOVIKO @APPOKO ( 0) EIKOVIKG @apHaKo

X

>

o

@ AAoyAiTrTivn

(=

o 4

3

=

\E

E

w

\: 2

X

=

=

w

S

Ww 0

0 6 12 18 24 30
MnRveg

Eikovikoé (n) 2679 2384 1996 1477 889 324
AMoyAirrTivn (n) 2701 2402 2023 1504 894 320

White WB et al. N Engl J Med. 2013;369:1327-1335




OAIKAy OvnoipoéTnTa

[EE
o

Avaloyia kivduvou, 0.88 (95% Cl1 =0.71 - 1.09) rﬂ

(00}

1
Eikoviké @dppuako r’r
2uuBavra, no. (%) =
AMoyNiTtTivn: 153 (5,7%)
6 Eikoviké papuako: 173 (6,5%)

ZWPEUTIKA eTTITTTWON BavdTwy KABe aiTioAoyiag (%)

AAoyAiTrTivn

4

2

0

0 6 12 18 24 30
, Mrveg

Eikoviké (n) 2676 2384 1996 1477 888 324
AAoyAitrTivn (n) 2701 2401 2023 1504 894 320

White WB et al. N Engl J Med. 2013;369:1327-1335




DPP-4i gixav oudéTepn eidpacn oto TpwTeUOV KA KATAANKTIKO

HR: 1.0 HR: 0.98

(95% C1: 0.89, 1.12)| [IRAVASIRMILLIEE (95% Cl: 0.88, 1.09) TECOS
HR: 0.96

(95% CI: UL <1.16) EXAMINE

2013 | 2014 | 2015

- DPP-4 avacoToAcig (saxagliptin, alogliptin, sitagliptin)

TpotmroTroinuévo até Johansen OE. World J Diabetes 2015;6:1092-96

ey



EMPA-REG OUTCOME
2Xe0100MOG

Placebo
(n=2333)

Screening TuyxaloTroinon Kai

Beoameia Empagliflozin 10 mg
(n=11531) P (n=2345)

(n=7020)

* Tuxaiotroinuévn, SITTAG TUPAR, eAeyxouevn e placebo peAETn Kapdiayyelakng ao@AAElag

« 2KOTrOG: Na digpeUVNOEl TNV JOKPOXPOVIA £TTIOpACN TNG euTTayAiPAolivng oe oUyKpIion KE TO
placebo, w¢ Bepartreia TpooOAkng, otnv KA voonpdtnta Kal BvnoiudtnTa o€ aoOEeVEIG e
2 AT12 ka1 upnAod kivouvo KA véoou

* H aywyn xopnynonke emmpooBeTa TG cuvhBoug avTIdIaRNTIKAS aywyng



MpwTteUoVv KATAANKTIKO onuEio:
MACE 3-onueiwv

20+
HR 0.86
(95.02% CI1 0.74, 0.99) Placebo
p=0.0382*
154
B Empadgliflozin
T
(0]
>
i)
s 104
3
b=
Q0
©
[+ 5_
O-
1 1 1 | | 1 A | L)
0 6 12 18 24 30 36 42 48
Months
No. of patients
Empagliflozin 4687 4580 4455 4328 3851 2821 2359 1534 370
Placebo 2333 2256 2194 2112 1875 1380 1161 741 166

Cumulative incidence function. MACE, Major Adverse Cardiovascular Event; HR, hazard ratio.
* Two-sided tests for superiority were conducted (statistical significance was indicated if p<0.0498)




Kapdiayyelakoi 8davarol

i Placebo
HR 0.62

Bl (95% CI 0.49, 0.77)
p<0.0001

7+

6+

Empagliflozin

Patients with event (%)

o —
1 1 1 | | | | | )
0 6 12 18 24 30 36 42 48
Months
No. of pafients
Empagdlifiozin 4687 4651 44608 4556 4128 3079 2617 1722 414
Placebo 2333 2303 2280 2243 2012 1503 1281 825 177

Cumulative incidence function. HR, hazard ratio




OAIKR) OvnoiyéTnTa

154
HR 0.68
(95% C10.57, 0.82) Placebo
p<0.0001
B2 10+
=
) ,
> Empagliflozin
£
2
=
L 54
O
Q.
0+
1 1 L) 1 1 1 | ] 1
0 ) 12 18 24 30 36 42 48
Months
No. of patients
Empaglifiozin 4687 4651 4608 4556 4128 3079 2617 1722 414
Placebo 2333 2303 2280 2243 2012 1503 1281 825 177

Kaplan-Meier estimate. HR, hazard ratio




LEADER
2XEOI00MOG HEAETNG

Liraglutide 0.6-1.8 mg OD + standard of care

Safety follow-up

Placebo + standard of care Safety follow-up

I

K)K).K ................................. )I
? 2 weeks ? Minimum duration 3.5 years 30days
Maximum duration 5 years

e ) End of treatment
Minimum 611 primary events

Screening Randomization (1:1)
Double-blind

Primary outcome

® Time to first occurrence of 3-point MACE composed of: CV death, Non-fatal MI, and Non-fatal stroke

Key inclusion criteria Key exclusion criteria

® T2DM, HbA,. 27.0% e T1DM
¢ Antidiabetic drug naive; OADs and/or basal/premix insulin ® Use of GLP-1RAs, DPP-4i, pramlintide, or rapid-acting insulin
e Age =50 years and established CV disease or chronic renal failure ¢ Familial or personal history of MEN-2 or MTC

or

® Age 260 years and risk factors for CV disease

CV: cardiovascular; DPP-4i, dipeptidyl peptidase-4 inhibitor; GLP-1RA: glucagon-like peptide-1 receptor agonist; HbA, : glycated hemoglobin; MACE: major adverse cardiovascular event;
MEN-2: multiple endocrine neoplasia type 2; MI: myocardial infarction; MTC: medullary thyroid cancer; OAD: oral antidiabetic drug; OD: once daily; T2DM: type 2 diabetes mellitus




NMpwTeUOV KATAANKTIKO
KA 6avartog, yn-8avarneopo EM | AEE

207

Placebo

157

Liraglutide
101

HR, 0.87 (95% Cl, 0.78-0.97)
p<0.001 for non-inferiority
p=0.02 for superiority

Subjects with an event (%)

O' T T T T T T 1

0 6 12 18 24 30 36 42 48 54
Time since randomization (months)

Patients at risk

Liraglutide 4668 4593 4496 4400 4280 4172 4072 3982 1562 424
Placebo 4672 4588 4473 4352 4237 4123 4010 3914 1543 407

Marso SP et al. N Engl J Med 2016. DOI: 10.1056/NEJM0al1603827.




OAdvaTtog atrd KapOIAYYEIOKO AiTIO

8 -
Placebo

S

— 61

c

(O]

>

(]

S

- 4 Liraglutide

E

2

S HR, 0.78 (95% ClI, 0.66-0.93)

2 27 =

S p=0.007

>

n

0 b T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54

Patients at risk Time since randomization (months)
Liraglutide 4.668 4.641 4.599 4.558 4.505 4.445 4.382 4.322 1.723 484
Placebo 4.672 4.648 4.601 4.546 4.479 4.407 4.338 4.267 1.709 465

Marso SP et al. N Engl J Med 2016. DOI: 10.1056/NEJM0a1603827.




Mn Bavartngopo EM

Placebo

S

> Liraglutide

(]

c

S

< 4

E

2

O

2 74

= HR=0,88

7 95% ClI (0,75, 1,03)

p=0.11
0" T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54

Patients at risk Time since randomization (months)
Liraglutide 4.668 4609 4531 4454 4359 4263 4181 4102 1619 440
Placebo 4.672 4613 4513 4407 4301 4202 4103 4020 1594 424

Marso SP et al. N Engl J Med 2016. DOI: 10.1056/NEJM0a1603827.




Mn 6avarneoépo AEE

Placebo

Liraglutide

Subjects with an event (%)

{1 HR=0,89
95% CI (0,72, 1,11)
p=0.30
0 L] L] L] L] T T 1

0 6 12 18 24 30 36 42 48 54
Patients at risk Time since randomization (months)
Liraglutide 4.668 4624 4564 4504 4426 4351 4269 4194 1662 465
Placebo 4.672 4622 4558 4484 4405 4314 4228 4141 1648 445

Marso SP et al. N Engl J Med 2016. DOI: 10.1056/NEJM0a1603827.




OAIKAy OvnoipoéTnTa

20 HR=0,85

. 95% CI (0,74, 0,97)

S 0p=0.02

c 157

(O]

>

(]

c Placebo

IS

< 101

E

a . :

3] Liraglutide

2 .

‘3 5

>

n

O b T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54

Patients at risk Time since randomization (months)
Liraglutide 4.668 4641 4599 4558 4505 4445 4382 4322 1723 484
Placebo 4.672 4648 4601 4546 4479 4407 4338 4268 1709 465

Marso SP et al. N Engl J Med 2016. DOI: 10.1056/NEJM0a1603827.




SUSTAIN-6
2XEOI00MOG HEAETNG

Randomisation(1:1:1:1)

3297 subjects with T2D l

® Age 250 years with clinical
evidence of CVD or
>60 years with subclinical
evidence of CVD —

® Previously on 0-2 OADs, Placebo 1.0 mg

basal or premix insulin
+ 0-2 OADs

° HbA,, >7.0%

Semaglutide 1.0 mg

Semaglutide 0.5 mg

Placebo 0.5 mg

Maintenance treatment
96-100 weeks

Treatment duration 104 weeks

escalation
4-8 weeks

Follow-up
5 weeks

-
Trial information

® Trial product was given in addition to standard of care and investigators were encouraged to treat according to local guidelines to
achieve optimal glycemic control

® Subjects were randomised to semaglutide or volume-matched placebo and stratified according to CVD status,
insulin treatment and eGFR

® Included a planned observation period of 109 weeks for all subjects (a 104-week treatment period with a 5-week follow-up period), with at
least 122 events of the primary outcome

L ® Dose escalation from a starting dose of 0.25 mg, dose doubled every 4 weeks until trial dose achieved

CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate; OAD, oral antidiabetic drug.

Marso SP et al. N Engl J Med 2016; 375:1834-1844. DOI: 10.1056/NEJM0al1607141




SUSTAIN-6

NMpwTeUOV KATAANKTIKO

KA 6avartog, un-8avarneopo EM | AEE
15 .

HR, 0.74 (95% CI, 0.58-0.95)
Events: 108 semaglutide; 146 placebo p<0.001 for
non-inferiority (margin 1.8) p=0.02 for superiority*
10 .
— 8.9%
S\i
= 6.6%
& 5
e
[ -
s
2
§2]
[&]
2
fe]
?
O b I I I I I I I I I I I I I
0 8 16 24 32 40 48 56 64 72 80 88 96 104
Time since randomisation (weeks)
Number of subjects atrisk
Semaglutide 1648 1619 1601 1584 1568 1543 1524 1513
Placebo 1649 1616 1586 1567 1534 1508 1479 1466
Semaglutide ——  Placebo

Kaplan Meier plot for first event adjudication committee-confirmed CV death, non-fatal Ml and non-fatal stroke using ‘in-trial’ data from subjects in the full analysis set.

*Not prespecified.

CV, cardiovascular; HR, hazard ratio; MI, myocardial infarction.

Marso SP et al. N Engl J Med 2016; 375:1834-1844. DOI: 10.1056/NEJM0al1607141




SUSTAIN-6
Odavarog atrd KapOIaYyYEIOKO AiTIO

5 -
HR, 0.98 (95% CI, 0.65-1.48)

4 4 Events: 44 semaglutide; 46 placebo; p=0.92
=~ 3 2.8%
< 2.7%
c
g
& 2
c
©
=
=2
I 1.
(8}
2
o)
S /

O b I I I I I I I I I I I I I

0 8 16 24 32 40 48 56 64 72 80 88 96 104

Time since randomisation (weeks)

Number of subjects atrisk

Semaglutide 1648 1634 1627 1617 1607 1589 1579 1572
Placebo 1649 1637 1623 1617 1600 1584 1566 1558
Semaglutide — Placebo

Kaplan Meier plot for time from randomisation to event adjudication committee-confirmed cardiovascular death using ‘in-trial’ data from subjects in the full analysis set. HR is from a stratified proportional hazard
model.

Cl, confidence interval; HR, hazard ratio.

Marso SP et al. N Engl J Med 2016; 375:1834-1844. DOI: 10.1056/NEJM0a1607141




SUSTAIN-6
Mn Bavarngopo EM

HR, 0.74 (95% ClI, 0.51-1.08) 3.9%
4 J Events: 47 semaglutide; 64 placebo;p=0.12

2.9%

Subjects with an event (%)

O I I I I I I I I I I I I I
0 8 16 24 32 40 48 56 64 72 80 88 96 104
Time since randomisation (weeks)

Number of subjects atrisk

Semaglutide 1648 1623 1609 1595 1582 1560 1543 1535
Placebo 1649 1624 1598 1587 1562 1542 1516 1502
Semaglutide — Placebo
Kaplan Meier plot for time from randomisation to first event adjudication committee-confirmed non-fatal Ml using ‘in-trial’ data from subjects in the full analysis set. HR is from a stratified proportional hazard
model.

Cl, confidence interval; HR, hazard ratio; MI, myocardial infarction.

Marso SP et al. N Engl J Med 2016; 375:1834-1844. DOI: 10.1056/NEJM0a1607141




SUSTAIN-6
Mn 6avarneoépo AEE

HR, 0.61 (95% ClI, 0.38-0.99)
Events: 27 semaglutide; 44 placebo;p=0.04

Subjects with an event (%)
N

2.7%

O | | | | | | | | |

32 40 48 56 64 72
Time since randomisation (weeks)

Number of subjects atrisk

Semaglutide 1648 1630 1619 1606 1593
Placebo 1649 1629 1611 1597 1571
Semaglutide —

Kaplan Meier plot for time from randomisation to first event adjudication committee-confirmed non-fatal stroke using ‘in-trial’ data from subjects in the full analysis set. HR is from a stratified proportional

hazard model.
CI, confidence interval; HR, hazard ratio.

Marso SP et al. N Engl J Med 2016; 375:1834-1844. DOI: 10.1056/NEJM0a1607141

80 88 96 104
1572 1558 1558
1548 1528 1521

Placebo




SUSTAIN-6
OAIKA OvnoipdéTnTa

5 .
HR, 1.05 (95% CI, 0.74-1.50)
4 Events: 62 semaglutide; 60 placebo; p=0.79 3.8%
3.6%

— 3 -
S
=
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>
o 2
c
@
E=
=2
a 17
(8}
2
fe]
=]
N

O b I I I I I I I I I I I I I

0 8 16 24 32 40 48 56 64 72 80 88 96 104

Time since randomisation (weeks)

Number of subjects atrisk

Semaglutide 1648 1634 1627 1617 1607 1589 1579 1572
Placebo 1649 1637 1623 1617 1600 1584 1566 1558
Semaglutide — Placebo

Kaplan Meier plot for time from randomisation to first event adjudication committee-confirmed all-cause death using ‘in-trial’ data from subjects in the full analysis set. HR is from a
stratified proportional hazard model.
ClI, confidence interval; HR, hazard ratio.

Marso SP et al. N Engl J Med 2016; 375:1834-1844. DOI: 10.1056/NEJM0a1607141




CANVAS

MpwTteloVv KATAOANKTIKO
MACE 3 onueiwv (KA Bavarog, un-6avarneoépo EM ) AEE)

20 1 Hazard ratio 0.86 (95% CI, 0.75-0.97)
18 4 P <0.0001 for noninferiority

p=0.0158 for superiority

16 7

— Placebo
— Canagliflozin

Patients with an event (%)

0 | | ! ! |
0 1 2 3 4 S 6
No. of patients Years since randomization
Placebo 4347 4153 2942 1240 1187 1120 789
Canaglifozin 5795 5566 4343 2555 2460 2363 1661



2Uvoyn KapOIayyEIOKWYV EKBACEWV

Hazard ratio

(95% ClI)

Primary cardiovascular outcome H—l 0.86 (0.75-0.97)
CV death — 0.87 (0.72-1.06)
Nonfatal myocardial infarction — 0.85 (0.69-1.05)
Nonfatal stroke ’ ® 0.90 (0.71-1.15)

Hospitalization for heart failure ' ® " 0.67 (0.52-0.87)

CV death or hospitalization for heart failure —— 0.78 (0.67-0.91)

All-cause mortality —e—1 0.87 (0.74-1.01)

O.IS 1I.0 2.I0
< >

Favors Favors
Canagliflozin  Placebo



CANVAS

AkpwTtnplacuoi

- 20 7 Hazard ratio 1.97 (95% CI, 1.41-2.75) Placebo
NS 18 — Canagliflozin
o
— 16
[
(D) —
S 14
G) —
% 12

10 -
C
- — 8 —
=
(7] 6
(e
Q 4 7
< _
* 2 /”/’_:'

0 T I I I T T

0 1 2 3 4 5 6

No. at risk Years since randomization
Placebo 4344 4217 3037 1289 1247 1194 844
Canagliflozin 5790 5634 4420 2618 2536 2460 1765



CANVAS

Kartayuarta
—~ 20 7 Hazard ratio 1.23 (95% CI, 0.99-1.52) Placeb(? _
N 18 —— Canagliflozin
+ 16
c
o _
> 14
(0]
- 12
CU —
2 8 7
2z 6 -
c
2 Z
© i
o 2
0 ~ T T T T I I
0 1 2 3 4 5 6
No. of patients Years since randomization
Placebo 4344 4182 2987 1263 1217 1162 817
Canagliflozin 5790 5606 4376 2566 2467 2373 1692



EXCSEL MACE 3: utro-avdaAuon

Exenatide Placebo : 0
N=7356 N=7396 Hazard Ratio 95% ClI P value
839 (11.4%) 905 (12.2%) =001
70 -£70 non-inferiorit
MACE 0.91 0.83, 1.00 ( 0.061 )
3.7 per 100 pt-yrs 4.0 per 100 pt-yrs (superiority)
KA 84vaTo 229 258 —_— 0.88 0.73, 1.05
s (3.1%) (3.5%)
455 470 0628
5 —_— _ _ _ (homogeneity
Mn Bavarn@épo OEM (6.2%) (6.4%) 0.95 0.84,1.09 among
components)
Mn 8avam@opo AEE 12° o 0.86 0.70, 1.07
(2.1%) (2.4%) :
0 05 1 _ 15 2
Ymép Ymép
egevationg placebo




EXCSEL Zuvoyn KapdlayyEIoKWV EKBACEWV

Exenatide Placebo

i 0,
N=7356 N=7396 Hazard Ratio 95% CI P value
OAIkA OvnoiyornTa 507 584 —
n ovnoipyorn (6.9%) (7.9%) 0.86 0.77,0.97 0.016
. 340 383
KA 8davaro 0.76, 1.02 )
VaTOG (4.6%) (5.29%) = 0.88 0.096
Oavameopo A pn 483 493 — 0.97 0.85, 1.10 0.622
favarneoépo OEM (6.6%) (6.7%) ' T '
Oavarn@eopo n un 187 218 i 0.85 0.70, 1.03 0.095
. (2.5%) (2.9%)
0avatngeopo AEE
NoonAcia yia OXX 602 570 — 1.05 0.94,1.18 0.402
(8.2%) (7.7%)
NoonAcia yia KA 219 231 = 0.94 0.78, 1.13 0.485
(3.0%) (3.1%)
0 0,5 ~ 1 - 1,5 2
YTép YTép

egevariong placebo




MeAETEG KAOPOIAYYEIOKNG AOPAAEIONG VEOTEPWYV AVTIOIABNTIKWYV
@appakwyv (DPP-4i, GLP-1 RA, SGLT-2i)

CAROLINA CARMELINA NCT01703208

DPP-4i linagliptin linagliptin omarigliptin
Z0ykpion sulfonylurea placebo placebo
16,500 5,400 14,000 6,000 8,300 4,200
AtroteAéopara 2015 2019 2017 AIAKOINHKE
ﬁﬁ@@m
GLP1-RA liraglutide lixisenatide semaglutide  exenatide LR dulaglutide albiglutide exenatide ITCA 650
Luykpion pIac plac pIac placebo placebo placebo
& 8,300 9,400 4,000
AtroteAéopaTa 2016 2015 2017 2019 2018
SGLT-2i canagliflozin dapagliflozin ertugliflozin
Z0ykpion \(\\)\q placebo placebo
n Q?:‘\ 22,200 3,900
AtroteAéoparta 2017 2019 2020



MeAETEG KOPOIAYYEIOKNG AOPAAEIOG — ZUVOWN OKANPWYV eKBACEWV

SAVOR-TIMI 53
HR (95% CI)

EXAMINE
HR (95% Cl)

TECOS
HR (95% CI)

ELIXA
HR (95% CI)

LEADER
HR (95% CI)

SUSTAIN-6
HR (95% Cl)

EXSCEL
HR (95% CI)

EMPA-REG
HR (95% Cl)

CANVAS
HR (95% CI)

ZagayAimrivn AhoyAimrTivn ZirayAmTivn Nigiogvaridn MNipayAoutidn ZepayAoutidn Egevaridn LAR EpmayAhipAodivn KavayAipAodivn

MACE -3

KA 8dvarog

Mn 8avarn@opo
OEM

Mn 8avarn@opo
AEE

OAki} BvnaipoTnTa

NoanAeia yia kap
QVETTAPKEID

Au@IBANCTPOEIS

Neppomdbeia

AkpwTnpiagpoi

1.00(0.89-1.12)

1.03 (0.87 - 1.22)

1.11(0.96 - 1.27)

1.27 (1.07 - 1.51)

1,08 (0.88 - 1.32)

0.96(<1.16)

0.79 (0.60 - 1.04)

1,08 (0.88 - 1.33)

0.91 (0.55 - 1.50)

0.88 (0.71 - 1.09)

1.19 (0.90 - 1.58)

Tsapas et al. Data on file.

0.99 (0.89-1.11)

1,03 (0.89 - 1.19)

1.01(0.90 - 1.14)

1.00 (0.83 - 1.20)

0.98 (0.78 - 1.22)

0.94 (0.78 - 1.13)

0.96 (0.75-1.23)

0.87 (0.78 - 0.97)

0.78 (0.66 - 0.93)

0.88 (0.75-1.03)

0.89 (0.72 - 1.11)

0.85 (0.74 - 0.97)

0.87 (0.73 - 1.05)

1.15(0.87 - 1.52)

0.78 (0.67 - 0.92)

0.74 (0.58 - 0.95)

0.98 (0.65— 1.48)

0.74 (0.51 - 1.08)

0.61 (0.38 - 0.99)

1.05(0.74 - 1.50)

1.11(0.77 - 1.61)

1.76 (1.1 - 2.78)

0.64 (0.46 - 0.88)

0.91(0.83-1.00)

0.88(0.76 - 1.02)

0.95 (0.84 - 1.09)

0.86 (0.70 - 1.07)

0.86 (0.77 - 0.97)

0.94(0.78-1.13)

0.86 (0.74 - 0.99)

0.62 (0.49 - 0.77)

0.87 (0.70 - 1.09)

1.24(0.92 - 1.67)

0.68 (0.57 - 0.82)

0.65 (0.50 - 0.85)

0.61 (0.53 - 0.70)

0.86 (0.75-0.97)

0.87 (0.72 - 1.06)

0.85 (0.69 - 1.05)

0.90 (0.71 - 1.15)

0.87 (0.74 - 1.01)

0.67 (0.52- 0.87)

0.60 (0.47 - 0.77)

1.97 (1.41 - 2.75)



Immﬂwog 2016

o2& eVAAIKEG pE 2AT2 Kal eykATEOTNMEVN KAPDIAYYEIOKN VOO0, N edtTayAipAolivn
evOEikvUTal YIa TNV EAATTWON TNS KAPdIayYEIAKAS BvnoiudTnTac.




Odnyieg ESC 2016 yia rpoAnywn KapdiayyeIakng vooou

Recommendations for management of diabetes

Recommendations Class® | Level® Ref*
Lifestyle changes including smoking cessation, low fat diet, high fibre diet, aerobic physical activity, and strength training are 387
recommended.
Reduction in energy intake is recommended to patients to help achieve lower weight or prevent weight gain. 387
A target HbA | c for the reduction in risk of CVD and microvascular complications in DM of <7.0% (<53 mmol/mol) is
L g 388,389

recommended for the majority of non-pregnant adults with either type | or type 2 DM.
For patients with a long duration of DM, the elderly, frail, or those with existing CVD, a relaxing of the HbA | ¢ targets (i.e. less 389
stringent) should be considered.
A target HbA | ¢ of <6.5% (<48 mmol/mol) should be considered at diagnosis or early in the course of type 2 DM in patients, who 389
are not frail and do not have CVD.
When screening for DM in individuals with or without CVD, assessment of HbA ¢ (which can be done non-fasting) or fasting 390
blood glucose should be considered. An oral glucose tolerance test can be offered when there is still doubt.
Metformin is recommended as first-line therapy, if tolerated and not contra-indicated, following evaluation of renal function. 391
Avoidance of hypoglycaemia and excessive weight gain should be considered and individual approaches (with respect to both 389,392,
treatment targets and drug choices) should be considered in patients with advanced disease. 393
In patients with type 2 DM and CVD, the use of an SGLT2 inhibitor should be considered early in the course of the disease to 394
reduce CV and total mortality.

Lipid lowering agents (principally statins) are recommended to reduce CV risk in all patients with type 2 or type | DM above the 371,372
age of 40 years. !
Lipid lowering agents (principally statins) may be considered also in individuals below 40 years of age if at significantly elevated

B : N ) X 371,372
risk, based on the presence of micro-vascular complications or of multiple CV risk factors.

In DM patients at very high-risk (see table 5),a LDL-C target <I.8 mmol/L (<70 mg/dL), or a reduction of at least 50% if the

baseline LDL-C is between 1.8 and 3.5 mmol/L (70 and |35 mg/dL), is recommended.* 395
In DM patients with high-risk (see table 5), LDL-C target <2.6 mmol/L (<100mg/dL) or a reduction of at least 50% if the baseline

LDL-C is between 2.6 and 5.1 mmol/L (100 and 200 mg/dL) is recommended.*

BP targets in type 2 DM are generally recommended to be <140/85 mmHg, but a lower target of <130/80 mmHg is recommended

in selected patients (e.g. younger patients at elevated risk for specific complications) for additional gains on stroke, retinopathy and

Moo o Pyl gy . . - N 396,397

ia risk. R g dosterone system blocker is recommended in the treatment of hypertension in DM, particularly

in the presence of proteinuria or micro- albuminuria. Recommended BP target in patients with type | DM is <130/80 mmHg.
The use of drugs that increase HDL-C to prevent CVD in type 2 DM is not recommended. 386
Antiplatelet therapy (e.g. with aspirin) is not recommended for people with DM who do not have CVD. 398

BP = blood pressure; CV = cardiovascular; DM = diabetes mellitus; HbA1c = glycated haemoglobin; HDL-C = high-density lipoprotein cholesterol; LDL-C = low-density
lipoprotein cholesterol; SGLT2 = Sodium-glucose co-transporter-2.

*Class of recommendation.

PLevel of evidence.

“Reference(s) supporting recommendations.

9Non-HDL-C is a reasonable and practical alternative target because it does not require fasting. Non HDL-C secondary targets of <2.6 and <3.3 mmol/L (<100 and <130 mg/dL) are
recommended for very high, and high-risk subjects, respectively See section 3a.7.10 for more details.

ournal (2016) 37, 231523




Canadian Diabetes Association
Clinical Practice Guidelines

Pharmacologic Management of Type
2 Diabetes

Chapter 13

(Updated November 2016)

Canadian
Giosies




PEERETT Wuk

Add another agent best suited to the individual by prioritizing patient
characteristics:

PATIENT CHARACTERISTIC CHOICE OF AGENT

Antihyperglycemic agent with
PRIORITY —> demonstrated CV outcome benefit

Clinical cardiovascular disease (empagliflozin, liraglutide)

Consider relative A1C lowering
Rare hypoglycemia

Weight loss or weight neutral
Effect on cardiovascular outcome
See therapeutic considerations;
consider eGFR

See cost column; consider access

Degree of hyperglycemia

Risk of hypoglycemia

Overweight or obesity

CV disease or multiple risk factors

Comorbidities (renal, CHF, hepatic)
Preferences & access to treatment

Canadian
Diabetes

guidelines.diabetes.ca | 1-800-BANTING (226-8464) | diabetes.ca AsSociation
Copyright © 2016 Canadian Diabetes Association



Recommendation 5 %

5. Choice of additional pharmacological agents should
be individualized taking into consideration [Grade D,

consensus]

Patient Characteristics Agent Characteristics

. Degree of hyperglycemia « BG lowering efficacy and
 Risk of hypoglycemia durability

« Overweight or obesity * Risk of inducing hypoglycemia

o il esrdovasetly dumree L S0 QN TR

Cqens « Effect ' 1
«  Co-morbidities ect on cardiovascular
(renal, CHF, hepatic)

» Preferences of the patient

outcomes
e Side effects

e Contraindications

* Access to treatment « Cost and coverage

guidelines.diabetes.ca | 1-800-BANTING (226-8464) | diabetes.ca
Copyright © 2016 Canadian Diabetes Association
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Oral Pharmacologic Treatment of Type 2 Diabetes Mellitus: A Clinical
Practice Guideline Update From the American College of Physicians

Amir Qaseem, MD, PhD, MHA; Michael J. Barry, MD; Linda L. Humphrey, MD, MPH; and Mary Ann Forciea, MD*; for the Clinical
Guidelines Committee of the American College of Physicians

Recommendation 1: ACP recommends that clinicians prescribe metformin to patients
with type 2 diabetes when pharmacologic therapy is needed to improve glycemic control.
(Grade: strong recommendation; moderate-quality evidence)

Recommendation 2: ACP recommends that clinicians consider adding either a
sulfonylurea, a thiazolidinedione, an SGLT-2 inhibitor, or a DPP-4 inhibitor to metformin
to improve glycemic control when a second oral therapy is considered. (Grade: weak
recommendation; moderate-quality evidence.) ACP recommends that clinicians and
patients select among medications after discussing benefits, adverse effects, and costs.

Insufficient evidence exists for clinical outcomes, including mortality, cardiovascular
morbidity, and micro- or macrovascular outcomes, for most drugs and drug
comparisons. The evidence review did not address whether patients who are already
taking sulfonylureas and have stable HbA,_ levels should switch to another medication.
No data exist regarding the best time to add oral therapies to lifestyle modifications.

Qaseem et al. Ann Intern Med 2017. doi:10.7326/M16-1860



EAANnvVIKA AlafnTtoAoyiky ETaipeia (2017)

«  OAa 1a diaTIBEépeva pAapuaKka €Xouv BEon oTNV AVTIMETWITION TNG
UTTEPYAUKQIUIAGC, KAl N ETTIAOYI EVOC EKAOTOU TTPETTEI VA YiveTal ue BAon Ta
TTAPAKATW:

— ATtroteAeopaTikOTNTA (agloAoyeiTal Kal N dIAPKEIA TNG ETTITEUENS TWV YAUKQIMIKWV
OTOXWV)

— Aoc@daAcia Kal aveTTIBUPNTEC EVEPYEIEC

— Kivduvo utroyAukaipiog

— ETmidpaon oto cwpuatikd Bapog (augnon, Meiwon 1 oudéTepn dpdaon)
— Mnxavioué dpaong

— EvOexXOUEVEC EUEPYETIKEC ETTIOPACEIC TTEPA TNG AVTIUTTEPYAUKAIMIKAGC 10iwg OTO
Kapdloayyelakd cuoTnua

— EukoAia xopriynong

— Ne@piki Asitoupyia

—  Tuxév utTapén KapdIaKAG AVETTAPKEIAC
— Tuxov UTTapEN NTTATIKAG AVETTAPKEIQG

— KoéoTo¢ 1600 yia Tov acBevi, ooo Kal yia TO ouompa uyeiag (aueco Kal EUUECO aTTo
TIC EVOEXOUEVEC QVETTIOU

https://www.ede.gr



EAANnvVIKA AlafnTtoAoyiky ETaipeia (2017)

Mivakag 6.1, ETegnynuariké SIGypappa aviIETWINONGS TNG UTTEPYAUKaIpiag oto ZAT2

ANTIMETQMIEZH TOY EA TYNOY
AIAITA AZKHEH AMNQAEIA EQMATIKOY BAPOYE EKMAIAEYEH
MONOOEPANEIA METOOPMINH
AmoteAcopankdmna YynAf (+++)
YroyAuxkapla Oy
Zwpamkd Bapog Oudtrepn A pixpd pekoan
AvemBOpnTEg evEpySEg [EL Garapayés, omdvia yaaxmkd ofiwan
Kéawg MoAU xapnAd
Kapdoayysiaxd dgedog Nai (UKPDS)
AINAOL LYNAYAIMOL | ZOYA®ONYAOYPIA (SU) | MOTAITAZONH (PI1O) | DPP-4i SGLT2i My nrid GLP-1 Baoixf ivooulivn (BI)
Amotehegparxémra | YyrAq (+++) aMd YynM (+++)xaipe | Mérpa (++) Metpxa (++) peyakie- [ YynAq (++++) € YynAq (++++)
wpdoxaipn Gapxaa pn ot upnAéic HbATc | Bidpxexa
YrroyAuxaipka Na Oy Ox Oy Oy Nau
Zwparnxd Bapog Alénan AGEnan Oudérepn Mekoan Meiwan Augnon
AvemBOpnTeg evipyeg | YmoyAukaipics Odna, xardypara, | Oy onpavikig Ao &g oupoyewy,, | FEZ Siarapayte YmoyAuxaipeg
xapdaxn avemdpken. aguddrwon
Koawog XapnAd Xapnho Yo YynAo MoA uynA6 NorkiMe1

POVO TN PETPOPIVT,

Av MapBaver GLP-1 pipnnixd prrops va mpooteBel Baowr) waouhivy,
Av 0 agBeviig dev emBupd eviaun Bepameia pmropei va emmyapnBd mpoodikn emmmAtov amd Tou aTéparog pappidxou (.. P10, SGLT2i)

NBavd ogerog Aogpddena {augnué- | Ogedog Dgerog(LEADER, Nat (QRIGIN)
(PROACTIVE, IRIS) | v voonhsia ya KA | (epmayAspAoliv) SUSTAINS) 1| copalera
pe cafayhmriivy) | (EMPAREG),
P | v + DPP VIE T+ 1PNTIKG 2
LYNAYAIMOZ + DPP-4i +SU +SU +SU +SU + SGLT-2i
+PIO + DPP4i + SGLT2i + DPP4i +PIO + DPP-4i
+ SGLT2i +SGLT2I +PIO + PIO, dx1 pedapa- |+ SGLT2 +GLPA1
+GLP1 {mpocoy| dapa-) + Bl + GLP-1 + Bl +PIO
+ Bl + GLP-1 + Bl
+ Bl
EMANOTYXIAZ Edv AapBdaver 1pmAé ouvBuaapd kan Sev emuy xdva toug ordyous amameial ) évapsn svéapng Bepameiag, (Baowdg voouAivn ) GLP-1 pipnmxd
TPINAOY paxpdg dpdong). Aampolvta éoa amd Tou atéparog Sioxka £xouv évdeifn auy xopriynong epdaov kpBolv amapairnra amd Tov Bepdmovia KaTpd,
LYNAYAIMOY Av MapBaver Baowr) vaoulivn prropei va rpoa teBel GLP-1 pipnrd ) yeupanxs vooulivn f va 1e8s o Eropa peyparaivaoudivig dampivrag

DPP4i, dipeptidyl peptidase-4 inhibitors, SGLT-2i Sodium-glucose co-transporter 2 inhibitors

https://www.ede.gr
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e Standards of Care 2017 - e aoBevelc pue PAKPOXPOVLA LN-EAEYXOUEVO ZAT2
KOl EYKOTEOTNUEVN aONPOOKANPUVTIKA KapSLayyeLOK vOoo, Ba TpEmMeL va
oképteote TNV eumayAidAolivn kat tn AlpayAoutidn, kabwcg €xel davel otl
LLELWVOUV TNV Kapdlayyelakn Kat OALKr) BvnoLlpotnTa otav npootiBevtal otn
ouvnBn aywyn.

o TpeExouoeg peAetec e€etalovy ta kapdlayyelokd obEAN AAAWV TTAPOYOVTIWV
QUTWV TWV KOTNYOPLWV.

Diabetes Care 2017 Jan; 40(Supplement 1): S64-S74
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Mono-
therapy

Healthy eating, weight control, increased physical activity & diabetes education

Metformin

Efficacy”
Hypo risk

\neutraI/Io S

Weight
Side effects

/lacuc acidosis

low

Costs

Dual
therapy™

If HbAlc target not achieved after ~3 months of monotherapy, proceed to 2-drug combination (order not meant to denote
any specific preference —choice dependent on a variety of patient- & disease-specific factors):

Efficacy”
Hypo risk

Side effects
Costs

Triple
therapy

AcOgeveig pe
EYKATECTHHEVN
KapOIayy§I0KN

vooQ

v

Combination
injectable

Metformin Metformin Metformin

+ +
Thiazolidine- LIRAGLUTIDE
dione Exenatide LAR?
high—>._..—~ a4 Lintegigadigime 1 I highae .
low(risk = ) & Llow ] | (oW
gainn,  Z- & Lloss\GEEY 1 1 osSOENY

_edema, = > fxs ..

If HbAlc target not achieved after ~3 months of dual therapy, proceed to 3-drug combination (order not meant tc
any specific preference —choice dependent on a variety of patient- & disease-specific factors):

therapy*

Metformin Metformin Metformin

+ +
Thiazolidine- LIRAGLUTIDE
dione Exenatide LAR?
+

I SGLT2-i !

orl TzD

or | Insulin®

or |GLP-1-RA!
o [z}

or

or | Insulin®

If HbAlc target not achieved after ~3 months of triple therapy and patient (1) on oral combination, move to injectables, (2) on GLP-1 RA, add
basal insulin, or (3) on optimally titrated basal insulin, add GLP-1-RA or mealtime insulin. In refractory patients consider adding TZD or SGL T2-i:

Metformin

; Diabetes Care 2015;38:140-149; Diabetologia 2015;58:429-4424




Mono-
therapy

Efficacy”

Healthy eating, weight control, increased physical activity & diabetes education

Hypo risk

Weight

Side effects

Costs

Dual
therapy™
Efficacy”

Hypo risk

Side effects

Costs

Triple
therapy

v

Combination
injectable

therapy*

AoOgeveig pe
EYKATEOTNMEVN
KAN & XNA

| LIRAGLUTIDE
+

If HbAlc target not achieved after ~3 months of triple therapy and patient (1) on oral combination, move to injectables, (2) on GLP-1 RA, add
basal insulin, or (3) on optimally titrated basal insulin, add GLP-1-RA or mealtime insulin. In refractory patients consider adding TZD or SGL T2-i:

Metformin

|

[ —

Diabetes Care 2015;38:140-149; Diabetologia 2015;58:429-442




Mono-
therapy

Efficacy”

Healthy eating, weight control, increased physical activity & diabetes education

Hypo risk

Weight

Side effects
Costs

Dual
therapy™
Efficacy”

Hypo risk

Side effects

Costs

DPP-4

inhibitor
L intermediate . L
lowrisk .. L
. neutral - |
frare .
high L

Triple
therapy

v
Combination
injectable
therapy*

If HbAlc target not achieved after ~3 months of dual therapy, proceed to 3-drug combination (order not meant to denote
any specific preference —choice dependent on a variety of patient- & disease-specific factors):

4I\{Ietformin _'I\{Ietformin
AocOeveig Ef\li:‘t;ﬁor l -I;IRAGLUTIDE
NAIKIWPEVOL, |
n/kai ue |

eGFR <60

Insulin® ‘

If HbAlc target not achieved after ~3 months of triple therapy and patient (1) on oral combination, move to injectables, (2) on GLP-1 RA, add
basal insulin, or (3) on optimally titrated basal insulin, add GLP-1-RA or mealtime insulin. In refractory patients consider adding TZD or SGL T2-i:

Metformin

; Diabetes Care 2015;38:140-149; Diabetologia 2015;58:429-4424




Healthy eating, weight control, increased physical activity & diabetes education

Mono-
therapy
Efficacy”
Hypo risk
Weight
Side effects
Costs
Dual DPP-4 GLP-1 receptorl{ | Insulin (basal)
therapyTD inhibitor agonist
Efficacy” 1 intermediate ... L high.__________ 3 ¥ highest
Hypo risk Jlow risk L low risk.
Weight-... _neutral - L i [[o]:]: U W (o[ ] o [—————
Side effects drare L Gl W ‘hypoglycemia.....
Costs high L [[o] o NES—— _variable________
If HbAlc target not achieved after ~3 months of dual therapy, proceed to 3-drug combination (order not meant to denote
any specific preference —choice dependent on a variety of patient- & disease-specific factors):
Triple DPP-4 GLP-1 receptor Insulin (basal)
thera Ao.eavai € Inhibitor agonist
Py GH + + +
eGFR <30 | |
H DPP-4-i
|
If HbAlc target not achieved after ~3 months of triple therapy and patient (1) on oral combination, move to injectables, (2) on GLP-1 RA, add
basal insulin, or (3) on optimally titrated basal insulin, add GLP-1-RA or mealtime insulin. In refractory patients consider adding TZD or SGL T2-i:
v
Combination _ . .
|njectable Basal Insulin + LEEEWERRS
O
th erapyi Diabetes Care 2015;38:140-149; Diabetologia 2015;58:429-442




2UUTTEPACHATO

*  O1 yeAéTEC KapdIayYEIOKNG ao@AAEIOG KATEDEIEAV OXI HOVO ao@AAEIa, AAAG Kal 0QEAN yia
TOUAGXIOTOV OUO QVTIUTTEPYAUKQAIUIKOUG TTAPAYOVTEG Kal dUO KATNYOPIES

* Nedtepa dedopéva Ba cival ouvtoua dIaBEaiua yia va eReRaILuoouV(;) autd Ta
atroTeAéopaTa

«  XpeialovTal TTITTAEOV OTOIXEIQ YIA TNV KATAVONON TWV TTABOQUOIOAOYIKWY PINXAVICUWY
TTOU TTPOKAAOUV QUTA Ta BETIKA aTTOTEAEOUATA

* [1a TouG aoBeveic pe ZA Kal eykaTeOTNUEVN KAPdIAyYEIOKr VOOO UTTApXOUV TTAEoV OUO
QAVTIUTTEPYAUKQAIUIKOI TTapAyovTEC JE aiyoupo KA 6@eAOG Kal TPEIC HE dUVNTIKO.

* [lpotiunon yia TTapAayovTteg TTou OxI attAd dev augdvouv aAAd kal eAaTtTwvouv Ta KA
ouuBavrta kai Tnv KA Bvnoiyotnta

 Ta amroTreAéopata autd TiIBavoTaTta 0a odnynoouv o€ avafewpnon Twyv
0EPATTEUTIKWY 0ONYIWV



2UUTTEPACHATO

EmiAoyn ue Baon
— CV ao@dA&ia/atroTEAECHATIKOTNTA
—  TpOoTINAOCEIG — TTPOTEPAIOTNTEG AOBEVWIV

*  AocBeveic pe upnAod Kapdiayyelako Kivouvo: eptrayAipAodivn, AipayAouTidn (oeuayAouTidn;)
kKavayAipAodivn; e¢evaridon LAR;

*  AoBeveic pe kKapdlakn aveTTApKEIA: ATTOQUYI COLAYAITTTIVNG
*  MNaxvoapkol, utreptaoikoi: GLP-1 RA & SGLT-2i

*  O1vedrepeg BepatreuTikEG eTTIAOYEG (DPP-4i, SGLT-2i kai GLP-1 RA) eAarttwvouv Tnv HbA, ., xwpig va
QUEAVOUV TNV ETTITITWON UTTOYAUKOIJIWYV

*  HAIKiwpévol & aoBeveic pe xpovia ve@pikn averrapkela: DPP-4i & GLP-1 RA

_
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