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MpoAnyn Zakyxapwdn Awafntn
Faotpkn Napakapdn: OL EMOPACELC OTO CWHOTLKO
Bapocg ko To peTafoALoMO.

-
: elpoupynOévte

AMQAEIA BAPOY2

P .- & EEEAEN % %

P g g 5 AtaBriTn 3 26

;- . " Yneptaon 16 41
ey - ow W TpwAukepiSio 1 11
e s ) Yopeon % %

ED 5 AaBriTn 51 10

: f Yriéptaon 36 10

13 TpwAukepiSia 94 55
S, TR ...., - JAvtwneptaotkn 83.7 12.8
— 5 - - . aywyn >30% oto

£10¢

ADAMS TD, DAVIDSON LE, LITWIN SE, et al. Weight and metabolic outcomes 12 years after gastric bypass.
N Engl J Med 2017; 377:1143-55
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ZepayAoutidn anaf efdopadlaiwc:
MeAEtn SUSTAIN-3 Zuykpion pe E€evatidnlR

Owerall medn ot baseling: B.3% (67 mmol/mol 5:-"1- glutide Exenatide ER
B.5 - 55 2.0 myg
l — 0.0 D
s -
8.0 64 = C
T f.s 55 T
- E F T OEE
£ 7.5 - 5E = E 2 E
E 2., 110 §3
< E 8 = E
3 7.0 k53 . £ g E
"{E ;.." 3 b =165 E
6,5 = = U
ol N L .72
ETD: —=0.52%* [-0.80, -0.44] s
6.0 T T L L L v T a2 =5 78 rmimol/ mol® :'-J.'i.’ﬂ- --i.56: ]
O 4 B 2 16 23 30 Al 56
Time since randomiration [ wesek)
===Semaglutide 1.0 mg Exenatide ER 2,0 mg
Overall mean at baseline: 95.8 kg Semaglutide Exenatide ER
96 = 1.0 mg 2.0 mg
0O -+
95 4
— B L1
_2’ 94 4 ‘; 5
. c N
.E" 93 + E
o - =3
=z 92 a
= E _4
S 91 4 e )
[ & & x =
. 'r\—__* 2 o
90 4 = 5
=
89 O =6 4
s} 4 8 12 16 23 30 40 56 ETD: —3.78 kg™
-7 4 [—4.58, —2.98]

Time since randomization (week)

—a— Semaglutide 1.0 mg Exenatide ER 2,0 mg

AHMANN AJ CAPEHORN M, CHARPENTIER G, etal. Efﬁcacy and safety of once- weekly Semaglut1de versus Exenatide ER

lpec dglmg[m ?327/91;;17 0417
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Xopnynon oo Tou oTOMATOC ZEUOYAOUTIONG OE
oUYKpLON HE TN Xopnynon ZepayAoutidng untodopiwe

Yakyapo Nnoteiog

© Placebo
Oral semaglutide, mg
o 25

& change In FPG over 26 wk 05
e 10

200+ e 20
e 40

@ SCsemaglutide 1 mg

FPG, mg/dL
@
o

-
o

:so: \i} ————— %
| \i— ] >

1204
wmwi———————
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time Since Randomization, wk
No. of patients®
Placebo 68 68 61 57 50
Oral semaglutide, mq
25 66 66 ) 58 55
5 66 66 60 59 55
10 66 66 61 61 57
20 69 69 60 53 47
40 66 66 60 54 45
SC semaglutide 1 mg
63 63 62 57 43

Y WHATLKO Bapocg

change In body weight over 26 wk

93+
L R N
914 r\i\g\ﬁ - o g‘]"—
g i\i %3
£ 8 .
= F i T
i 87 \‘!\\\ i .
85- h—gﬂg
83

No. of patlents?
Placebo 71 68

oral semaglutide, mg
25 70 68

5 70 68
10 69 65
20 70 66
40 n 66

SC semaglutide 1 mg
69 66

0 2 4 6 B 10 12 14 16 18 20 22 24 26

Time Since Randomization, wk

64 57 51
64 60 56
63 61 57
62 60 57
57 51 47
63 50 46
65 57 46

HbAlc

] o w By i g 1 FE
§
x |
e
1
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|
|
y
P pe——

DAVIES M, PIEBER TR, HARTOFT-NIELSEN ML, et al. Effect of Oral Semaglutide compared with placebo and subcutaneous
Semaglutide on glycemic control in patients with type 2 diabetes: A randomized clinical trial. JAMA. 2017; 318:1460-1470
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Metdoppivn Bpadeiag Kot AREONC AMOSECUEVONC

0+ —0— ld=tiamie 2R (N = 2EE)
o -0.051 —&— petomin 1R N = 371
- ]
B
o
E L]
EE
k-]
§i
-
£
a
3
x

Time [weeks)

53 284

Metformin XR 1€ 253 243 250 s
Metformin IR 271 286 240 282 253

AGGARWAL N, SINGLA A, MATHIEU C, et al. Metformin extended-release versus immediate-release: an international,
randomized, double-blind, head-to-head trial in pharmacotherapy-naive patients with type 2 diabetes. Diabetes Obes

Metab. 2017; 1-5. doi.org/10.1111/dom.13104
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Metdoppivn:60 xpovia

NpoAnyn

Ev600nAlo

i EvawoOnoia otnv
/ wooulivn
Ogpaneia ®Aeypovi
Amwéeg Hnap

MuwpopBLoKoopo

BAILEY CJ. Metformin: historical overview Diabetologia 2017; 60:1566—1576
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Metdoppivn otov Zakyapwdn Awaitn tonov 1
MeAétn REMOVA

ATAR TUPAN peletn Mpoobnkn petdpoppuivng oe aobevelc pe
nakpa otapketa ZA 1 kat vPpnAo kapdlayyeloko kivouvo yua 3
Xxpovia

AEN peilwoe tnv e€€Aén tng aBnpwokAnpwonc (averaged
mean cIMT)

AEN BeAtiwoe tov YAUKALULKO EAEYYO.

Mewwoe to Zwuatiko Bapoc, LDL cholesterol, kat 66on
t(voouAivnc/kg2B

KAMMIA EMIAPA2H otn MIKPOAITEIOIAOGEIA.
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Xopriynon aaotoAEwv SGLT-2 otov 2A1

DAPA Meretn DEPICT
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Dandon P.Lancet Diabetes Endocrinology 2017
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Kapdlonpootaoia kat vepponpootacio Twv
VEWTEPWV AVTLOLABNTIKWV aywywV
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KavayAipAolivn: MeAetn CANVAS

_ ® Secondary prevention O Primary prevention < Overall population
Patients per
1000 patient-years
Number of Excess number of active patients experiencing
participants Canaglifiozin Placebo the event in 1000 patients over 5 years (95% CI)*
CV death, nonfatal M, 79? 3:"1 oo = ¢ '] Rt B
14%  or nonfatal stroke 215 15.8 15.5 —a—il 2(-20,23)
1011 26.9 31.5 — | -23 (—42, -4)
Hospitalization for 198 73 13 ) ~20(=33,-7)
33%  heart failure 4 25 42 il 8¢18,2
243 5.5 8.7 <> | -16 (25, -7)
40% reduction in eGFR 179 6.4 10.5 —o— | -21 (-33,-8)
40% renal replacement therapy, 70 4.1 6.6 P -13 (25, 0.5)
or renal death 249 5.5 9.0 e | -18 (27, -8)
154 8.6 4.4 e 21 (11, 31)
Lower extremity amputation 33 2.8 1.7 r:+n—| 53, 13)
187 6.3 34 <> 15(8, 22)
I ! ! 1 ! 1
ol Bavatol ano kapdlayyelaka aitia dev -80 60 —40 -20 0 20 40
‘ ‘ s W =
eudavicav peiwon otnv CANVAS Benefit Harm
b SR B B e ST L e S N e e e

prevention of cardiovascular events: Results from the CANVAS program (Canagliflozin Cardiovascular Assessment Study)
Circulation 2017; DOI: 10.1161/CIRCULATIONAHA.117.032038; Originally published November 13, 2017.

e
I 83; ‘,‘ﬁ‘ % National and Kapodistrian Department of
&

_5\ University of Athens Clinical Therapeutics 3,54/ &
.’_. .



O emdpaoelc tnc anoé eféopadLaiwe XopnyoUuHEVNG
E€svatidng otnv KapSLayyELOK) VOOO OTOV
Zakxopwdn Awapnitn tunov 2: MeA€tn EXSCEL

B Death from Any Cause

Patients with Event ()

No. at Risk
Placebo
Exenatide

100+
Hazard ratia, 0.86 (95% CI, 0,77-0.97)

15
80+

12 g

9 Haceb
60-] et

6 = Exenatide
04 :

0= T T

0 1 2 3 4 §

20+

Y ears since Randomization

7396 7344 7278 7058 6470 5019 4091 3478 2666
7356 7304 7234 7028 6433 4991 4095 3513 2698

1695 892
1726 907

MpwiLpo TeAOC TNG LEAETNC

A Primary Cardiovascular Outcome
1 00 18
Hazmrdrata 091 (95% CL 033-1.00) ol
15 PO .O001 for non inerioriy S
P=0.06 for superioriy o
20 -
7 124 Mambo
- 3 _,""’ Exernande
|.§ &0 D
L. =
- =
5 3]
é 40
o
. ’ T T T T
= 1 2 k]
o
i i S
_____A-—‘r--"‘—
T T T T T T T T T 1
1 2 3 B 5
Years sin ce Ran domiz ati on
No.at Risk
Phcebo 7396 7120 &897 6565 S9508 443 3565 96l 2209 1366 L
Ex enatche 7356 7101 &893 6580 S912  a4rs 3595 3053 281 1417
C Death from Cardiovascular Causes
100
18
Hazmrdrato 033 (9%% CI1,0.76-102)
15
= -
- 124
_E 0
»
5 40+
=
(=
3

D Hospitalization for Heart Failure

Patients with Event (3§

No. at Risk
Placebo
Exenatide

100~
181 Hazard ratic, 0.94 (95%C), 078-1.13)
154
80|
124
60 :
6| Placebo
S
40 14
= Exenatide
04
1 2 3 4 5
20-]
T T T T 1
2 3 4 5
Years since Random zation
7396 7183 7019 6743 6112 4678 3756 3156 2375 1464 735

7356 7174 7023 6756 6108 4669 3790 3234 2430 1517 776

Holman RR, Bethel MA, Mentz RJ, et al. EXSCEL Study Group. Effects of Once-Weekly Exenatide on Cardiovascular
Outcomes in Type 2 Diabetes. N Engl J Med. 2017; 377: 1228-1239
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AntoteAéopata TtnG xopnynong AtpoyAoutidng otn
vedpLKn vOoo oto Zakyopwdn Awapnitn tumov 2

MANN JFE, @RSTED DD, BROWN-FRANDSEN K, et al

University of Athens

A Compesite Renal Outcome

_ loo+ L0 Hazard ratio, 0.78 (95% CI, 0.67-0.92)
3 | P=0.003 ; -
BQ 8 J
§ 6
(M)
s " i
% 40+ 74
§ 0
& :
&
0 T | T T T T T

o B 12 13 4 30 i6 42 43 54
Maonths since Randomization

Mo. at Risk
Placebo 45672 4647 4540 &478 4316 419 4094 31990 1613 413
Liraglutide 4668 4635 4561 4492 4400 4304 4210 4114 1632 454

B Mew Onset of Persistent Macroalbuminuria

_ 1004 109 barard ratin, 0.74 (95% C1, 0.60-0.91)
£ | 3| P=0.004
= B0+
£0
Hi 1 4
E— a0 3
£ 0
g 204 I
o B
&
[ T f Y T )
a [ 12 18 24 30 is 42 '] 54
Maonths since Randomization
Mo. at Risk
Placebo 4572 4646 4551 4455 4339 4752 4162 4073 1642 442

Liraglutide 4663 4638 4570 4508 4437 4353 4268 4182 leb2 46l

C Persistent Doubling of Serum Creatinine Level

_ s 10 azard ratic, 0.89 (95% CI, 0.67-E.19)

£ g+ P-0.43

= B0

E [

& " i

B

.-E i 2 .f‘arrh-n

.| Liraghutsde

i 70 0 T f T T T T T T

-FL' 0 & 12 18 24 30 36 42 4B 54
1] T T T T T T T
6 & 12 18 24 W 36 42 48 54

Maonths since Randomization
Mo at Risk

Placeba 4672 AGAT 4596 4539 444T 4367 4287 4106 1632 456
Liraglutide 4668 4539 4591 4544 4476 4403 4337 4264 1692 475

D Continugus Renal-Replacement Therapy

_ 10y 109 Hazard ratio, 0.87 (95% CI, 0.61-1.24)
£ | g P-0.44
£ i
E | [
iR
H l 4
5
S 2+ Plicebe
a | = Liraglutide
4 0
k. 0 & 12 18 24 10 316 42 48 54
QO T T T T Y T T ¥
o 8 12 13 i4 30 i1:1 42 43 54
Months since Randomization
Mo. at Risk
Placebo 4672 4645 4590 4537 4454 43170 4299 4227 1699 d&l

Liraglutide 4668 4540 4596 4547 4484 4416 4349 4282 1710 433

; LEADER Steering Committee and Investigators. Liraglutide
Med.2017; 377:839-848
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AnoteAsopatikotnta Kot acpaAeia tne lvoouAivng
Degludec o€ ocuykpionue tnv lvoouAivn Glargine otov
Zakyopwdn Awapnitn turov 2: peAetn DEVOTE

A Primary Compaosite Outcome

B Death from Cardiovascular Causes

1004 Hazard ratio, 0.91 {95% CI, 0.78-1.06), 100+ Hazard ratio, 0.96 (95% CI, 0.76-1.21)
a0 - noninferiority confirmed 90+ P=0.71
£ 8 ; P<0.001 Glargine g 1;»:
E ™ & Degludec E kit 4 Glargine
o B0 i w50 14 Degludec
§ 50+ i é 504 r
; 40- 2. ; 40 1
E 30+ 0 T T T T T T T T 1 E 304 4] 1 T T T T T T T T 1
z 30 o 3 -1 8 12 15 13 21 X 27 10 = 204 o k| B 9 12 15 18 21 24 27 MO
104 10+
] = E - . . 4]

0 3 & 9 12 1% 13 21 M 1 30
Months to First Event

o 3 1 L] 12 15 18 21 24 27 k(1]
Maonths to First Event

C Nonfatal Myocardial Infarction

il Hazard ratio, 0.85 {95% CI, 0.68-1.06) 100+ Hazard ratio, 0,90 (95% CI, 0.65-1,21)
S0 P=0.15 %0 P=0.50
B Gl | LT
= A0+ largine = B0+
£ % 5 £ - 5
E 4 t | 4-
2 60+ 3 Degludec IE &0 )
| liva

,‘E 50+ 3 -; 50 2 Glargine
= thE 1 " 40 14 Degludec
5 304 0- T T T T | E 304 0 T T T 1 T T T ¥ 1
" 12 21 24 27 10 " o i & 9 1z 1% 18 31 24 37 10
a4 a 20+

10- 10

u 1 T T T T T 0 T T

T
i} 3 B 9 12 15 18 21 4 27 L4 ]
Maonths to First Event

1 T
0 b 6 ] 12 15 18 21 24 27 30
Manths to First Event
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Faster aspart: H yvwplun tvoouAivn aspart o€ vea

bOoPUOKOTEXVLIKN LopPn

[Niacinamide: Auéavel tnv anoppodpnon

Bitapivn B3
NH,

Insulin aspart NH;

H ntpocBikn twv 800 k&YX WV TPOTOMOLEL TIG HAPLAKOKLVNTIKEG LOLOTNTEG TOU [opiou

FDA. Inactive ingredient search for approved drug products database. www.accessdata.fda.gov/scripts/cder/iig/index.cfm
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QoapuokoAoylkec 16LO0TNTEC TNC tvoouAivncg FIAsp

Heise T, Clin Pharmacokinet 2017

FIAsp= Asp+6U0 €kdoya:
Nwaowapidn:

ToxUTEPN anoppodnon
L-Apywvivn:
2taBepomnoinon popiov
FIAsp vs Asp

Tayutepn évapén dpaong (4.9 vs
11.2 min)

Tayutepn 50%Cmax
(20.7 vs 31.6 min)

IAsp serum conc. (pmol/L)

GIR (mg/kg/min)
5
|

Faster aspart
= = = [nsulin aspart

300
250 -
200 — ’
150 ’

100 b

50— ’

0 30
Time (min)
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BeAtiwon tou YAUKOLULKOU eAEyxou o€ IA1 acBeveig

e xyopnynon FlAsp vs Asp o oxnuot basal-bolus MeA€tn ONSET 1.

Russell-Jones D, Diabetes Care. 2017

=MoAuKevTpLKN TuXatomotnpevn dpaong 3 HeEAETN. AlapKela 26 BSoUAdEC
=*Meiwon tng HbAlc kata —0.15% o€ FIAsp npo yebpatog vs Asp
=*H xopniynon tn¢ FIAsp 20" MeTA TO YEUMO SEV ATV KATWTEPN Ao TNVASP IIPO As

=*NS ota UTTOYAUKOILULKA ETELOOSLA

A 7 4 - 126
= —E -
= 64 - r108 3
E 5 ) ;%&""' %\ %0 I
£ 4 _-":./: P F 72 g
d TR ® v .
) | v L =g
g 2 A 36 3
-= Insulin aspart (mealtime) = 82 T b 66
g 1 /// —=— Faster aspart (mealtime) r® E I Fas‘g' aspart (pOStmeal)
0 " - - - - o 8.0 i& = Insulin aspart (mealtime) 64 =T
. - ) : =
a Median bolus dose: Time (min) ey L= -+ Faster aspart (mea]tlme) po
2 0.1 Ulkg = 7.8 4 62 =z
B, * - 126 _— ~d —_
— o 2 - . 3
= .- am—— e B o 16 : =y z I 0 3
E o] g w0 = 2 R —— S — + S
E 2l L 22 g b= = 7.4 1 — — §—'_-I-—,_ m} 58 3
g 5| . % L ca E { =3
g o] oz 72 56 =
£ =
-+ Faster aspart {postmeal) = o~ y
g T = Insulin aspart (mealtime) -1 £ 1 1 T r . r J
0 pe . 7o o o ° -10 -5 =10 4 8 12 16 20 24 26
Bolus (Io.se: Time (min) a : . -
ey i Time since randomization (weeks)

Mealtime  Postmeal
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FI Aspart ZA tumou 2 MeTaygupaTikoG EAeyX0C oTLC 26 efSopadeg

MeA€tn ONSET 2

PPG increment (mmol/L)

*p=0.0198.

Week 26

1-h ETD:*

-10.6 mg/dL [95% CI: -19.6; -1.7]

2-h ETD:*
-6.6 mg/dL [95% Cl: -14.5; 1.4]

0

tConfirmatory secondary endpoint, not statistically significant

Median bolus dose:
0.16 U/kg

60

120
Time (min)

ETD represents PPG change from baseline estimates. The analysis was based on an ANOVA model.

Error bars: + standard error (mean)
ANOVA, analysis of variance; CI, confidence interval; ETD, estimated treatment difference (faster aspart-insulin aspart); faster aspart, fast-acting insulin aspart; PPG, postprandial plasma glucose

Bowering et al. Diabetes Care 2017;40:951-957

180

240

90

72

54

36

18

(Ip/Bbw) JuswaIduUl HAd

—— Faster aspart

— Insulin aspart
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BeATiwon TOU HETAYEUMATLKOU EAEYXOU UE XOpPryNnon
FIAsp vs Asp og XAl aoBeveic pue CSIl MeA€étn ONSET 4

Bode B W. Diabetes Technology & Therapeutics 2017

UtAR-TU LAGTAUPOUHEV HEAET A 25, -
" AldpKeLog 15 NUEPWV HE SOKLHAOTLKO YEU QL
" NapakoAoUOnon pe CGM , ———
G R Faster aspart |l
=4
<3.9 mmol/L (70 mg/dL) | P=0.008 3 peo.001
E 45 | P=0.004
: _ —
(=]
§ -
_ s
<3.5 mmol/L (63 mg/dL) P=0.039 2 :
<3.0 mmol/L (54 mg/dL) | P=0.148 0.5 1 ' I
0]l EEEN =
<2.5 mmol/L (45 mg/dL) , P=0.557 IGover1h IGover2h

After all meals

o Duration of low |G levels per 24 h
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DIAMOND

GOLD

H entibpaon tov CGMS o€ aodeveic ue ZA1 o oxnua

Cumulative distribution of HbA,_ at 24 wesks
1004

rFy v% % 3

C(umulative Disyibution

./f."’
o 13%

e o 8 &
“ o
1

HbA,, 2t 24 Woeks, X

=sTuxoomownpévn peAétn (HNA)
=158 aoBeveig, dLapkeLa=6 PAVES
=JUykpion CGMS vs SMBG
»Meiwon tng A1C (1%vs 0.4%), avegdptnta
nAwiag, popdpwong, apxikng A1C (7.5-10%)
»A1C<7%: (18 vs 4% )
» Meiwon tou xpovou urmtoyAukopiog
(r<70mg/dl)

43 vs 80 min/d

Beck, R. JAMA 2017

+76 min in range s

7.5

7.6

TTOAAQTTAWV EVECEWYV IVOOUALY

: q_:{‘\{gjki - 1

w TGH firm
O Comamional therapy fire
Racaiving CCM

1

1.5 0 1

T
B 10 11 13
Kaonth

{ T L79%~T—

UTuxawonownpévn,dtactavpolpuevn Zoundiki
MEAETN
U 161 aoBeveic A1C>7.5% AldpKeLO=6
MAVEG KAOE OKEANOG
=JUykpion CGMS vs SMBG
»Meiwon tng A1C = 0.43%

(apx:8.6% - 7.92 vs 8.35%)
» Meilwon TwV UTTOYAUKOULLLKWYV EMELOOSLWV
» ZNMHOVTLKN LKaVoTtoinon oo tnv Xpron tov
CGMS
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H texvolAoyia Flash Glucose-Sensing yia napakoAouOnon twv
TLHWV YAUKOTING aipatog otnv dLaxeiplon tTwv
LVOOUAWVoOepaneuopevwv acOevwyv pe Zakxopwdn Awapntn
tunov 2: MeA€tn REPLACE, ko tUmou 1:peAEtnIMPACT

Time in range

Tima = rangs
Time > 10.0 mmoll Time »10.0 mmo

Time > 13.3 mmolL —r— Tirma »13.3 mmol!
TII'I'I-G‘ ,1& T'l'ﬂl'l"lﬂl.l_ & F Time =18.T mmol'
Mean glucoss

Mean glucose

Timg <35 mmol

Time < 3.8 mmoll — Tirn 3,1 mmol

H_HJ-’ < 3 8 mmaollL ] Tima <2 5§ mmol
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