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Metformin

T Glucose uptake TZDs
T7Ds T Glucose uptake
T Glucose uptake
Meglitinides, GLP-1RA
Sulphonylureas | Gastric emptying
T Insulin release
DPP-4i, GLP-1RA :
| Glucagon secretion Talp1
T Insulin secretion T
> TGLP-1
T2Ds | 4 Glucose absorption

T Insulin sensitivity

Metformin =
| Gluconeogenesis T Renal glucose excretion

Nature Reviews | Endocrinology
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Eupavion oc aoOeveic pe

About 30% of the patients with
DM type 1 or 2 will develop DN

Diabetic

Nephropathy
60-90% of the diabetic patients

are type 2

Diabetic Nephropathy, American Diabetes Association Diabetes Care 26:594-598, 2003
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2TOXOZX THXZ TAYKAIMIKHZ PYOMIZHZ

Summary of Glycemic Recommendations

Table 6.2—=Summary of glycemic recommendations for many nonpregnant adults

with diabetes

AlC <7.0% (53 mmol/mol)*
Preprandial capillary plasma glucose 80-130 mg/dL* (4.4-7.2 mmol/L)
Peak postprandial capillary plasma glucoset <180 mg/dL* (10.0 mmol/L)

*More or less stringent glycemic goals may be appropriate for individual patients. Goals should be
individualized based on duration of diabetes, age/life expectancy, comorbid conditions, known CVD
or advanced microvascular complications, hypoglycemia unawareness, and individual patient
considerations. TPostprandial glucose may be targeted if A1C goals are not met despite reaching
preprandial glucose goals. Postprandial glucose measurements should be made 1-2 h after the
beginning of the meal, generally peak levels in patients with diabetes.

damerkcan Diabetes Associathon Standards of Medcal Cane in Db et s
Olassifcation and disgnoasis of dabetes., OAsbates Cone 2018 40 {Suppl. 15 513-522

Management of hyperglycaemia in type 2 diabetes, 2018. A consensus report by the

American Diabetes Association (ADA) and the European Association for the Study of
Diabetes (EASD)
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The new consensus report by the American Diabetes Association (ADA) and
the European Association for the Study of Diabetes (EASD)for the
Management of hyperglycaemia in type 2 diabetes, 2018




DECISION CYCLE FOR PATIENT-CENTRED GLYCAEMIC MANAGEMENT IN TYPE 2 DIABETES

REVIEW AND AGREE ON MANAGEMENT PLAN ;

*  Review management plan .
*  Mutual agreement on changes EVNHEPWVETAI YIA TIC

»  Ensure agreed modification of therapy is implemented E‘I'I'IAOYéQ Gepcmeiag Krai

in a timely fashion to avaid clinical inertia .
«  Decision cycle undertaken regularly : O’UVG‘I’I’O(DC(?’IZCI HE Tnv
(at least onceltwice a year) ouaEa... 7
NS FLTORS WHICH IMPACT
ONGOING MONITORING AND GBA I's CHOICE OF TREATMENT

SUPPORT INCLUDING: OF CARE Individualised HbA,_target

»  Emotional well-being i Impact on weight and hypoglycaemia

«  Check tolerability of medication » Prevent complications Side effect profile of medication

»  Monitor glycaemic status « Optimise quality of life Complexity of regimen i.e. frequency, mode of administration

* [Binfeedback including SMBG, Choose regimen to oplimise adherence and persisience
weight, step count, HbA, , BF, lipids Access, cost and availability of medication

O aoBeving

- - - L] - -

' SHARED DECISION-MAKING TO CREATE A
— MANAGEMENT PLAN

IMPLEMENT MANAGEMENT PLAN
+  Patients not meeting goals generally *  Invalves an educated and informed patient (and their
should be seen at least every 3 familylcaregiver)

——
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= Achievable

ASCYD = Kheraseleratic Cardavascular Disexse
KD = Chranic Kidney Disease - Realistic
HF = Heart Failure = Time limited

[ISMES = Diabetes Seli-Management Edutation and Suppart
CMPBE = Salf-Hanitarad Blood Mucnse
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Profiles of Antidiabetic Medications

TZD SuU
MET GLP-1 RA SGLT-2i DPP-4i AGi (moderate GLN COLSVL BCR-QR INSULIN PRAML
dose)

Neutral Neutral NEE] NETEL Neutral S Neutral Neutral :
Mild

Not Indicated for
eGFR <45 mL/
natide - Dose
Lz Adjustment
; ~dicate Necessary
' : . . (Except .
PR Genital Mycotic pieELs : : _
RENAL / GU itaetions Linagliptin) Neutral Neutral 0 Risk Neutral | Neutral . Neutral

Effective in

i Reducing

BZC:_IS;:EI; Possible Benefit Albuminuria
Liraglutide of Empagliflozin

Gl Sx Moderate Moderate Moderate Neutral Mild Moderate Moderate

Moderate Neutral Neutral Neutral : '
Neutral See #1 See #2 See #3 Neutral May Bosaibla Neutral
Reduce ASCVD Benefit Safe Neutral
Stroke Risk Risk
: Moderate
Neutral Neutral Mild FI:;':kcture Neutral Neutral Fracture Neutral Neutral Neutral Neutral Neutral
Risk
DKA Can Occur
Neutral Neutral in Various Neutral Neutral Neutral Neutral Neutral Neutral Neutral Neutral
Stress Settings

HYPO

CHF
CARDIAC

ASCVD

KETOACIDOSI

1. Liraglutide—FDA approved for prevention of MACE events.
2. Empagliflozin—FDA approved to reduce CV mortality. Canaglifiozin shown to reduce MACE events.
3. Possible increased hospitalizations for heart failure with alogliptin and saxagliptin.

I rew adverse events or possible benefits Likelihood of adverse effects

Use with caution

COPYRIGHT © 2018 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE. DOI 10.4158/C5-2017-0153



TToia eival n [mpwTn epwrTnon

7OV mPETEI vd AmaAvVTdTadl [Am0 TO YIATPO

TPIV ThV XOpNYNON QApUAKEYTIKNG aywyng ::

Mari mpéwel auto va ekaBapileTal and Tnv

apxn.:

[
Yrapxel R v urdpxel

EYKATEOTNHEVN N VUPEpTOUoa
Kapdiayyeiakn vooog

KaBwce Kkai xpovia Ve@pikA voooc:;




LLUCUSE-LUWERING MEDICATION IN TYPE Z DIABETES:

FIRST-LINE THERAPY IS METFORMIN AND COMPRENENSIVE
IF HbA,, ABOVE TARGET
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SELTT with evidence of reducing
HF andler CKD progression i BLP-1 Riwith
VTS 3 0GR adequate’ D4 P A E ™ plfgeone ST - T
far weight loss®
1 SGLTZH e bleeated e o F T i T -
coniraindicated or il eGFR less T T T T ‘LF
i adeqae e -1 somtpet | | sbovetwpet | | sbwetarget | | sbowtaget | | WHOL sbewiaet | | A bt |
o At ¥ ¥ ¥ ¥ ¥
W BLP-10A SGTF
" e~ ] abews SEIE SHTH 1] 0 GLP-1 RA with
14, e e -"+ — o o 0PP-4i 0Pk SELTF P T o
L 4 10 ™ oR " for weight loss
Il:l'lillfirﬂlmiiﬁuli:llii mequined or « keaidl TID in fhe selting of HE [ BLF-1RA
Dhasst inperls Bemaseivating OV salely: ¥ ¥ AR ¥
| - Considr ading theathe class 11 HBA, bove target | 1 e bt | | nmea et |
[
Cousider adding the other class ] ﬁﬂﬁ"mul "I '".“h . o ¥ W
'I:I:.]P;:?mhﬂm off HF i et on GLP-1 R Contisue wilh addilion of olber agenis a5 outlined sbave If triple therapy required o SGLTE - Mhﬂ'ﬂl‘rhﬂ.nﬁnﬂ
P = Basal sy’ ,4, andior GLP-1 RA ned boleraled e Lovwest acquisition cost
Friievhataniy eontrangicaled wse regmen with o
Basal itsalin? - Bk abave ] o ; ; -
o e Lowest rsk of weight gain - Consider DPP-i OR SGLTZi with
Iowest acquisiton cast”
- w PREFERABLY scpisiion
[Consider the addition of 51" OR beasal inselin: DPP-4i {il ot an GLP=1 RA
» Chonse later generation 51 with kower risk of hypoghyzaemia based e weight neutrality
+ Corsider basal insulin with Lower risk of Bypoghecasmia’ 11,-
If DPF-Ai st tlexated ar
1, Prowns YD berafl meates & bas abel inchation of iducing CFD ety For GLP-1 RAstiusgast 5 Low desi may e bumee teleraled (haugh best wel statind e [V sttt conlrainicated ar palierd. sveady on
endience lor linglstide - semaglulide « enenatide evieaded releane. For SELTR evderce b Chome Lok geaeration SU wth lawer risk of ypogiycaema BLE-1 R cautisus additisn al:
madesty vronger b empaglifiane » caraglifiaria. 1. Deglader | glargine LI < glargine: U100 { detemir « WP ireudin
3. B awat Tt SGUTT vary by regpen and indvidaal agtet with spgard 1 indhcaned lewel of 6% 0 Sevvaglutide = licaghatide » dulaglatiot = tomatie » Exrigratide * S0+ T - Basal insalin

Iar indlistien and cohnised

3, Both empagliizein and casaplifieria have shawn redection in BF and reduction i (XD
pogression is OAlTs

i, Deoludee o U100 glarciss Bawp drmsrdiraled D0V gally

1. H ma speciie comertagitien |La ng entablished OV, lorw risk of bypeglytasmia asd lows
pricrity o awaid weight gain er s weight-related comorbidities)

1. Comider couniry- and regiae-saedfic cast of diwga. ln sore couatries T2Ds relatively mase
iapitcrag and DPF-Ei relalvity chidgl



https://media.springernature.com/original/springer-static/image/art:10.1007/s00125-018-4729-5/MediaObjects/125_2018_4729_Fig2_HTML.png

CHOOSING GLULCUOSE-LOWERING MEDICATION IN THUOSE
WITH ESTABLISHED ATHEROSCLEROTIC CARDIOVASCULAR
DISEASE (ASCVD) OR CHRONIC KIDNEY DISEASE (CKD)

Use principles in Figure 1

Use metformin uniless contraindicated or not tolerated

If not at HbA, target:

- Continue metformin unless contraindicated (remember to adjust doseflstop metformin with declining eGFR})
- Add SGLTZi or GLP-1 RA with proven cardiovascular benefit' (see below)

If at HbA, target:

- If already on dual therapy. or multiple glucose-lowering therapies and not on an SGLTZi or GLP-1 RA, consider switching to one of these
agents with proven cardiovascular benefit' (see below)

DR reconsider/lower individualized target and introduce SGLT2i or GLP-1 RA

DR reassess HbA, at 3-month intervals and add SGLT2i or GLP-1 RA if HbA, goes abowve target

PREFERABLY
SGLT2i with evidence of reducing HF and/or CKD
progression in CVOTs if eGFR adequate?®

If SGLTZi mot tolerated or contraindicated or if eGFR less ‘

. SBLTZi with provemn
GLP-1 RA with proven . =
CVD benefit! CVD benefit”, if

eGFR adequate?®

han adeguate? add GLP-1 RA with proven CVD benefit'*

If HbhA, abowve target Ff HhA, abowe target

S = o

If further intensification is required or patient is unable to tolerate - Avoid TZD in the setting of HF

oose agenits demonstrating satety:

Consider adding the other class (GLP-1 RA or SGLTZi) with
proven CVD benefit’
DPP-&i if not on GLP-1 RA

Consider adding the other class with proven CVD benefit’
DPP-4%i {not saxagliptin} in the setting of HF (if not on GLP-1 RA}
Basal insulin®

Basal insulin® Su*
TZD*
su’ )
1. Proven CWD benefit means it has label indication of reducing CVD events. & Caution wit- =" — = ©
For GLP-1 RA strongest evidence for liraglutide > semaglutide > exenatide 5. Deglude
extended release. For SGLTZi evidence modestly stromger for empagliflozim > B Low do 1 for CVD effects
canagliflozin. 7. Cho~

2. Be aware that SGLT2i vary by region and individual agent with regard to
indicated level of eGFR for initiation and continued use

3. Both empagliflozin and canagliflozin have shown reduction in HF and to reduce

CHKD progression in CYOTs

II‘I‘IE]"ICHI"I

Diabetes
. Association.
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SG6LT2 inhibitors and mechanisms of cardiovascular benefit: a state-of-the-
art review Diabetologia ,Octob 2018




S6LT2 kai diovpnTika

Loop
diuretics

Interstitial oedema in
congestive heart failura

Qidnpa
diapeoou 10ToU
Na* Interstitial Intravascular Na* Interstitial Intravascular
volume valuma volumea voluma

Review Diabetologia ,Octob 2018
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Baermard Zimman. MDD Christoph Wanmer, oD - BluhmkKki. Ph_ D Stefan
Hamntel, Ph_ D .. Michaela Mattheus, Dipl. Biomath., T heres3 i1 .. Hamnms .
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Table 1. Primary and Secondary Cardiowvascular CGutcomes.

Flacebo Empagliflozin Hazard Ratio
Outcome (M=2333) [N =4687) (9536 CI) P value

gt/ 1000 rate 1000
oL (3] ety no. (Fa) patient-pr
Death from cardiowascular causes, nonfatal myo- ZBZ (1Z.1) 43.9 490 (10.5) 374 D26 (0. 74—0.99)
cardial infarction, or nonfatal stroke: prima-
ry oubcornme™
Moninferiority <0001
Superiority L Ly iy

Death from cardiowvascular causes, nonfatal myo- 333 (14.3) 52.5 599 (1Z.8) 46 4 D89 (D.78—1.01)
cardial infarcticn, nonfatal stroke, or hospi-
talization for unstable angina: key second-
ary outcorme®

Moninferiority =00 Lt
Superiority 008

Fromm any cause 194 [(B.3) 269 {5.7) O.&8 (O.57—0.BF)

From cardiovascular causes 137 (5.9) 172 {(3.7) D.6Z (D.49—0.77)
Fatal or nonfatal miyocardial imfarction Er:::ludinE: 126 (5.4) 2Z3 (4. 8) DLEF (0. 70—1.09)
Monfatal myocardial infarction excluding silent 121 (5.2) 18.5 213 (4.5) 16.0 QAT (0. 70—1.059) o.22

myocardial infarction

Silent myocardial infarctiont 15 (1.2) 5.4 38 (1.5) 7.0 1.28 (0. 702 33) 042
Hospitalization for unstable angina &6 [2.8) 1. 133 (Z.8) 1000 D99 (0.74—1.34) o997
Coronary revascularization procedure 186 (B.O) 291 3Z9 (7.0 251 086 (0.72—1.04) 0.11
Fatal or nonfatal stroke S5 (3.0) 10.5 164 (3.5) 1z.3 1.18 (0.89—1.56) 0265
Monfatal stroke S0 (2.5) 9.1 150 (3.2) 11.2 1.24 (0.92—1.67) 016
Transient ischemic attack 23 (1.0 35 39 (D8} 2.9 085 (D.51—1.42) 054

Hospitalization for heart failure 95 (4.1} 126 (Z.7) 065 (0.50—0.85)
Hospitalization for heart failure or death from car- 198 (8.5) 265 (5.7) D66 (D.55—0.73)

diovascular causes excluding fatal stroke




3-point MACE peAétn EMBA - REG OUTCOME

AcBeveic ye cuppav/avahienkav

EutravhioAolivn Placebo HR (95% CI) Tiun p
J-point MACE 490/4687 282/2333 0.86 (0.74,0.99)* it 0.0382
KA ©avartog 172/4687 137/2333 0.42 (0.49,0.77) sl <0.0001
Mn-8avarnedpo EM 213/4687 121/2333 0.87 [0.70, 1.09) ——— 0.2189
Mn-8avarngdpo AEE 150/4687 60/2333 1.24 (0.92, 1.67) & 0.1638
0.25 0,50 1.00 2,00

- >
Euvoei Tv gLmavhieAolivn Euvoei 10 placebo

Avahon Cox regression. MACE, Major Adverse Cardicvasculer Bvent; Meilov kapBiayyeioxd Zuppav a’ .
HR, hazard rafio; KA kopSioyyaiakd: EM. fpgpaypa puokapbiou : ‘:- EMPA-REG

"95.02% Cl ok, @ outcome
ubished COniine, Sepltember 17, 2015, of KEMM.crg.  DOE 1001055 /MEIMoo] 504720 =



Incident or worsening nephropathy and its

components ueAétn EMBA - REG OUTCOME

Empaglifiozin Placebo

nwith event/ Hazard ratio
N analyzed (95% CI) p-value
Incident or
worsening 525/4124  388/2061 0.61 (0.53, 0.70) - <0.0001
New onset
macroalbuminuria 459/4091  330/2033 0.62 (0.4, 0.72) & <0.0001
boubling of serum- -6, 4545 40/2323  0.56 (0.39, 0.79) 0.0009
creatinine” ' e —— '
Initiation of renal
replacement 13/4687 14/2333 0.45(0.21,0.97) » & . 0.0409
therapy
0,13 025 0.5 l 2
. >
Favors empagliflozin Favors placebo

*Accompanied by eGFR (MDRD) =45 mbL/min/1 .73m~
Cox regression analyses.
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Dick de Zeaeuwu
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NPT atth evwvww sy

Outcome

Canagliflozin
(N=5795)

no. of participants per 1000 patient-yr

Placebo
(N=4347)

Hazard Ratio (95% Cl)

Adiovascular

Death from cardiovascular causes, 269 315 E 0.36 (0.75-0.97)
nonfatal myocardial infarction, -
or nonfatal stroke :
Death from cardiovascular causes 11.6 128 I—.—E—I 0.87 (0.72-1.06)
MNonfatal myocardial infarction 9.7 116 —e&——H 0.85 (0.69-1.05)
Monfatal stroke 7.1 8.4 I — 0.90 (0.71-1.15)
Fatal or nonfatal myocardial infarction 11.2 12.6 F—a—A 0.89 (0.73-1.09)
Fatal or nonfatal stroke 7.9 9.5 I 4 i 0.87 (0.69-1.09)
Hospitalization for any cause 118.7 131.1 I—'—I 0.94 (0.88=1.00)
Hospitalization for heart failure 5.5 8.7 [ i 0.67 (0.52-0.87)
Death from cardiovascular causes 16.3 20.8 I = 1 0.78 (0.67-0.91)
or hospitalization for heart failure ;
1723 195 I—.—:I DEZ 10 F4-—1 011
Progression of albuminuria 894 123.7 i 0.73 {0.67-0.79)
026 reduction in eGFR, renal-replacement 5.5 90 | : 0.60 (0.47-0.77)

therapy, or renal death

Canagliflozin Better Placebo Better

. Effects of Canagliflozin on Cardiovascular, Renal, Hospitalization, and Death Events in the Integrated

CANMNVAS Program.
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Dapagliflozin arTm cular Outcomes
in Twvpe
S D Wiviott, I. Raz, M_P. Bonaca, O. Muose i ol r
T.A. ZTelniker, J.F. Kuder, S_A. Murphy, D_I Suire,
J-P.H. Wildinmng, . T. Ruff, 1.A. M. Gause-MNilssomn, M. Fredrmk NSNS SO,
" P, Lanmngkilde, amd M.S. Sabatimne, for the r C e -

Table. DECLARE-TIMI 58: Results

Efcacyoucomes | |

MACE Similar rates 8.8% vs 9.4% ; HR 0.93;
P=017
Composite of CV death Lower for dapagliflozin 4.9% vs. 5.8%; HR 0.83; ‘
or hospitalization for HF P=0.005
Renal composite 24% lower risk with 4.3% vs 5.6%,
dapagliflozin respectively, HR 0.76
Death from CV cause Similar 2.9% vs 2.9% HR 0.98
Death from any cause Similar 6.2% vs 6.6%, HR 0.93

ey outcomas | |

MACE Dapagliflozin no worse vs P<.001 for noninferiority
placebo




Liraglutide and Cardiovascular Outcomes
in Tvpe 2 Diabetes

AipayAoutidn ||::> » ueiwon kivBovou vegpondBeiag

> peiwon Kivouvou OGavartov ano kabe

Kapdiayyeiako aitio

““’*’-‘TnLE ABEE%’"“R] > Eykpion xopAynong yia peiwon Kivduvou Hn

Oavarngpopou AEE & spyppaypartoc puokapdiou

oc aropa pe ZA kai eykareornuévn CVD



A Primary Outcome

100+ 20+ Hazard ratio, 0.87 (95%& C1, 0.78-0.97) Placeho
=T = P<0.001 for nﬁrlinF-Er'l:rril.‘}' ;

) 201 539 paom for superiarity

E 0. 10 Liraghstide
&0

5 sl

:E _

E ELE 1] T T T T T T 1

T 18 24 30 36 42 48 54

X

= 20
10 _-—__-_2_._)_.___7_.___._-———
o T T T T T T ! ! !

O & 12 18 4 30 36 42 48 54
Months since Randomiza
Ma. at Risk

Lir:g;lutid& 4662 4593 4496 4400 4230 4172 4072 1582 1562
Placeba 4672 4588 4473 4352 4237 4123 4010 3514 1543 407

B Death from Cardiovascular Causes

1007 09 yarard ratio, 0.78 (955 CI, 0.66—0.93)

o) s Pa(.007
& 20-
 r0d 10-
S gl Placsba
H 5+
3 0 Liraglutide
-E m- 0 I I T T | T 1
£ 104 1T 24 30 36 42 48 54
B
= 20

144

n 1 I L] I ] ] !

! !
(1] [ 12 1B 24 i k1] 47 48 24
Manths since Randomization

1595 4558 4505 4445 4382 4323 1723 484
01 4546 4479 4407 4338 4267 1709 465

C  Monfatal Myocardial Infarction

100+ 209 Hazard ratie, 0.88 (959 C1, 0.75—1.03)
a0 P11
—_ 15—
£ 304
E 70 -
® 10 Placeha
Lia &0
= 3 Liraglutide
= 50 2l
E 404 LB T T T T T T 1
£ apd 0 6 12 18 24 30 36 42 4% 54
2
A
10—
.D L] L 1 1 LI L] I 1 1
o =] 12 18 24 50 36 42 42 54
Maonths since Randomization
Mo, at Risk

Liraglutide 4662 4609 4531 4454 4359 4263 4181 4102 1619 440
Placeba 4672 4613 4513 4407 4301 4202 4103 4020 1594 424

100 207 Hazard ratio, 0.89 (95% CI, 0.72—1.11)

i B 1% P=0.30
£ B0+
T 704 10
i e
E 7 [ Placebe
= S0+ Lirag|utide
E i~ 0= T T T T T T T 1
£ 354 0 6 12 1% 24 30 36 42 48 54
=
¥ 209

10

E 1 Li L] =hI I 1 L " 1

(1] [ 12 1B 24 in 36 4z 458 %4
Manths since Randomization
Mo, at Risk

Liraglutide 4668 4624 4564 4504 4426 4351 4269 4194 1662 465
Placebo 4572 4622 45528 4484 4405 4314 4228 4141 164E 445




E Death from Any Cause

1009 29 Hazard ratie, 0.85 (35%C1, 0.74-0.97)
90 Pl
E 154
%0
Placeba
E o4 104 i
: ——
s s T
E 304 -
E 40- 1] T T T T T T T I 1
E 104 0 & 12 18 24 30 36 42 4% 54
B 0-
£
10- I
—I—'_'_I'_'__
0 ¥ 1 T T T T T | |
0 6 12 18 24 30 36 42 48 54
Months since Randomization
No. at Risk

Liraglutide 4668 4641

Placeba

4599 4555 45305 4445 4382 4322 1733 434
4671 4642 4601 4346 4479 4407 4335 4263 1709 465

F Hospitalization for Heart Fallure | XWPIC
1009 27 Hasard ratie, 0.87 (955 C1, 0.73-1.08)
LR Fall. 14
- 15+
80
'E 04 10-
W gnd Placeba
5-
E 304 Liragluti
-‘E 104 d — T T T T T T T
8 1 006 12018 M 30 % &2 4 N
§
m-
£
10+
0 | T ! 1 | T T T 1
0 [ 12 18 M4 3 36 42 48 54
Months since Randomization
Ma. at Risk

Liraglutide 4668 4612 4550 4481 4414 4337 4258 4185
4671 46l 4540 4464 4372 42BR 4157 4107 1647 442

Placsbo

1662 467
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A Frimary Outcome B Nonfatal Myocadial Infarction
100 0 1004 ¢
7 Hazard ratin, 0.4 (35% C1, 0 58-045) : | 7 Hazard ratio, 0.4 (35% €1, 0.51-1.08)
0 94 pe.001 for npuu:[enonl]. P'“FE?. # Palll}
g0 8 panniorsupeio il g iy hesie
£ 4 Pl 02 for superiority P £ i
g 10 i -/_d__ﬂ‘ E 0 ] _’_‘_/"'
E 0 8 _J_/_//' Semaglutide W 601 o~ 2 Semagltide
50 N - £ ! o
3 H i F i
g IU 4 P . @ 5 __:'r
i }‘ e E 0 b
L A I . T TR :E
10 [ — 104 <
0 1 I 1 1 1 1 T I T 1 1 1 1 1 0 I T 1 1 1 1 T I L] 1 1 1 L] +
0B B oW NN OB % MO OB OB %M 008 % M ON OO & % & 7O OB % W 5
Weeks since Randomization Weeks since Randomization 5
No. it Risk Nt Risk £
Placebs 1649 1616 1586 1367 1534 1508 L Hateho 1640 1624 1598 1587 1362 1342 1516 0
Semaghitide 1648 1619 L0114 8B 1M} 1M Semaghitide 1648 16 L0y 185 18R L0 1 5
H
C Nonfatal Stroke D Death from Cardiovascular Causes g
100 100+
$9 Hazard ratio, Q.61 (35% €1, 0.38-09) §7 Hazard ratio, 0,98 (383 C1, 0.65-1.48) g
i Pl M 3
= i 4 = jq 4 =
£ £ 0
10- Plictb LI Placebo
E } e H ]
W E‘Q ---H__a- H’i‘ w.
£ g ! et £ g I
; i 3 40
E 1 Semagtide E ] Semaguie
Eow — 3
] 0 e e B e S S S T s e | E i+ e ] e B e B S e S S = |
L DB 16 M oW od & % oW R oM OB % M LS b oW oM R oM od WM oR N B % IN ;
e o Semaglutide
EEEEEERERE a‘o slu qla ulu a!u [} sl i ;4 ||1 alu als Slb “ rlz ziu slx sla u;i JEIDB
Placebo
Weeks since Rindemization Weeks sines Randamizition
No. at Risk No. al Risk
Placebs 1649 169 1611 159 1511 1548 158 Haceho 1649 1637 1633 1617 1600 1584 1566
Semaghitide 1648 l6H0 69 LM 159 I 15 Semaglutide 1648 l6M WU 8N 1T N 1M

SUSTAIN 6: New or worsening nephropathy

{esternal) avent aduchcaton commitiseonfimed new or warsening nephrepathy using "inetrial® data from sub

LE

HR: 0.64 (95% CT: 0.46; 0.88)

Events; 62 semaglutide; 100 placebo
6 p=0.005 Placebo, 6.1%
41 Semaglutide, 38%
219
0‘ 1 ] 1 L] 1 T L) Ll T T T T 1 u
0 6 16 4 32 4 4 5% o6 72 & 8 9% 104109

Waeks since randomization

Number of subjects at risk
1648 1630 1605 1580 1563 1541 15%5 1518
1649 1629 1570 1545 1518 1498 1471 1465

1/

bjects In the full analysls set, HR (s from &




GLP1 Receptor Agonist Trials

Exenatide EF
EXSCEL

Lixisenatide Semaglutide
ELIXA SUSTAIN-6
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MACE
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CHOOSING G gy - PRy
MEDICATIG AoV i mPWTAPXIKS aToXO
TO MIN | e TNV _HEIWON UTOYAUKAILIWY

[ e T

MeyaAUTepn eAeuGepla

KIVAOEWNV.... . TOAAEC ETIAOYEC... -
o) above individualized
arget consider early combination therapy
-
[ if HbA, above target j

-

SGLTZi"
if eGFR adeguate

Eroer R T R gTeeer— R gTrw——

R 2 ~L

N 2 N S
[ } [ J [ GLP-1 RA or :I [ SGLT2i" or J
SGLT2i' or TZD? SGLT2i" or TZD? DPP-4i or DPP-4i or
TZD® GLP-1 RA
S 2 N
— ATopuUYn 0OUAPOVUAOUPIWY

If HbA,_ above target i

<4

Consider the addition of sulfonylurea OR basal insulin:
.M‘ i i i '

- Consider basal insulin with lower risk of hypoglycemia®

B M\ &

1. Be aware that SGLT2i vary by region and individual agent with regard IFGiCaten (EVEr 0T SGF R IO A GO g oo oea aee
2. Low dose TZDs are better tolerated H
IE'I. ﬂeEh.IIIEI: I mine U300 < mine U100 f detemir < NPH insulin 3 Amerlca“

: : : a1, = Diabetes
Melanie J. Davies et al. Dia Care 2018:41:2669-2701 Bttt i Y




CHOQSAE =
EniAoyn pe mpwTapxXiké 0TOXO TO

OPeAOC OTO CWHATIKO PAPOC

TD ANDID
CLINICAL INERTIA

S = REASSESS AND = =
Wse principles in Figure 1 MODIFY TREATMENT Implement strategies for maximising weight loss
) REGULARLY

{3—& MONTHS)

General lifestyle advice

First-line therapy is metformin
If HbA,_is = 17 mmol/mol (1.5%) abowve individualised
HbA,_ target consider early combination therapy

\ II'
= Medical nutritional therapy | [ Weight loss of 15kg can lead II
i l = Eating patterns / | toremission of T2DM in patient |
oo P pet \'\ = Physical activity — <6 years’ duration, consider  /

S~ / ’"‘::::z::::’y

GLP-1 RA with good
\ efficacy for weight loss®

f

. | medication for | metal:olll:
bA,_ abowve '-__\\-waigllt I.ny \s’urgerjr /
. GLP-1 RA with good
z
[ SGLT2i if eGFR adequate J [ efficacy for weight loss’ ]

R 2 R 2

6LP1 ME OZEAOZ TH MEINQZH
TOY ZQOMATIKOY BAPOYZ

If HbA, abowe target

' ! ple therapy required or SGLT2i and/or GLP-1 RA not tolerated C |

contraindicated use regimen with lowest risk of weight gain
PREFERABLY

P—&i {if not on GLP-1 RA) based on weight neutrality

2 epayAouTidn>AipayAoutidn>NTouAayAouTidn >
E€avaridn>Aioi§evaridn

If DPP-4%i not tolerated or contraindicated or patient
already on GLP-1 RA, cautious addition of:

- SUF -« TZD* - Basal insulin

1. Semaglutide > liraglutide > dulaglutide > exenatide > lixisenatide
i F kit i ted level of @GFR for initiation and continued use

3. Choose later generation SU with lower risk of hypoglycaemia
£ Low dose may be better tolerated though less well studied for CVD effects


https://media.springernature.com/original/springer-static/image/art:10.1007/s00125-018-4729-5/MediaObjects/125_2018_4729_Fig4_HTML.png

L

First—Lline therapy is metformin :“

If HbA,_ is =17 mmol/mol {1.5%)} above individualized HbA,_
target consider early combination therapy

+

( If HbA, abowve target j

If HhA, abowve target

- Insulin therapy: Basal insulin with lowest acquisition cost
- Consider DPP-%i or SGLT2i with lowest acquisition cost

1. Choose later generation SU to minimize risk of hypoglycemia
2_ Consider country— and region-specific cost of drugs. In some countries, TZD relatively more expensive and DPP-4i relatively cheaper .
3. Low-dose TZDs are hetter tolerated Amerlca“

Diabetes
Melanie J. Davies et al. Dia Care 2018:41:2669-2701 _Association.



EBav emAé€oupe evéoipn aywyn....apoU €Xel awoTUXEI N
diAn, TpitAn aywyn pe diokKida....

- + basal insulin or pran
mol (10%) andfor >23 mmaolfmol (29) mumﬂ

INITLATION FOR GLP-1 RA
= Initiate starting dose [varies across class)
||

Consider GLP-1 RA in most prior to insulin® Conskder insulin as first injectable if

TITRATION FOR BLP-1 RA Consider: = INITIATION - TITRATION = HbA, wery rugha-w mmol.l'rml L{11%) "umT::m' “ri:::!
= Gradual titration to maintenance - lisme: OR insulin preferned
dose [varies across class) ¢ n@rl!.t_a. palyuria, pn!.’n:l'sla
which suggest insulin deficiency
[ If above HbA, target ] = If type 1 diabetes is a possibility
INITIATION FOR BASAL
= Start 101U a day OR 0.1—-0.2 IWkg a day
" INITIATION
For patient on GLP-1 RA = If on GLP-1 RA use 10—16 dose steps
TITRATION FOR BASAL o i = Ao
= Palenk aalii e Cmes e wiF Add basal insulin I:nu'ls-id:l’FRME uﬂ:ﬂ"‘"ﬂlﬁ :nrl (iDegLira} or 10-15 units {iGlarkixi)
- SHFBGB'DHHBIM:::;II-II:\ target Consider: = IMITLATION = TITRATIOM insulin [iDeglira or iGlarLbd) —1
- ce »—
algorithm, i.e., increase 2 .,n..:nm,, Bul note max dose of insulin in the FRCs
3 days to reach FPG target without A
hypoglycemia
= For hypoglycemia l!elzr'rn-z Lol
clear reason Lowe

Eav n HbA1C >10 % évoipoc ouvduaouoc
GLP-IvoouAivng

IMITLATION
= Ininsulin-naive patients 10—12 U
or 0.3 IUkg
= Wfon ing usually

TITRATION FOR PRAMDLAL
= Increase dose by 1-2 U or 10-15%
twice weelkly

= For hypoglycemia determine l:a.ls:e if umnit to unit at the same total insulin
no clear lower Consider twice or three dose but may require adjustment to
dose by 10—-20% ﬁf'-s ili?!‘ I:'-'lii individual needs
| If abowe HBA,_ target | Inaulln regimen B . -T——
INITIATIOMN OF STEPWISE PRANDLAL ; —
TITRATION

i - Individual dose adjustment depends
on type of hiphasic insulin

= More complex if on three times

= Stepwise addition of prandial insulin |

hypoglycemia and increases patient

satisfaction compared with immediate . o inj bl . s

introduction of full basal-bolus regimen {i.e.. two, then three additional injecticns} daily regimen
—= Consider: = INITIATION = TITRATION
[ TITRATION FOR PRANDIAL ] \L
f If above HbA,_ target ]
: '
[ INITIATION FOR PRANDIAL i . e -
P 1d 2 ch m 1 FROVE REV ON GO
TITRATION FOR PRANDLIAL . EED FOR B a0
REGIMI CD DE]

American
Diabetes_
JAssociation.

Melanie J. Davies et al. Dia Care 2018:41:2669-2701



INTENSIFYING TO INJECTABLE THERAPIES /

Use principles in Figure 1

4

If HbA, abowve target despite dualftriple therapy

L= initial inje

tion {i.e., GLP-1 RA + basal insalin or prandialfbasal

maol (10%) andfor >23 mmolfmaol (2%) above target

insulin) if HbA,_ =86

INITLATION FOR 6LF-1 RA ]

|

[- Initiate starting dose [varies across class)
||

Consider GLP-1 RA in most prior o inswlin®

Consider insulin as first injectable i
If already on GLP-1 RA or if

ekToc €av n HbA1C >11% R
n €iIkdva Tou aoOevouc
gival karaPoAikn

n umapxel urogia LADA

GLP-1 RA not appropriate
OR insulin L

bolism: encll

e st o Wi ek i el
CHS . n=CE
TTpoTteiveTal n xopAynon Twv
evéoipwy GLP-1 Trrmarion
TPV TV Xophynon Pacikng
IvoouAivng, o e

prandial inswlin
injections}
[TRATION

J

EminAéov eav BéAoupe va
EVTATIKOTTOINOOUHE
... POOOETOUNE
oc Paoikn IvoouAivn
av.GLP-1 kai av.SGLT2
Kal €av dmoTUXEl .....

Taxeiagc dpaoncg 1voouAivn.

l If above HbA,_ target

INITIATION FOR PRANDIAL

Proceed to FULL basal-bolus
ragimen, ie., basal insulin and

TITRATION FOR PRANDLAL

prandial insulin with sach meal
Consider:

Melanie J. Davies et al. Dia Care 2018:41:2669-2701

e

IF HhA  DOES NOT

FOR BASAL-BOLUS
MEN. CONSIDER
Al L DSMES

American
Diabetes_
JAssociation.

A\




CONSIDERIN
COMBINATION WIT

METFORMIN

If on SGLTZi, continue
treatment
Consider adding SGLTZ2i if
= Established CVD
= If HbA, above

target or as weight
reduction aid

Continue treatmeg
wii )

TovileTai n duvaroTnra
ouyxopynong evEaipng
aywyng He peros aywyn...

Beware

= DKA (euglycemic)

= Instruct on sick-day rules

= Do not down-titrate
insulin over-aggressively

OR reduce dose

SULFONYLUREA DPP-4i

If on SU, stop or reduce
dose by 50% when
basal insulin initiated

Stop DPP-4i if
GLP-1 RA initiated

Consider stopping SU if
prandial insulin initiated
Or on a premix regimen

1. Contraindicated in some countries, consider lower dose. This combination has a high risk of fluid retention and weight gain America“
Melanie J. Davies et al. Dia Care 2018;41:2669-2701 A Diabetes

_Association.




ETTIAONTZONTAZ ...

MNa wpwtn @opd mwPOTEIVOVTAl OUYKEKPIHEVA YApHAKA

kataAAnAa vyia Tov acBevn, pe paon:

>TO KapOldyYEIAKO I0TOPIKO TOU

(aOnpwpartikn vooo, KapdiaKn avemwdpKeld, VEPPIKA VOOO)

> Thv emiOuunTn anwAeia ocwpaTtikoU PApouc, Tov Kivduvo uroyAUKaipiwy

KAl TO OIKOVOHIKO KOOTOG.



ETTIAONTZONTAZ ...

ATopuyn ocoUAPoVvUAOUPIWYV
eEKTOC eav peifov KpITAPIO EmIAOYNC
PApHAKOU ATOTEAEI TO KOOTOC....
e aon paocikng
IvoouAivng, €KTOC €av n HbAlcC 117 n n €ikova Tou aoOevouc eival

KaTaPpoAr== o _Anys: A D

EwiAoyn @appdkwyv pe Kapdidko OWeAoC
onAadn He mPooTATEUTIKA dpdon
onw¢ GLP-I kai av.S6LT2 mou £xouv
OUVEPYIKN Opaon.
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2 uvano@aoilel He Tov Oepamovra....
/




Type 2 diabetes

More than hyperglycaemia

Most important
Treat the patient!
Not the HbA,,

Franz W

1952-2017
He died
with a perfect HbA,,
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Thanks for your attention!!!
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