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Cosa hanno detto

‘\6‘
\
He| Nomal e’\o\og
e ormal or . .
%] subcinical | ESTABLISHED | ACUTE HEART O\@‘O " &
SN ATHERO- CORONARY d \\'a ¢
ENDOTHELIAL | g¢) ERosIS | SYNDROME FA'LUBg O
! DYSFUNCTION 5\
Metformine,  [Metformin, SGLT2-Is, _ ,\ ;-3\}{3 &
Stage I-Il CKD Pioglitazone® GLP-1RA, Insulin™ \ g é‘% foe,
eGFR 90-60 DPP4-lee, GLP-1 |Pioglitazone®, DPP4- E% 6GLP 1RA',
ml/min/1.73 m2 RA! SGLT2-le, [e-e, Insulin®, 1R e
Insulin' SUs? Gliclazidek 6\\@ %‘ Insulin®
\
Metforminz, Metforml %b SLGT2-I¢
Stage Il CKD Pioglitazone?®, 2 |4g 6\ Insulin™ DPP4-|de
eGFR 59-30 | SLGT2-1%. GLP- %‘?l litaz DPP4-Ie, GLP-1RA
mi/min/1.73 m2 | 1RA’ DPP4:g P4 uin GLP-1RA, o
Gllclamdg)% |nh \@3 IaZ|de2'< Insulin®
WY
i i 3
Stage IV CK oglltaefkg Pioglitazone?, DPP4-I2 DPP4-R,
EGFR %%‘ OQ CPa-E, DPP4-F, Insulin? Insulin2
ml/ 5\ Insulin2 Insulin?
eQ =
2% I
\\‘\\] ‘ 8@%@\/ CKD Pioglitazone?, Pioglitazone?, DPPA4-P, DPP4P,
Q° (Y~ eGFR <15 DPP4-F, DPPa-E, Insulin2 Insulin?
0\6Q ?G‘ ml/min/1.73 m?2 Insulin2 Insulin2
Evidence of efficacy Evidence of safety Author consensus
Fig. 1 Atreatment algorithm based on cardiac and renal co-morbidities and CVOTs. 'To be used with caution because of the risk of hypoglycemia;
2consider dose reduction (except for linagliptin) and monitor eGFR frequently; >preferred in the presence of marked insulin resistance; “initiation of
therapy currently not recommended. 2UKPDS; BPROACTIVE trial: “SAVOR; 9TECOS, (EXAMINE; ‘LEADER trial; SEMPA-REG Outcome trial; "ORIGIN trial;
KADVANCE; JELIXA; "DIGAMI 1

Avogaro/Fadini/Sesti/Bonora/Del Prato. Cardiovasc Diabetol (2016) 15:111
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Cosa non hanno detto ? s
X0

1) Se tengo la HbA1lc quasi normale, negoziando con il pane%eal?n%@d&lta,

NG
o\e 2
2) Esistono combinazioni piu sicure ed efflca%\nbgltI@G ?e g.

MET+EMPA+SEMA/LIRA vs suwom@‘h\%%\ oo
3) Come scelgo tra farmaci de{@’ﬁ Qflasse ? (HEART2D: Lispro vs NPH)
4) Come scelgo tra 2 fw’f}acbacfﬂ?READ DIMCAD: Metf vs glipizide)
5) L’eta, il BMé@i‘ﬂl%ea\aer sono importanti nella la scelta della terapia ?

prevengo le complicanze del diabete? c\\’@\\0

’b
@e{f thve trattare la glicemia ? (la pressione, il colesterolo?)
OW%Q@h&antl mesi/anni liberi da evento mi aspetto di guadagnare da un

trattamento efficace se protratto nel tempo ?

Se quello che facciamo in ambulatorio tutti i giorni ha senso



1) Cosa accade se si mantiene un buon controllo metabolico (ed un gradiente di .
glicata) dall’inizio (0-4 aa) della malattia con modalita (farmaco/lifestyle) dl\m& in

volta negoziate con i pazienti ? ‘6‘0, A\
g P 6\0\‘\0\\6'\
o oo
e \\%74
AN =
Death
CVdeath
nfIMA
HbA1lc nfStroke
(%) 4 2 () \ee\ Heart Failure
3 -opx\d(eb%@%\%are Amputation
5 3% e eGFR
0\6 5\0
1 ieQ‘a‘ \6\‘6( uAlb
RS Retina
SN0 N . . . . ' ' ' ; ' .
) QO N 1 2 3 a4 s 6 7 8 9 10 Hospedalization
¥ eet




1) Si riesce a trasformarlo in una persona non diabetica %@\6‘
\

‘abe\o‘\

6\0\‘ \o°

HbA1c
(%)

| © o
1 - Q‘B&QN Q\dﬁ%}o Death

Q\ «?,\6 CVdeath
W (2N ' ' ' ' ' ' ' ' nfIMA
'@Qc’e\\.of <\Qe’\‘ 2 3 4 5 6 7 8 9 10 fStroke
O e Heart Failure
Amputation
eGFR
uAlb
Retina
Hospedalization




MH-odds ratio
(logarithmically transformed

B o040

)]
o
<]

s o
g =
1 1

=
]
I

cardiovascular mortality =
ACCORD %
o VADT §

' o2

™

42O e

i \’\'\\‘a GG\‘G(
MannucchQ ZQOQ\
OWrY ¢

CV death

-:=:=-Linear Fit Type=="A vs B"




L

UKPDS

o
S
X2 2 o'\\‘e(

92}
|

ORIGIN

e\

OF

Insulin Glargine Standard Care
Better

Better

-..-.m..-“.r.-r...-.ee---. ..rh' ME 30 [~ -29%
£ e g‘a P.0031
N . (@
<\ O
\‘v L AN} L]
‘(\@\G 10
‘\g\
re Outcome Insulin Glargine Standard Care Hazard Ratio (95% Cl) P Value
\‘e (N=6264) (N=6273)
no./100 no./100
\ no. (%)  patient-yr no. (%)  patient-yr
(e First coprimary outcome 1041 (16.6) 294 1013 (16.1)  2.85 - 1.02 (0.94-1.11) 0.63
q e Second coprimary outcome 1792 (28.6) 552 1727 (27.5)  5.28 E 3 1.04 (0.97-1.11) 027
i
Microvascular outcomes. 1323 (21.1) 387 1363 (21.7) 399 E 2 0.97 (0.90-1.05) 0.43
1 Total mortality 951(15.2) 2.57 965 (15.4) 260 E 0.98 (0.90-1.08) 070
i
|
7 8 Total myocardial infarctions 336 (54) 093 326(52) 090 - 1.02 (0.88-1.19) 075
Total strokes 331(5.3) 081 319(51) 088 —— 1.03 (0.89-1.21) 0.69
Death from cardiovascular causes 580 (93) 157 576(9.2) LS55 — 1.00 (0.89-1.13) 098
Hospitalization for congestive heart failure 310 (4.9)  0.85 343(55) 095 ——- 0.90 (0.77-1.05) 0.16
Revascularization 908 (14.5)  2.69 860 (137) 252 -l 1.06 (0.96-1.16) 024
Angina 709 (113) 207 743 (118) 217 —- 0.95 (0.85-1.05) 029
Unstable 238 (3.8) 066 261(42) 072 —.—} 0.91 (0.76-1.08) 028
New 100 (1.6) 027 1382z) 038 —J— | 0.72 (0.56-0.93) 0.01
Worsening 455(7.3) 129 46(7.1) 126 —— 1.02 (0.89-1.16) 0.80
Limb or digit amputation 47 (0.8) 013 53(08) o014 —J—— 089(0.60-131) 0.55
Cardiovascular hospitalization 2081 (33.2) 698 2071 (33.0) 691 1.00 (0.94-1.07) 0.90
Noncardiovascular hospitalization 2339 (37.3)  7.90 2389 374) 793 0.99 (0.94-1.05) 085
"
|
Any cancer 476 (7.6) 132 477 (7.6) 132 — 1.00 (0.88-1.13) 097
Death from cancer 189 (3.0) 051 201(32) 054 —— 0.94 (0.77-1.15) 052
05 10 2.0
-




HbAle

Percentage of Patients

***33*****mm***
1 2 3 4 5 6 7 8§
Year of Study

(%)

6l

s0F
40 F
Wk
20f
10F
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,a P\(\ e 20Q% of Slidy © 7
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el

Pere
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=
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£ 40 i
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S 30 :um
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210 R
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Cardiovascular events
0.6 vs 1.3 %/yr RR=0.5!!

Rate of Worsening in

Retinopathy
- s =

Nerve Conduction Velocity
{Median Nerve)
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MACE RRR (%)

.....
-----
L

O cvoT@IT trial
~ CVOT " - - ITtrial

MPO-0OOXITMBWIZr<uom

50 80 1,00
HbA1¢ reduction (%)

Mannucci, Monami, Ceriello, Rotella Letter to NMCD 2017

2) Cosa accade se si migliora il controllo metabolico con i farmaci piu sicuri (e.g.
MET+EMPA+GLP-1/DDP4 vs SU+INS) '

\‘\ +*5 ACCORD
6 ADVANCE

O 7 STENO-2
8 ADDITION- Europe
9 VADT
10 ORIGIN
11 SAVOR-TIMI 53
12 EXAMINE
13 TECOS
14 ELIXA
15 SUSTAIN-G
16 LEADER
17 EMPA-REG
18 BARI-2D
19 HEART2D
© @ 20 SPREAD-DIMCAD
21 STOP-NIDDM
22 DREAM-ROSI
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LEADER

2) POSSIBILI SINERGIE

No. of P Value for
Subgroup Patients  Liraglutide Placebo Hazard Ratio (95% Cl} Interaction
0. of events/no. of patients (3}
Primary anal 9340 60B/4668 (13.0)  G94/4672 (14.9) (Sl 0.87 (0.78-0.97)
Sex |
Female 3337 183/1657 (1L0)  209/1680 [12.4) —— 0.88 (0.72-1.08)
Male 6003 425/3011 (14.1)  485/2992 (16.2) [ ] 0.86 (0.75-0.98)
Age :
<60yr 2321 140/1197 (1L7)  166/1124 [14.8) —— 0.78 (0.62-0.97)
=60yr 7013 468/3471 (135)  528/3548 (14.9) ] 0.90 (0.79-1.02)
[ Geographic region 1
Europe 3296 207/1639 (126)  252/1657 [15.2) e 0.82 (0.68-0.98)
North America 2847 212/1401 (15.1)  216/1446 (14.9) —— 1.01 (0.84-1.22)
Asia 711 24/360 (6.7) 37/351 (105) ———3 0.62 (0.37-1.04)
Rest of the world 2436 165/1268 (13.0)  189/1218 (15.5) —e—i 0.83 (0.68-1.03)
Race :
White 7238 454/3616 (13.7)  543/3622 (15.0) e 0.90 (0.80-1.02)
Black 777 47/370 (12.7) 59/407 (14.5) —e—— 0.87 (0.59-1.27)
Asian 936 40/471 (8.5) 56/465 (12.0) ——i 0.70 (0.46-1.04)
Other 385 27/211(128) 36/178 (202) ——4———| 0.61 (0.37-1.00)
Ethnic group :
Hispanic 1134  68/580 (1L.7) 86/554 (15.5) I—O—i
Nor-Hispanic 8206 540/4088 (13.2)  608/4118 (14.8) [ R
Body-mass index : 6( (w
=30 3574 241/1743 (13.8) 26171831 [14.3) 0.96 (0.81¢-1 \
>30 5757 367/2920 (126)  431/2837 (15.2) '_’Bt \ 0.82 (0. ‘L?’\Q
emoglobin | B
<B3% 4768 289/2340 (124)  333/2428 (13.7) 66.—0—4 .76—1 05)
~8.3% 4572 319/2328 (13.7)  361/2244 (16Q) @\ (\ £4 (0.72-0.98)
Duration of diabetes a’\(} \U M 042
sIlyr 4429 265/2216 (120) 3 3 (5 @4 0.82 (0.70-0.97)
>11yr 4892 3402441 (13. 9)(‘ (15.3) 090 (078-104) N\
Risk of CVD w

0
=250yr of age and established (VD 7598 531 1 529,'37 16\6 e 0.83 (0.74-0.93)
=260yr of age and risk factors for D 174\ (8.5) 5(@ ———  1.20(0.86-167)
Chronic heart failure Ia : 053
Yes \\‘\ 112/653 q /652 (18.3) —e— 0.94 (0.72-1.21)
No 6 8035 4};{ 1;@ 575/4020 (14.3) - 0.85 (0.76-0.96)
Antid\abel\c ther; 1 073
a ,'912 (107)  125/896 (14.0) —e—i 0.75 (0.58-0.98)
(@ etic agent g 87 181/1515 (12.6)  196/1482 (13.2) e 0.95 (0.78-1.16)
InsulMith oral antidiabetic aj 3422 223/1674 (133)  259/1748 (14.8) ] 0.89 (0.74-1.06)
Insulin without oral antidiabetic agent 737  71/361 (19.7) $6/376 (22.9) ——1 0.86 (0.63-1.17)
None 366 24196 (122) 28/170 (16.5) I 1 0.73 (0.42-125)
Renal function H
Severe or moderate disease :
<60 mijmin/1.73 m? 2158 172/1116 (15.4)  223/1042 [21.4) —— ! 0.69 (0.57-0.85)
260 ml/min/1.73 m? 7182 436/3552 (12.3)  471/3630 (13.0) o 0.94 (0.83-1.07)
Severe disease 4 093
<30 mlfmin/1.73 m? 224 25117 (214) 26/107 (24.3) —— 0.89 (0.51-1.54)
230 mijmin/1.73 m? 9116 5834551 (12.8)  668/4565 (14.6) [l 0.87 (0.77-0.97)
r 1 J
0.2 L0 20
Liraglutide Better Placebo Better

.

Death from Cardiovascular Causes

Favors Empaglifiozin Favors Placebo

Hazard Ratio PValue for
Interaction (95% CI) Interaction
——
0ol 021
——t
UET =7
[S——
0.09 0.43
e
_—
0.01 0.51
———
0.06 (oos )
c ] ~—“ |
~’ Blood pressure control 0.65 0.44
SBP =140 mm Hg or DBP =90 mm Hg 1780 934 [ |
SBP <140 mm Hg and DBP <90 mm Hg 2907 1399 —je—
Estimated glomerular filtration rate 0.20 0.15
=80 ml/min/1.73 m? 1050 488
60 to <90 mlfmin/1.73 m? 2425 1238 = —
<60 mlfmin/1.73 m* 1212 607 ——
U dbursis to 3 5 0.40. 022
=30 mg/g 2789 1382 e
=30 to 300 mgfg 1338 675 [ e
>300 mg/g 509 260 ]
Cardiovascular risk 053 0.38
Only cerebrovascular disease 635 325 b 4
©Only coronary artery disease 2732 1340 i e
Only peripheral artery disease 412 131
2 or 3 high-risk categories 878 451 e e
Insulin 028 0.82
No 2435 1198 o —
Yes 2252 1135 = ——
Statins or ezetimibe 0.54 0.23
No 1029 551 e e
Yes 3658 1782 = e
Antihypertensive therapy 0.80 0.41
No 241 112
Yes 4446 2221 ——| ——
ACE inhibitor or ARB 0.49 0.86
No 889 465
Yes 3798 1868 H ——
Beta-blocker 0.61 0.98
No 1631 835 e e
Yes 3056 1498 B [ —
Diuretic 072 0.45
No 2640 1345 e e
Yes 2047 088 s e
D,IZS I),ISU 1.00 2,'0(] 0.25 0.50 1.00 2.00

Favors Empaglifiozin Favors Placebo
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3) Confronti tra strategie o farmaci

(A) Treatment goals with any drugs 0\ \$%
ACCORD (neg), VADT (neg), UKPDS (+/-pos), DCCT (pos) A :

) 9
(C) Treatment goals with specific drug and/or strategies .o\o . 6\6\\0
ADVANCE: Glicazide vs any other (neg, only microV) S0 S
HEART2D: Prandial vs Basal insulin (neg)
P {0
c® 6(3\
(B) Specific drug/class vs any other eg
DDPIV: Saxa/SAVOR-TIMI 536%? éC@SQA/o/EXAMINE Lina/CARMELINA
GLP-1 a: Lixi/ELIXA, L/ g \@na/SUSTAIN

SGLT-2:  EMPA REC@OU , Dapa/DECLARE TIMI 58, Cana/CANVAS

a"‘) e(‘?’\
(D) Compa\r,bsﬁh oé(é\?ifferent drugs/class/strategy
%T%{me Glarg vs lispro (=)

%) I?IeéD. Ins sens vs Ins provision (=)
SPREAD-DIMCAD: Metf vs Glipizide (Metf better)
CAROLINA: Lina vs Glimepiride (ongoing)
DEVOTE: Degludec vs Glargine (ongoing)

TOSCA: PIO vs SU (ongoing)



3) Confronto strategia (HEART2D): Lispro vs NPH

1,115 T2D+AMI, 61 yrs, 36% female, BMI 29

AT (%)

N
‘\&andomlzanen

.
'~ Blood Glucose (mmolf)

' \\
292 ) ot
6\: - (6\ BASAL

N\

qu” .

. A: Mean x SD AIC at each visit by treatment strategy
int mean self-monitored blood glucose profiles a
, solid line) by treatment

Figure 2—Glycemic measure

baseline (dotted line) and throu.
strategy (PRANDIAL versus

ghout the study (postrandomization

&
«"¢
&

. PRANDIAL (n=557)

Figure 1—Fraction of patients who did not experience a first primary (combined cardiovascular)
adjudicated outcome versus days in trial by treatment strategy (PRANDIAL versus BASAL).

Diabetes Care 32:381-386, 2009



3) Confronto strategia (BARI-2D): Insulin prov. (SU/ins) vs Insulin sens (TZD/MET)

Coronary angiography was performed
n paticnts with type 2 diabetes referred
L

fo: evaluation for corona ry artery disease

763 Were selected for CABG 1605 Were selected for PCI
stratum stratum
385 Were randomly assigned 178 Were randomly assigned 807 Were randomly assigned 798 Were randomly assigned e
to medical therapy to revascularization to medical therapy to revaseularization 0

Perceno .
.

80 100

60

HbA1c: 7.6

7.0 7.0 72

Percent

o
o
o
@

o
=

o |
~

o -

Ba:
Mean

HbA1c: 7.7

O 1S Drugs

Qﬁe -

154 Were 191 Were 190 Were 122 Were 399 Were e

randemly randomly randomly randemly randemly an

assigned assigned assigned assigned assigned n

to insulin to insulin to insulin ta insulin to insulin inful

provision sensitization prewision senshization pmvis'mn tibn

O
N o®
Drug use by Ran areatmonl aﬁ \l
B sulin Provision Group

Insulin Sensitization (L{%
rugs g
,u,‘&;
o :

e Year1 Yeard Year5

73 75 75

Page 16 of 16

HbAlc

IP:7.5

PR\

v =
B Survival, Insulin Sensitization vs. Insulin Pruwsn"m @\O

100+
] n sensﬁ\\;lcn
90 WB

'\6\\‘qu® provision

No. at Risk 2368

2296

Years since Randomization

2247 2197 1892 1196

D Freedom from Major Cardiovascular Events, Insulin Sensitization vs.
Insulin Provision

Event-free Survival (%)
wn
=
l

P=0.13

"""""""" 7.7

-

.
Insulin provision

No. at Risk 2368

T
1

2094

T T T 1
2 3 4 5

Years since Randomization

1984 1807 1459 823




3) Confronti “Head to Head” (SPREAD-DIMCAD): Metf vs glipizide

0O
304 T2D+CAD, 63+/-9 yrs, DD 5 yrs, BMI=25, 23% female ‘6‘06\0‘\
o P>0.05 6\0\\6\\6\

cd Lt 2 ge®

LT 0?0

:5 4 600 S

2 ef©

5 5 ]gté\ndpomt (5p)

N éeath nfMI, nf stroke, arterial revasc.
o2 \Q(
8 g\(\’b\eMETFORMIN 0.54 (95%Cl 0.30-0.90; p = 0.026)
0

Diabetes Care 36:1304-1311, 2013
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5) ETA’ - >75? Mah.

N
meanAge-2SD & 4 more vs. ACRONIMO G\'o

L'USO DEI FARMACI ANTIDIABETICI NEGLI ANZIANI NEL TEMPO®

Grafico 10

L5 della spesa media per
trattato in funzions del sesse - POPOLAZIONE OVER 65 ANNI

8 8 8 ¥ B

=
Spaosa modia pertrattato (€)

| — e wecepen P 34 'l
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5) ETA’ = > 0 < 65 ?

‘\6‘
P . EP Age at baseline I \06\0\0%5
romar <65 yr 6,779 383 — .- .

ACCORD Y =Sr o a1 OV o™ "
Age at basaline . ,a(\a = '\6\‘6‘ 019

AC Death o e *;;\\6\} & ———

o\ '\eieg
S0 eas |

EMPAREG Pri EP&CVD \ e A et :

rimary ZGSF}I {\\)\Q;m Hes! — “
0% AR
AT
&7 e
$ po o 0(\%
. R ONE .
LEADER Prlma \\e( ‘ <60 yr 7371 140/1197 (117)  166/1124 (14.3) —— 0.78 (0.62-0.97) “
> 260 yr 7019 468/3471 (13.5)  528/3548 (14.9) - 0.90 (0.79-1.02)
% S
6\\’\ eq Aga :
ADYpRE ePfimary EP | " qwsven wwwen ] s |




5) BMI

Cardiovascular mortality

- >0<30kg/m2?

ACCORD

All cause death

,\O\og\

A o040

" \ \ VADT

3 Ei VADT \0 \6\\ ACCORD
o% 0.16 .a(\a %\6
B§ oo \\ \\ (o)
ééﬁ 000 J= + =+ = s =t s s T s m s s s === = 6 \\
;_E 0.084 00\3 d\’)\MNCE
= i

% j;j_ PROACTIVE \\66 (e 'a PROACTIVE

g 7\ N1 UKPDS

= 032 UKPDS \)\6 G(\ 34

02 27 32 871 22 27 2 %7 32 a7 @2 066 2 d\ S 0.5—
BMI baseline (Kg/m?)
(Kg/ Mannucc,{'&M%D 26@@%
A
(\d‘ g\(\6 .
Body-mass ind-ac |
ADVANCE (\@69064 to 0.72) 558 (18.9) 663 (22.1) —-— 15 (5 to 24)
\6 \O 0.65 (0.60 to 0.69) 451 (17.3) 452 (17.6) , 2 (-11 to 14)
N
Q(GQ \6 Body-mass index : 0.06 ; 0.05
. {M@ G\‘e‘ 2279 1120 ——t ——H
05\ (\G =30 2408 1213 Feg ——
()’\QQ Q el
Body-mass index i 0.15
LEADER =30 3574 24171743 (13.8)  261/1831 (14.3) I—q—| 0.96 (0.81-1.15) ”
>30 5757 367/2920 (12.6)  431/2837 (15.2) e 0.82 (0.71-0.94)
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5) Genere — Donne ? Poche. .

W@
2
b
A °

b A\ ot All C Death

p=0.07
CV Death

Nf IMA

Stroke

% male
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6) E’ cost-effective il farmaco nuovo (piu costoso) rispetto al vecchio (meno co.%oso) ?
O\OQ

trattare la glicemia ? (la pressione, il colesterolo?) \Oe’\ X

. A
cosa offro al paziente ? (ore, giorni, mesi oai\grﬁ\@\ % evento)

\
. \\0\ \‘\0
BCARG
6‘\\?\,?\‘6(2 2

Costi o i) s Benefici

N © (Gg > Life Expectancy/QALY
3 49 P Y
Costo del farmag&\ 8% > Qualita della vita

R O
(‘5\0(\

(’5‘6 *
N12

4e<© < N° di visite

< N° di ricoveri

< Farmaci/presidi

< Procedure terapeutiche
< Esami/accertamenti
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Evaluation of the long-term cost-effectiveness of liraglutide vs
lixisenatide for treatment of type 2 diabetes mellitus in the UK

setting Diabetes Obes Metab 2017; 1-8

TABLE1 Treatment effects applied in the first year of the analysis

1.8 mg 20 pg
Mean Mean

HbA1c (%) -1.83" -1.21

Systolic blood pressure (mm Hg) =470 =3.4% \)\a
Total cholesterol (mg/dL) -2.99 -0.75 ed

HDL cholesteral (mg/dL) +0.36 +0.72 . 0

End-stage Amputation Myocardial Stroke Savere
renal

infarction vision loss
ga disease
DL cholesterol(me/dl) e 104 \6\\ . \© FIGURE1  Projected cumubtive incidence of diabetes-related
Triglycerides (mg/dL) -0.39 -0.23 &a 6\ Q complications over patient lifetimes.
Body mass index {kg/m?) -1.48 -1.28 \G
Severe hypoglycaemic event rate 0.00 0.00 (e . 6
(events per 100 patient-years) (\ . g\(\
Mon-severe hypoglycaemic event rate 420 8.%\ ()(\
(events per 100 patient-years) 66 G
! Statistically significant difference at 95% level. ‘\0
Abbreviations: HbAlc, glycated h in; HDL, w@&ity lipopro- 40,000

E37.153 E36.174

. S 1
\’\.\\‘a e\le‘ ]
0°" (O N
. QQ e( | ID.ﬂlh?Jmmmm
0\ ? M Diabetic foot complicafions
E M Renal complicaions
m Cardiovascular complications
i W Management
10,000 W Treatment
5,004 7
0 T 1

Liraglutide 1.8 mg Livisenatide 20 pg
Currency values are in 2015 pounds steding.

i
g

-

I
g

Mean direct cost ()
moH
g B




How Consistent is the Relationship between Improved Glucose

Control and Modelled Health Outcomes for People with Type 2
Diabetes Mellitus? a Systematic Review
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Table 4. Incremental Cost-effectiveness by Intervention . A\\Q
Cost, $* mental
I ] Remaining {ea st-effectiveness
Standard Life-Years 6 fe- é Ratio (Total
Treatment Complications Intervention Total (Not DISCOM@}' Cost/QALY), $
Intensive glycemic controlt % 6
Conventional glycemic control 10741 37602 0 48343 \\@I 067 (G 11.8791
(standard treatment)
Interventtion 10785 33271 12213 r\@ﬁﬁ% cﬁﬁé-ﬂfo 12.0707
Incremental 44 —4330 122@56‘1’ ?9;70‘ 0.3173 0.1915 41384
Intensive hypertension controlf
Moderate hypertension control 10679 337 0\,6\ (Q( 44447 14.4380 10.3990
(standard treatment)
Intervention 11030 A(%’goz (\a\v 43641 14.9124 10.7952
Incremental 4@@“ aro8 | 776 0.4744 0.3062 —1050
Reduction in serum cholesterol level 6
Standard treatment n\ 10 35(0(\ 34819 0 45171 16.3187 11.4680
Intervention ANY (@6 36505 15042 63204 16.9909 11.8165
Incremental  ~(OY D 404 1687 15942 | 18033 0.6722 0.3475 51889 |

*Discounte: @an“’ual

£
Xt are for patient's lifetime and are reported in 1997 dollars.

gnosed as having type 2 diabetes.
diagnosed as having type 2 diabetes and hypertension.

TAll pati were
O\ME newly diagnosed as having type 2 diabetes and above nomal serum cholesterol level.
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Tipo di studio

\
\o®
(A) Treatment goals with any drugs \3‘03\0\\
ACCORD (neg), VADT (neg), UKPDS (+/-pos), DCCT (pos) (\66‘\9\6\\0\\6'
4 S
NGRS
(C) Treatment goals with specific drug and/or strategleso \e’\'a 6\6\\6\\

ADVANCE: Glicazide vs any other (neg, o %{wﬁ Qd)a
HEART2D: Prandial vs Basal insulin 0‘\
6\95)6 2
\0\\ (Gg
(B) Specific drug/class vs any othqu \ a\®
DDPIV: Saxa/SAVOF i@(@ta/TECOS Alo/EXAMINE, Lina/CARMELINA
GLP-1a: Lixi/ELL#R [ q,&@ DER, Sema/SUSTAIN
SGLT-2: E‘Mﬂ\\ Rﬁ@‘@UTCOME Dapa/DECLARE TIMI 58, Cana/CANVAS

\Z
aQ
(D) %m‘ﬁ\oar(% of 2 different drugs/class
ov BART2D: Ins sens vs Ins provision (neg)
CAROLINA:  Lina vs Glimepiride (ongoing)
DEVOTE: Degludec vs Glargine (ongoing)

TOSCA: PIO vs SU (ongoing)
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