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Exposure to hypo- and hyperglycemia
In well-controlled T1DM patients

PR =
as assessed by CGM 409 0O
R
, RS
TasLeE 1. GLycemic Exi DSI{H\‘IS@\QOQ\&@\
HbAlc in @éﬂ{@q@
Q&@’&\\ < ?DRF CGM Study"”
NRK in s
Bode et al Y\ @:ugxé\?i‘ 7.6% 8.0% 8.0%
: \v-'
Average ?‘?@S\&\e 2% 112 429 185 115
age (years: 3O$P‘ O‘\g\(\
Expnqure W' @
(‘5\0 2.3 1.1 1.4 1.7 0.9
14.5 12.5 13.9 11.6 11.3
Q‘ 7.2 10.4 8.7 10.7 11.8
\\Qa («\O
O\QQ °° Exposure in hours to hypo- and hyperglycemia in three studies

demonstrates significant exposure in wellcontrolled patients. NI,

not reported. Numbers in bold type highlight time spent hyvpo- and

hyperglvcemic, respectively.

Kovalski AJ. Diabetes Technology & Therapeutics, 2009, suppl 1
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all times day night

McNally et al, Diabetes Care 30: 1044, 2007



Annual rate of severe hypoglycemia is

<  higher than previously observed
Results from the HAT study ve"

[INE

\OCB\'a

3.6 é@&spectlve (n=8022)

prospective (n=7108)

)

@ T2D retrospective (n=19,563)
B T2D, prospective (n=18,518)

HAT study

* Non-interventional, global, 6-month
retrospective and 1-month
prospective study of patient self-
reported hypoglycemic events ?

« n=27,585 (T1D: 8022; T2D \{\g@?}

nts per patient-year

5

rate of severe hypoglycemia

\ = r\@
Qe“a e\e‘ ]
D\ pe\\e‘ Severe hypoglycemia
\&\\l' < ‘\v
0°" @© . . |
Prospective data suggest higher than previously observed

o
O rates of hypoglycemia in both T1D and T2D, in particular severe events

D E VOT E HAT, Hypoglycaemia Assessment Tool; T1D, type 1 diabetes

DEGLUDEC CARDIOVASCULAR Khunti et al. Diabetes Obes Metab 2016;18:907-15; Khunti et al. Poster presented at the 10th International Diabetes Federation-Western Pacific
QUTCOMES TRIAL Region Congress, 21-24 November 2014, Singapore

Presented at the American Diabetes Association 77! Scientific Sessions, Session 3-CT-SY22. June 12 2017, San Diego, CA, USA
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Fear of hypoglycemia conflicts
with treatment success
for both patients and clinicians 399\0\0(3\6

[INE

a\\
Percentage of patients decreasing their insulin | would treat my}) \\@ns \%aggresswely if
dose following a hypoglycemic event?! there was g out hypoglycemia?
o \0
SO &N | .
. B T1D (n=202) 6\\6 35 B Primary care physicians
100% 1 B T2D (n=133) \)\6 . e(e p Diabetes specialists
eV
oY s
06\
e

Patients modifying insulin dose

Severe episodes 0 20 40 60 80 100

Percentage

DEVOTE

DEGLUDEC CARDIOVASCULAR 1. Leiter et al. Can J Diabetes 2005;29:186-92; 2. Peyrot et al. Diabet Med 2012;29:682-9, GAPP™ (A global internet survey of patient
QUTCOMES TRIAL and physician beliefs regarding insulin therapy): n=1250 physicians

Presented at the American Diabetes Association 77! Scientific Sessions, Session 3-CT-SY22. June 12 2017, San Diego, CA, USA
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Systematic review: association of

ror e hypoglycemia with outcomes

6

N

‘36\ \'\6'\\

\\,a\\a‘\ \6\\0
Hazard ratio [95% val X2 V. ,@° Number of
Cl] p-value c’oo\e‘ '\\6\\6 patients
N A o 2‘.5@
Total | NN 253,39

mortality 1.8 [1.5; 2.2] C @@906\ e s B 0

$ \ Q(e 0
Cardiovascular mortality 2.2 [ 0{«?‘&? \66 0.000 . 11,01
] '\(\6 1
% O 0(\g
Major cardiovascular 61,43
vent 6,@(5 \‘e(@@?ll 5.0] 0.026 . ;
Q@( e\@
(S \\@‘
‘,{\\IQQ Qace
000 o€
Q\° . .
0.1 1.0 10.0
DEVOTE Hazard ratio
%%loaifwﬁfdomw o Adapted from Yeh et al. Acta Diabetol 2016;53:377-92

Presented at the American Diabetes Association 77! Scientific Sessions, Session 3-CT-SY22. June 12 2017, San Diego, CA, USA
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Assoclation of various diabetes treatment
= WIth MACE and other endpoint in T2DM

UK General Practice Research Database 2000-2010; n= 8 133\9%‘%

MACE It

Parameter aHR 95% Cl P Value = éﬂﬁ‘\\a@e\%ﬁ% l P Value
Metformin monotherapy (referent) 1,000 \o o o KR
Sulforylurea monotherapy 1302 1251 1540 do\eat? 13‘6 1.007  1.004 1199 0410
Metformin + Sulfonylurea 1.005  0.982 OVN%O O Q%DEE 09% 0877 1043 3120
Insulin monotherapy 1.736 2 ®° <0001 1437 1234 1e/4 <0001
Insulin + metformin WAV i\ N 1 530 1001 1394 1176 1651 0001

0O
,@c&'é% (—:,\0(\ Renal Complications Combined Microvascular

Mettormin monother E\'(@Qﬁ 1.000 1.000
Sulfonylurea ngmdﬁegm\oe’ b3z 2188 2151 <0001 1087 1033 1165 0024
Metfnrm@?— sulf nn}flurea 1380 1122 1720 0026 1214 1953 1279 <0001
Insulin monotherapy 3504 278 4518 <0001 13ed  1.240 1498 <0001
Insulin + metfomin lee7 1091 2547 0182 1326 1% 1470 <0001

Currie et al — JCEM 2013; 98: 228
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Rassicurazioni
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TOR VERGATA U

. o e
» Nel DCCT (T1DM) il trattamento insulinico mt\g@*ﬁ(\)/o ha
ridotto non solo le complicanze microvascola‘rg(\m‘\é;\@hche, nel
lungo periodo, quelle macrovascolari. S
6066\2‘\\6\\6@
. . A 59
» Nello UKPDS il trattamento mtggg@&g@,@sapesso basato solo o

anche su insulina, ha r'&g@%’f’ sfon solo le complicanze

microvascolari ma ?Q{wﬁe@;\\)‘enel lungo periodo, quelle
macrovascolari. \@P 0(@“6

(536\(é\0(\6

> Negli st(g&gbi‘ffé@l‘?ORD, ADVANCE e VADT il trattamento

integsi@é,«oe\épesso basato anche su insulina, non ha

ai\PPnoenfato gli eventi cardiovascolari ma anzi, In alcuni

sottogruppi (ACCORD) e a lungo termine (VADT) li ha ridotti.

» E poi ci sono i risultati di ORIGIN.
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Outcome Re%g@ﬁ@ﬂeﬁ?t
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ORIGIN Investigators — NEJM June 2012
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JORIGIN /

The Big Picture - ORIGIN

\O
0\ o
,a\\ﬁ @\’\3

A large international RCT in p%gmg\w@th new or
recently diagnosed dlabeté@@’é\\ “or IGT &
additional CV risk fag;(w\% I@“é’sung > 6 years

Assessed the gﬁé@t«eﬁf' 2 Independent therapies
on serlou%a@\“zb\@ﬂotcomes In > 12,500 people:

tﬁé}e@éf’ basal insulin using insulin glargine
' # Y of omega 3 FA



ORIGIN Research Questions

N

JORIGIN /

high risk people with IFG, IGT or\@aﬁwé? abetes,

does insulin replacement th@ﬁaﬁy\“’targetmg
fasting normoglycemia, 6&“5;“3? mM or 95 mg/dl)
with insulin glar |560$@@ﬁce CV outcomes more

than standag@@é pr&aches to dysglycemia?
5\

\0(\e
does ggiﬁ;hge mega 3 FA reduce CV death?
6 \\



JORIGIN /

Participants (Key Inclusion Crlterla)\og\a

6‘06
) Age 2 50 yrs \\'é\\aé;}e\d\\a
- Dysglycemia 500\6\6\0\\ AND

EITHER IFG or IGT or new typg&_@ﬁM‘By OGTT
li.e. FPG > 110 (6.1); or 2 H{@c@s @m‘é\ (7.8)]

OR prior type 2 DI\QQ(@)s;\aB@ dose > 10 wks & .
on no OAD%\\BOV\ RN HbAlc < 9.0%
< half,g{m o oA + HbALC < 8.5%

Q@Sﬁm&( 10AD  + HbAlc < 8.0%
NG TSP

SHTGh°EV Risk
ETHER Prior MI, stroke, revasc, angina + doc. ischemia
OR MA, proteinuria, LVH, 50% art. stenosis, ABI < 0.9



/ORIGIN/

6\0\0(3\6‘
. ‘Q'\?)‘(‘)
Primary \?}\\60??\ ot
L\ \
CV death OR MI OR stroke (MACE) %05\6’}2\,\@\\0@6
2 SN
CV death OR MI OR stroke OR revasc® HF hospitalization
° 03(% el
NS
"O (Gg
ON' 0
Secondary nE e
\\“O$6 o®
I\/Ilcrovasculgaré@é’gw@%lte

(6 a L] . .
(le. ggﬁﬁfgqg(%} serum Cr, progression of albuminuria category,
‘a@é"ﬁ‘@'@/i’bnal transplant, laser Rx/vitrectomy for retinopathy)
\

New type 2 diabetes (in those without baseline diabetes)
All cause death



JORIGIN /
Baseline Characteristics

Mean Age = 63.5 yrs; Females = 35% 309
‘Q\@\?e
[\ RPN
OV \\?\fg;\d\\a\\a
Smoking 12 Statir\\a%""\g;\d\’"‘)\ 54
\)\")6 @ ®
Hypertension 80 ‘é@E"‘ /ARB 69
ONY T of©
Any Albuminuria ??‘;L%@%\ Thiazide 19
\\“ $ O(\g
Previous CXJ(D?’ \,e<‘5‘°° 59 Beta Blocker 53
QQ‘QQ e\\e(e
SN e Other BP Drug 41

Antiplatelet 69
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Baseline Glycemia (N=12,537)

. '\3‘08

Mg N

. . N . \\’b\\o(\{i_;\d@(@\
Prior Diabetes (for ~ 5.4 y) 1032%0¢\e§§<\&\a@ 82
New Diabetes 6\@@:@@@66\ 6

9 X
IFG &lor IGT We ' a452 12
SOV (e9
on g;\Q(
NoGDrug i 5052 40
A\
Metformin ‘a\ac\’aie‘g\o& 3435 27
(o
Sulfonylitas®’ 3711 30
N el ¢

gatter G Drug 351 3

Median FPG 125 mg/dl 6.9 mM

Median A1C 6.4%
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Baseline Characteristics (Mean Levely»

: \6‘06
. \\&\602?‘\\3\6:\\
\ %oc;\?;g\\&\a
BMI (kg/m?2) o (@82‘ 29.8
Blood Pressure (mm) @O&\"’ »3146/84 146/84
??\ 65\9
Cholesterol (mgM g(:ﬁ‘ﬂ%/l) 190 4.9
LDL (mgégak?&{emﬁ 112 2.90
H h\\‘(ﬁ}gﬁﬁ or mM) 46 1.19

0TG (Median mg/dl or mM) 140 1.58
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ORIGIN — Median HbAlc levels

7,0
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<@ 6\"; \‘@(‘3;; 5 6 6 «®=Glargine
‘ Q‘@‘Q \‘6(3 /
9;\\\\16 e,( ‘\Oe
2°” ©
O 5,5
0 1 2 3 4 5 6 7
Year

ORIGIN investigators — NEJM June 2012
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ORIGIN — Primary outcome
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A Myocardial Infarction, Stroke, or Death from Cardiovascular Causes
(Coprimary Qutcome)

0.5 6\0\ ‘
Adjusted hazard ratio, 1.02 (0.94—1.11) R \
_ i N\
P=0.62 by log-rank test R\ A

m 0.4- @

=

=

Ll

= 0.3

=

=

= 0.2 -

o

T

e

o 0.1

8o
@ ] - | | | | | | |
Q‘eQe‘\\e(Q} 1 2 3 4 5 = 7
. e Z)
Oé\\\\la ot \¥ Years of Follow-up
O\ﬁQ . at Risk
Insulin glargine 6264 e057 5850 5619 5379 5151 361l 766
Standard care 6273 6043 5847 5632 5415 5156 3639 00

ORIGIN investigators — NEJM June 2012
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C Death from Any Cause \OG\O\C
0.5+ 6\0\6‘\
Adjusted hazard ratio, 0.98 (0.90—1.08) o0 \‘\35
P=0.70 by log-rank test a\\0 ' ()\’\6
@ 0.4 B @
= OGS
g SOV W
T N\ o\
) (o)
= 0.3 o \Z
= 6\) '\\16
= ce . 50(
= &\ S 6\
-E 0.2— »(O Gga Standard care
. Ob
g NN
o Insulin
a 0.1 glargine
AR
(65@3_6 | l I I I I |
Q‘GQ(O\\ e‘eh 1 2 3 4 5 6 7
e {\(’Je Years of Follow-up
05\ el
0‘\39 No. a? Risk
Insulin glargine 6264 6150 6024 S857 5687 5508 3906 547
Standard care 6273 6159 e029 5873 5710 5501 3931 878

ORIGIN investigators — NEJM June 2012
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ORIGIN — Severe hypoglycemia

TOR VERGATA
Table 3. Incidence of a First Episode of Severe Hypoglycemia.
Insulin Glargine  Stand
Variable (N=6264) Q%éﬁ\@ P Value
Severe hypoglycemia* \\6\6@5\
Participants with =1 episode — no. {no./100 person-yr) \gﬁ@%ﬂg\dﬁa\ 113 (0.31) <(0.001
Total episodes during follow-up — no. 6\)\6 (\\‘eﬁ%’ 134
Confirmed nonsevere symptomatic hypoglycemiaj $\ 0
Participants with =1 episode — no. {no./100 @ﬁ\}rr 6\9(6(3 2614 (9.33) 004 (1.68) <0.001
Episodes/yr in participants with = 1&6@%? @m&i (interquartile 0.5 (0.2-1.4) 0.3 (0.2-0.8) <0.001
range)
Participants with no c::ug{ Qgﬂ&}es durmg follow-up—no. (%) 3650 (58.3) 5369 (85.6) <0.001
Any nnnsevertbﬁe& o\r?gﬁ;ﬁ h}rpc-glycemla
Parh%@.ﬁ\tsgéi 51 episode — no. (no./100 person-yr) 3575 (16.72) 1580 (5.16) <0.001
me}desfyr in participants with =1 episode — median (interquartile 1.1 (0.4-3.1) 0.5 (0.2-1.3) <0.001
range)
Participants with no episodes during follow-up — no. (%) 2689 (42.9) 4693 (74.8) <0.001

ORIGIN investigators — NEJM June 2012
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Conclusione da ORIGIN
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1. Bicchiere  mezzo vuoto: l'uso  ofirecoce
dell’insulina nel diabete tipo 2 b@@@é\d@%ermma

benefici CV (nonostante detc\;arc_striﬁmi\?n compenso

. - - . 2
glicemico lievemente mlcgﬁ@g@)e

e 'uso  precoce

. . O$P\O(\ \.(\ . .
dell’lnsullr@”:'\i,\gda élabete tipo 2 non determina
maletg@j@é}\»fafnonostante un maggiore numero di



Com at‘ﬁwga@?érdlovascular Safety of Insulin Degludec
versq‘a(ﬂ? JiR ¢ Glargine in Patients with Type 2 Diabetes at High

RN
v

DEGLUDEC CARDIOVASCULAR
QUTCOMES TRIAL

?6‘ Risk of Cardiovascular Events

Presented at the American Diabetes Association 77" Scientific Sessions, Session 3-CT-SY22. June 12 2017, San Diego, CA, USA
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S)
. . . eX
Insulin degludec once daily (blinded vial) + 0‘\6‘0
_ Standard of care ' ‘ 6"\’\
7637 patients ‘\6\\
: \
randomized
IGlar U100 once daily (blinded vial) +
Standard of care
Y A —— \)‘@""{]8"
Randomization Interim anal Si (5 scénd of treatment 30 days
(150 MACE {16‘@3& (633 MACE
Q( accrued)
?\O 5\
NPT
N ,«\Q\ .
©Time from randomization to first occurrence of a 3-point MACE:
cardiovascular death*', non-fatal myocardial infarction* or non-fatal
stroke* y
N
. Rate of severe hypoglycemic episodes**
0‘\390 . Incidence of severe hypoglycemic episodes** )

*Confirmed by the Event Adjudication Committee; tcardiovascular death includes undetermined cause of death; tsevere defined as an episode
requiring the assistance of another person to actively administer carbohydrate, glucagon, or take other corrective actions. BG concentrations may
D E VOTE not be available during an event, but neurological recovery following the return of BG to normal is considered sufficient evidence that the event was
DEGLUDEC CARDIOVASCULAR induced by a low BG concentration _
OUTCOMES TRIAL BG, blood glucose; MACE, major adverse cardiovascular event

Presented at the American Diabetes Association 77! Scientific Sessions, Session 3-CT-SY22. June 12 2017, San Diego, CA, USA
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semn __Key inclusion criteria: cardiovascular roflleU

O \OCB\a
‘0

o

A& \O°

o\
\’\,‘3\\.a \d\\

Type 2 diabetes High cardiovascular »

risk profile

o2 e
\660 t)\"@ardlovascular or
\ar‘) e‘ chronic kidney disease
Current treatment with =1 oral or | @E%@e“ and aged =50
antidiabetic agent\@p Q(eg’& o
O \e®
[ A 6\\“ A = ) - risk factors for
2 ng? .. <7.0% and basal cardiovascular disease
I>_I7bAé€Q<GF§5 insulin treatment =20 and aged 260
‘agoé@ ot ‘| U/day
\
< y Y
DEVOTE

DEGLUDEC CARDIOVASCU )
OUTCOMES TRIAL U, units

Presented at the American Diabetes Association 77! Scientific Sessions, Session 3-CT-SY22. June 12 2017, San Diego, CA, USA



DEVOTE

RERTIT baseline characteristics
. 0O

Parameter dlengs;ﬂlollgc IGlar U N
Total number of patients, n 3818 | @ %:@i&x@:\\
Age, years* %\\a @/%\%\5.0
Sex, Male, % IR 08’5 B3 624
Duration of diabetes, years* ae @\‘6(6&6 16.2
CV risk profile N e OG‘U(\\ O

Established CV or CKD and agg&ﬁ@@ea@g@%o 85.5 84.9

With CV risk factors and g ag&=60 yas, % 14.1 14.8
BMI, kg/m?* a\\h o‘\g‘ 33.6 33.6
HbA, %" o N 8.4 8.4

3
FPG I_\"k (3\ 169.8 173.5
! {\mgllk]\be [9.4] [9.6]
()'\690 YO

DEVOTE

DEGLUDEC CARDIQVASCU
QUTCOMES TRIAL

*Mean value. HbA, . and FPG measured at randomization. All other parameters measured at the screening visit
BMI, body mass index; CKD, chronic kidney disease; CV, cardiovascular; FPG, fasting plasma glucose; IGlar U100, insulin

glargine U100

Presented at the American Diabetes Association 77! Scientific Sessions, Session 3-CT-SY22. June 12 2017, San Diego, CA, USA
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baseline medications

Insulin o9
Parameter degludec A‘!%@&Moo
Total number of patients, n 3818 AV 8819
Antihyperglycemic treatment (excluding insulins), % w9 L oG
Metformin 60" o\t 59.4
Sulfonylurea A\CY29,.80Y 29.1
Dipeptidyl peptidase-4 inhibitors aa DY Q91 12.6
Glucagon-like peptide-1 receptor agonists AN oD 7 79 8.0
Thiazolidinedione pcS“" (WO 3.8 3.2
Sodium-dependent glucose transporter-2 |@t@t6’r§ A2 2.1 2.3
Alpha-glucosidase inhibitors KOV o0 1.7 1.8
Others _aOV _aV 1.3 1.8
Insulins, % “lb“(‘ ;\(\6\0
Any insulin aNOYV T A 84.2 83.7
Basal insulin only, 5 2" o0\ 38.1 37.7
Basal—bolus igedlth (igeldding bolus-only and pre-mix) 46.1 46.0
Cardiovasculany@edieattbns, %
Antihypettensivétherapy™ 93.2 93.0
it iodiff¥ing medications™ 82.4 81.9
Qo atelet‘aggregation inhibitors> 72.0 71.8
Anti-thrombotic medication* 8.1 7.6

DEVOTE

DEGLUDEC CARDIQVASCU
QUTCOMES TRIAL

*Nine patients have missing initiation drug date; they are assumed to be on treatment at baseline

Presented at the American Diabetes Association 77! Scientific Sessions, Session 3-CT-SY22. June 12 2017, San Diego, CA, USA
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o secondary outcomes
0O
C Glycated Hemoglobin ‘3‘06\0
L ON
Estimated treatment difference, 66\0‘ 6"\\
— 9.0 0.01 percentage points 6\‘\0‘\ 5\‘\&
& (952 Cl, —-0.05 to 0.07) 2V @2 =
= NGy =
= &.5 o
= B0 —
E; =
S 8.0 el
T I S
el o E
2 g
g 7.04 U
v ﬂ.ﬂ(
(GQa
'\]’&Q oY . S
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A Primary Composite Outcome
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Table 1. Primary Outcomes.* \O\O
Degludec Glargine Haz \: W
Outcome (N=3818) (N=3819) 69 o C{%a\ P Value
, , A 2
Patients Event Rate Patients Event Rate \ @6\
RN
no./100 na%@? . 6\\0\
no. (%) patient-yr no. (%) awa‘gnét-% N
Primary composite cardiovas- 325 (8.5) 429 356&@‘))\ (\\1@1 0.91 (0.78-1.06) <0.001y
cular outcorne \GO 6\66
Expanded composite cardio- 386 (10.1) 5.10 »‘O$ %ég@lﬂ] 5.54 0.92 (0.80-1.05) 0.22
vascular outcomes; QO$ %\Q
Component outcomes P‘? \(\6\6
Death from any cause 202 ( wo Zﬁg'\g 221 (5.8) 2.92 0.91 (0.76-1.11) 0.35
Noncardiovascular death é@(l 7 (5\0 0 87 79 (2.1) 1.05 0.84 (0.60-1.16) 0.28
Cardiovascular deat 9‘6 NA3.6) 1.80 142 (3.7) 1.88 0.96 (0.76-1.21) 0.71
Cardlmrascu% ﬁq 2 \13‘ 97 (2.5) 1.28 106 (2.8) 1.40 0.91 (0.69-1.20) 0.52
clu dethr@t ed
ﬁﬁh eoFdE%
Ng}atal myocardial infarction 144 (3.8) 2.27 169 (4.4) 2.47 0.85 (0.68-1.06) 0.15
Nonfatal stroke 71 (1.9) 0.98 79 (2.1) 1.16 0.90 (0.65-1.23) 0.50
Unstable angina leading to 71(1.9) 1.04 74 (1.9) 1.10 0.95 (0.68-1.31) 0.74

hospitalization
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Day-to-day fasting glycaemic variability
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‘\6‘
\O®

. _ HR (95% CI) ‘ % @\Q

vere hypoglycaemia ) O\a
Unadjusted — . 411 (3.15, 5.35) ad\ . a-ztjmm
Adjustment 1 —— 4.15 (3 1{ ‘.\@}0 6\\6\\ <0.001

. S
Adjustment 2 —— 4 @ & =0.001
. 88 B0
Adjustment 3 —. %O .22\ M.30) <0.001
Adjustment 4 .—-@ 3\\6 < e @% (2.52, 4.50) <0.001
MACE Gd\) (\\‘e
e @) . 66
Unadjusted O\Q\ﬂ 2 6\ 1.36 (1.12, 1.65) 0.0023
Adjustment 1 " (eg 1.30 (1.06, 1.58) 0.0101
O \ 0
Adjustment 2 P\?@ 6\G;—%m— 1.25 {1.01, 1.54) 0.0437
Ad justrnen@0$ O{\g\(\ i 1.19 (0.96, 1.47) 0.1208
A%L%I%\ﬂ \0(\3 | S— 1.21 (0.98, 1.49) 0.0811
(S
(%u ﬂ'&lt}'
Qa (@S?.Isted — 1.58 (1.23, 2.03) <0.001
Q(G N©
. \\"\\]6 <\GG Adjustment 1 — 1.53 (1.18, 1.98) 0.0011
. 3906 ?G( Adjustment 2 — 1.41 (1.07, 1.88) 0.0160
0\ Adjustment 3 s 1.33 (1.0, 1.78) 0.0430
Adjustment 4 P 1.33 (1.01, 1.75) 0.0432
0.5 1.0 2.0 4.0
HR (95% CI)
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Risk of MACE (0

\\9

following a severe hypoglycaﬁﬁf@@ event

A2
,(>\\0 2 s\d

W
o e | |

6 MACE with MACE without

&\ e 6\ HR prior severe prior severe
,‘O (95% Cl) hypoglycaemia  hypoglycaemia

%O$ A\ 0 n Rate n Rate

First three-point MACE P‘? ,b\ei-ﬁ 138 (0.96,1.96) 32 634 649 457

First four-point MACE O$ (\g\(\ . 137 (0.99,1.91) 37 744 768 547

Individual components 6\\“‘ (\e O

Non-fatal Mi (59 6‘6\0 . : 074 (0.36,149) 8 157 305 213

Mon-fatal 55@@\' \9\‘ +——e———  1.81(0.92, 3.57) 9 1.76 141 097

G @gcm%@gﬁ{mcl unknown) b 214 (1.37,. 3.35) 21 4.05 257 1.76

\\\\&I tab“ﬁp%na requiring hospitalisation - . ' 1.34 (0.59, 3.04) 5] 1.18 139 0.96

20° ¢ et 025 05 1 2 4
O\ HR (95% ClI)

Higher risk of MACE any time following
severs hypoglycaemia
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Risk of all-cause death
following a severe hypoglycagm’@,\eé@vent

by time period. n, number of patients; rate, events

(g@b‘{‘é yrs of observation

o\©
XO
\06
\6
G\O

\\’b

\)\6 ° X< ~ All-cause All-cause
66 G(\\‘ mortality with morialty without

\ G d\ S prior severs prior severs

O$ g HR hypoglycaemia hypoglycasmia

Window (days) &" (6 {85% CI) in window in window
6@0 S o\ Q n  Rate n  Rate

Any time O\QP\ v g\(\’o“' 251 (1.79, 3.50) 38 7.32 385  2.64
365 days ‘5\\“ '_'G_O( 2,76 (1.92, 4.04) a0 7.78 393 267
180 days 6@ (6\9(—\-—4 3.13 {1.99, 4.20) 20 B.58 403 2.7
90 days ‘a('a\:a \a\le | . 3.28 (1.85, 5.83) 12 B.95 411 2.74
60 days Q(GQ \19‘6 2.74 (1.30, 5.79) 7 740 416 277
30 dag(a\\\\a ; Qace 366 (1.51, 8.84) 984 418 277
\QGQ Ve G 4.20(1.35, 13.09) 3 11.23 420 2.78

EI_EE 0.5 1 2 4 ] 16
HR {95% CI)
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S0° S

1. Rispetto a glargina (il precedente gol@ﬁandard
della terapia insulinica basale) e Gtidec  non
mostra benefici né malefici Qa\séﬁﬁ‘ @l diabete tipo
2 60\6 \\‘e(e

o ° 50‘
’YO$\(GQQ

2. Rispetto a gla@fﬁ%\a\crl"’%rattamento con degludec
nel dlabetgeﬁﬁ@e “riduce in maniera significativa
I'incid z‘%e\d@“a ipoglicemia.

( \\6
32 e
6\\\ el «

39\21_|pogllcem|a severa Si associa con un aumento
della mortalita per tutte le cause, che perdura

fino a 1 anno dopo I'episodio ipoglicemico



= Conclusioni
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o . , . o
d 1l trattamento insulinico di per sé&€ non determina Q@ﬁ%flm sul

rischio cardiovascolare, ma nemmeno malefici 5 o
*@\\9\\6 SO

'@dﬁi «ﬁ'ﬁ%%a in termini di

d E’ l'ipoglicemia ad essere SICURAMEN@ 1
rischio cardiovascolare. 60‘66}\\\3‘66

o3

e &

d Una gestione appropriat \@@\a@bé?apia Insulinica sia da parte del
clinico che del pazi%@,&fgi@%?ng, counting CHO, insulina) riduce
significativamenta\i? (\i@c.e‘l‘?io di ipoglicemie

@32 (oso°

d D’altra @iﬁffj@?\al’insulina rimane la terapia piu efficace e
cogg&)’ Eié‘[‘ﬁva per ridurre la glicemia in maniera significativa e in

: ?npi revi (le sulfoniluree NON devono essere utilizzate)

lunga vita all’insulina






ORIGIN — Primary and secondary outcomes

TOR VERGATA
Outcome Insulin Glargine Standard Care Hazard Ratio (95% Cl) \@@E&
(N=6264) (N=6273) | o )
no. /100 no./100 0\6
no. (%6)  patient-yr no. (%)  patient-yr d\
First coprimary outcome 1041 (16.8) 2.94 1013 (1e.1) 2.85 —.— 6\\0 a@@‘@\ 1. 11} 0.63
Second coprimary outcome 1792 (23.8) 5.52 1727 (27.5) 5.28 @ 0.97-1.11) 0.27
Microvascular outcomes 1323 (21.1) 3.87 1363 (21.7) 3.99 66 0.97 (0.90-1.05) 0.43
Total mortality 951 (15.2)  2.57 965 (15.4)  2.60 3\ : 0.98 (0.90-1.08) 0.70
6\)":a \16 !

Total myocardial infarctions 336 (5.4) 0.93 326 OG(.‘I l{ 60( —.— 1.02 (0.88-1.19) 0.75
Total strokes 331 (5.3) 0.91 % & —— 1.03 (0.89-1.21) 0.69
Death from cardiovascular causes 580 [9.3] 1.57 &« [?(]e 1 55 —.— 1.00 (0.89-1.13) 0.98
Hospitalization for congestive heart failure 310 ( ?@@ \é [ 5 0.95 —.—E 0.90 (0.77-1.05) 0.1e
Revascularization 908 g 2 69; (\6 60 (13.7)  2.52 -l 1.06 (0.96-1.16) 0.24
Angina é)w 743 (11.8) 217 - 0.95 (0.85-1.05) 0.29

Unstable 6@ 3 0.66 261 (4.2)  0.72 = = 0.91 (0.76-1.08) 0.28

Mew \:a (‘f ) 0.27 133 (2.2) 0.38 . : 0.72 (0.56-0.93) 0.01

Worsening (6 \a\‘a,ss (7.3)  1.29 446 (7.1) 126 R B 1.02 (0.89-1.18) 0.80
Limb or digit amput équ 7(0.8) 013 3(0.8) 014 - 0.89 (0.60-1.31) 0.55
Cardiovascul rq@n liz @6 2081 (33.2)  6.98 2071 (33.0) 691 ! ) 00 (0.94-1.07) 0.90
Noncard Ia¢®$|t lization 2339 (37.3)  7.90 2349 (37.4)  7.93 l 0.99 (0.94-1.05) 0.85

|
Q)rcancer 476 (7.6)  1.32 477 (7.6)  1.32 . 1.00 (0.88-1.13) 0.97
Death from cancer 189 (3.0)  0.51 201 (3.2)  0.54 —l— 0.94 (0.77-1.15) 0.52
| 1 |
0.5 1.0 2.0

-l -

Insulin Glargine Standard Care
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. QOG’
Q\° Time since randomization (months)
Degludec (n) 3724 3575 3424 3090 1125 55
Glargine (n) N7 3542 3385 3239 1134 61
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