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N
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Influence of age on the presentation and outcome of acidotic

and hyperosmolar diabetic emergencies o
Internal Medicine Fournal 2002; 32: 3?9(&9%

Table I Admission profile of patients presenting with diabetic emergencies (n = 312) assocmﬁémmeﬁ(emamdums
alone, mixed ketoacidosis and a hyperosmolar, hyperglycaemic state or a hypemsmtﬂar\ Aemic state alone

N\
DKA @'o\\\ mﬁ{sA HES
6\)
_g_
0
Presentations ‘ 17] (%\[ Q@@ 04 (30%) 47 (15%)
Age (years) Cesc?gdw 124 69417 |
Age range (years) K ?‘: %0y 6-88 3887
Arterial pH Q'a‘?’ 3“?’( 7151001 1.1210.01 1.3910.01
Bicarbona (Mﬁ) @” 19103 §.310.5 238109
&

C@m%eﬁnmﬁlﬂj 28106 50£18 54128

Osmolarity (mOsmolL) 313110 353124 M4



Influence of age on the presentation and outcome of acidotic

and hyperosmolar diabetic emergencies &
Internal Medicine Fournal 2002; 32: 3?%;&%%

. Q\° x. .
Table 2 Mortality rates (deaths/presentation frequency) for diabetic emergencies associatggawiﬁl %’@\ Faﬁﬁfﬁf)‘&%ldﬂsm alone,

mixed ketoacidosis and a hyperosmolar, hyperglycaemic state or a hyperosmolar, hwgﬁr?ag@@‘fﬁte alone 1n patients

stratified into three separate age groups ?WSO; &
d\fpsd\\ie( o
Age group (years) DKA o BEﬁ—ngHS HHS All diabetic
(G\\ e"o :
(n= 1712)@‘ o r=94) (n=47) emergencies
S h=31)

W2 2O

X" .\0\?’0 u 0 u
S5 T s 000%) 013
35-55 é\,i\@";qe@ 1/56 (1.8%) 0124 (0%) 015 (0%) 1/85 (1.2%)
> ¢ 1116 (6.3%) 55 (143%) |82 (19%)| 1493 (15%)
All ages 171 (1.2%) 5194 (5.3%) 847 (17%) 15312 (4.8%)
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Table 1—From diabetic coma to HHS O\o%

Years Authors (reference nos.) Comment \,\Q‘
1828 von Stosch (8) Initial descriptions of diabetic co 30\6\) ‘
1857 Petters (10) Discovery of acetone in th é{@gﬂ \h’é with diabetes
1865 Gerhardt (91) Discovery of acetnace;g\ int e of patients with
diabetes
1874 Kussmaul (15) First extensei@}\é &'@‘\of diabetic coma
1878 Foster (11) % Ebﬂb@éﬁ and acetonemia
1883-1884 Stadelmann (18)/Kilz (19)/Minkowski (20) Iﬂ\w %’-,rdmx'-,rbutync acid in patients with diabetes
1884-1886 €—>»von Frerichs (21)/Dreschfeld (14) 6\) Desilqﬁ:%n of a nonketotic diabetic coma
1922 Banting et al. (83) \Iﬁulln discovery
1909-1923 €——>Lépine (92)/Revillet (93)/McCaskey {94]!504:8%{@ {95&%’6 Case series of diabetic coma without ketonuria
1930-1935 Lawrence (84)/Joslin (17) Qo( -\Q Initial recommendations for the management of diabetic
e comas
1957 €—>» Sament and Schwartz {3{]]!:%@?% s (29) Detailed case reports of diabetic coma without ketones and
'b (\ hyperosmolality
1962 €2 Singeretal [85)6’5<< . (\ Linking osmolality and hyperglycemia
1971 €—> Arieff and %{,&:II {SSéﬁﬁch et al. (54) Case series of HHS: initial criteria
1973 Ari Klee 7) Mechanisms leading to cerebral edema
1976-1977 \@ﬁertl a ﬁéckada'-,r (60)/Kitabchi et al. (70) Low-dose insulin protocols
2004-2009 - \’\“ Klt%d@'et al. (4,86,87) Position Statement, American Diabetes Association:

management of hyperglycemic crises
2@36L> Zeitler et al. (59) Guidelines for the management of HHS in children




Insulin T Counterregulatory

Deficiency Hormones
| X0
: } %
4 Lipolysis + Proteolysis 36\‘ ,b\'\’b‘\
' ! NN
. AN @°
Gluconeogenic substrates é\e’@ , ,@\'\?>
(glycerol, amino acids, lactate) \\,580 ,bc;\é\
M * \\\‘:a,b 1'!r\\e(e
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v Glucose utilization | |tGluconeogenesig Sif
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e
’@6?’ (é\élycaiuria (osmotic diuresis)
O _N¢
Q@Q’b 9e° Loss of water and electrolytes
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| ’aQOcJ\‘ Qe( > Dehydratlﬂn Decreased fluid intake . Hymr“mﬂla"w
o Impaired renal function
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Stati iperglicemici nel diabete:

differenze e similitudini ‘0\0%‘
e
O
. S
Y type 1 diabet Older type 2 diabesds®
ounger type 1 diabetes er type |abg$ 6\3@@
ABSOLUTE insulin deficiency RELATIVE\lg&tQm |ency @
Severe Hyperglycemia Se&@@ﬁ%@%cemla
No hyperosmolality eﬁy%&bsmolallty @
G
Volume depletion Q\\’ \eS\Q\/OIume depletion
Electrolyte disturbanc%ce"c’ %\(\ Electrolyte disturbance
<<('5 L
Acidosis 6 6\0 No Acidosis @
Ketone b&;i@proéﬂfélon No ketone production
D @Q)p \?er hours to 1-2 days Develops over days or weeks @
c,\ Q ﬁié
e QQ(



Criteri diagnostici dello

stato iperglicemico iperosmolare e‘o\o‘?'o\""
O\
Table 2-Diagnostic criteria of HHS first reported by Arieff and Carroll and current ADA criteria 6\ \’i\a x
Arieff and Carroll (56) :o\\a\\? @m\féj‘
Plasma glucose, mg/dL =600 ,bc)oé\ez\é\’cb\\’b =600
Arterial p /A 0@’6\\‘ @ez‘ 5730 €—
Serum bicarbonate, mEq/L e(ilﬂ6 & ‘ad\ >)§ €
Urine or serum ketones by nitroprussiate test \)((e\\o (3%6
(acetoacetate) e‘) \e o2 pluses Negative or small
Serum B-hydroxybutyrate, mmol/L {(@(\c (\%\ N/A <Immol/l €
Total serum osmolality, mDsmékgé ° 5\00 >350 N/A
Effective serum usmuwﬁﬂsma N/A >30 2~
Anion gap, {qEn}‘l ?ﬁe(e N/A Variable
M@@Rtatus N/A Variable; most patients present with stupor, coma

*Total serum osmolality formula = 2(Na) + 18/glucose + BUN/2. **Effective serum osmolality formula = 2(Na) + 18/glucose.



Cause
P\
. oXO
\2 Ooec;\d\@
° e o ° \"b’b\ e(e,b
* Fattori precipitanti ec,e““d\sc‘\“
. . ®) (e
* Infezioni @ @
QOQO e
. . G
e Eccesso di gtef? tic
N 'o(\eg(
. Abus{)gedlaﬂafhaci (corticosteroidi)
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Terapia degli stati iperglicemici

nel diabete (DKA e HHS) ¢

6 \’b

. - &\'30; c;\d\"b\

Idratazione LS5
N 2°
Correzione |pergllcemla¢\><<> et
Correzmnldlsturbl( &tﬁ)hthl
500 \e
(6(\06 (\%\
Chetoausz,sir2> Q@r?ezmne acidosi se pH<7.2
Q(QQQ(GO(\%
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Terapia di DKA e HSS

‘\6
9%
X
IV fluids Insulin I m. 5
I 6\ v k ,b.‘\"
\
1 l‘ l ) A(\a \\’( \
Administer 0.9% NaCl IV route SC route \\2 ﬁ qg\@ is <3.3mmol/l
at 500-1,000ml/h @lsulm and give
during the first 1-2h l &a 20mmeol/h of KCI
O \6\ until serum K* = 3.3mmol/l
| 0.1U/kg ,a\\s'é Ulkp, 2°
Evaluate corrected serum Na* IV bolus 60\,6 \(\:v@
J e & l
J \J i %3 If serum K~ is >5.0mmol/1
, k S 0.7U do not give K* but check
High Normal Low Q\>ﬂ"'|n§ HIb‘ SC e::;?y serum K every Z2h
| O 2h
] o5
\ ‘
0.45% NaCl 0.9% NaCl ¢ e ©
at250-500ml/h || at 150ﬂé§ﬁhmb’h\ a®
depending on R@q in Check serum or capillary glucose If serum K is <5.0mmol/L
state of hydration 1% te {:1;; tl{:n every 1-2h add 20—40mmol of KClin

L@%z&r_]
y\“,b (

Qﬁ(ﬂ Qr capillary glucose
ache 1-13.9mmol/l

ol

l

Change to 5% dextrose with 0.45%
MaCl until resolution of ketoacidosis*

reduce insulin to 0.1U/kg 5C every Z2h
to maintain glucose at 8.3-11.1 mmol/l
until resolution of ketoacidosis

When glucose reaches ~11.1-13.9mmol/l:

each litre of IV fluid to keep
serum K+ at 4-5mmol/l

Identify and treat precipitating cause

Transition to 5C insulin when the patient is alert and can eat
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Stato Iperosmolare |pergI|cem|cO@\°"°

6\ \\'b‘\\'
&’b\\%(\éé\d\’@
= Piu frequente in pazienti con dlaggﬁe “dirtipo 2
,b\\’b
anziani A5 x@°

= Ancora gravato da ele\\zaat‘a%pmrtallta

= Occorre attenta gs@\@az%ne dei fattori di rischio e
dei fattori pg&@ipkt@htl

i Rlconoasﬁéraeesﬁlstmguere | vari stati iperglicemicli
Qﬁ"r@etérapla corretta
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IPOGLICEMIE

O
X

v\
0\ AN

Tra le complicanze piu temute del Dla\laﬁtg@aﬁella
sua terapia Soo"’ W\@

Impatta negativamente sulggasfa\w%f‘ salute e sulla
qualita di vita del pa2|\Qmé Qmértallta
cardiovascolare, cgeaﬁ‘ggza‘ depressmne)

Ne risulta ugavbawcé di futuri eventi ipoglicemici

Compcgreta uag‘aumentata richiesta di prestazioni
sa\gdﬁ%qe“con aumento dei costi diretti ed indiretti

Q< a
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DEFINIZIONE DI IPOGLICEMIA

A0
= Generalmente viene utilizzato un valore di gk f"!‘@a@é 70
mg/dl per definire I’ipoglicemia “bioc@i@}?’éqg\&%a valori piu
bassi vengono utilizzati in alcuni I@@ikg@?e"ntifici.

Ol

e &
= |n casi dubbi ancora an\{‘itﬂ%:\laﬂ""’fariade di Whipple™:
= Segni e sintonageﬁ%pggeh%emia
= Bassi vgjbw?&g@m%%ici di glucosio

" RI Q@‘%Pei sintomi con I’aumento della glicemia
(GQ’b \)(\6
a2 e©
\ 2
0> oef
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Classificazione delle ipoglicemie

S ] O &
evere hypoglycemia L \
Requiring assistance of another person. If plasma glucose co @ﬁtra\a
is not available, neurological recovery following the retun{fbb«f%(X
glucose to normal is considered sufficient evidence 500 6\’@
A
> \
Symptomatic hypoglycemia 60‘ (Ne’
Typical symptoms of hypoglycemia a%cm?pagnﬁé& by plasma glucose <70 mg/dL.
(@ (%
Asymptomatic hypoglygeﬁ'u%\ X
No typical symptoms of Ia@ﬁog{y@@mla with a plasma glucose <70 mg/dL.
N2
Probable S\g{ﬁﬁto\!ﬂé\tlc hypoglycemia
Typical syg(qﬁon\s.(@f hypoglycemia with no plasma glucose determination.
\Q’é q?f

gﬁ?udnihypoglycemla

yplcal symptoms of hypoglycemia with plasma glucose > 70 mg/dL, but
approaching that level.

Seaquist ER, Diabetes Care 2013



SISTEMA DI CONTROREGOLAZIONE

Hypoglycemia

\O*
O%°

sensor

Effector
Organs

Counterregulatory
¢

1

Brain Gluco gt‘-zns
Hypotha ,g(a’r)s E{

Autunu mic Nervous

Ht}replnephrm-e Ats@ hulu\é\’v

@\\k‘i
°
<l (Né\
Pancre 'fb R\ Adrenal
cell 3\3 la%’b Gland
o cell, x¢© Rt

b

o

[ 1 Cortisol | ["I" Epinephrine J

\a

N
i

Increased
Glucose
Qutput

Decreased
Glucose
Utilization




Risposta alla riduzione della glicemia

‘\6‘
Plasma glucose level 0\0%
el
, 0’\’6\0 ~
36\ \'\’b'\
. ‘X0
Upper limit f._ b\‘a\\.’b:@é\d\‘
(;\e" -\,’b\\
O o
Mean = ’b\\’b e’b
D~ el
*-t—l::e@é%ad iaﬁm‘in secretion
e &°
KEwes et 9— sed glucagon secretion
creased epinephrine secretion
S
<<('5 -—Decreased cognition
3¢ . \Z Aberrant behavior
2 5\0 Seizure, coma
(’é" Qe( {(Functional brain failure)
(AN
eP”
e’
RN
QO QQ( -=—Neuronal death
0‘\3 (Brain death)
Cryer PE

J Clin Invest 2007
20
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Ipoglicemie ripetute e Hypoglycemia Unawareness
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Subsequent \oe‘
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Hypoglycemia Unawareness in Older
Compared With Middle-Aged Patients With

Type 2 Diabetes WO
AMILA JAuCcH-CHARA, MD” ERND ScHULTES, mp'* A
ﬁawrm:-']]:: I—Lﬂ.u_{s:cumw;, PHD B S ’ \oe‘o\
OV
A 6\ . 'b\
14, o . 3\\
w 12 k% \\3(\ \6\\‘
s 10 \3\&6 . 3@6
£ . é\e" \’{b\\
"] \\ 80 ‘\6
2 LA S
5 ’&\ e
g 4 6 \:b \rQe(
- ._cCOY .
o L " (O <65 anni
’ Baseli{e\\v ‘@%u Recovery ® >65 anni
NN
B2, Q S\
» Q ' \e
c}éf‘?o . %\(\ *
2¥ .
0% AO'% \
X2 e(‘: 5 6
X0 oY : \
(GQ \)(\ 2 ) \\ T
&N@Q Qe(e g 2 \““\:i
ST = ' :
0.\,6Q aseline ypo ecovery
Figure 1—Means = SE scores of self-rated autonomic (A) and neuroglycopenic (B) symptoms

during the baseline period, at the beginning and end of the 30-min hypoglycemic plateau (indicated
by gray shade), and 30 min after restoration of euglycemia in 13 middle-aged (39—64 years) ((])
and 13 older (=65 years) (W) diabetic patients. *P < 0.05; **P < 0.01.



Normale risposta autonomica

‘3‘
&

Arterialised blood \o?/‘o\o
glucose {mmol/l} 6\0\6' A\

4 '\’5(\3 d\‘?’\\a’

0 e @

. e\fb \'\3
o ‘XO
2° c;\d\&
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35 = e
e N
N ef’o’b6
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(\(/ . \(\
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Hypoglycemia Unawareness e
ritardata e ridotta risposta autonomica 0\0"5\6'

. \o?/‘
Arterialised blood ,Q\’b )
R\ .,b,\’&
glucose {mmol/l) &,b\'\’b(\,b 6\6\‘:&\\
: -\
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N ®, (03
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A7 oo
RN
60 (,(N
3.5 | . Qe (\;\ S
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W
V' o\
QO ,b\e
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%&3(\__ @Q% -------------------
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Hypoglycemia Unawareness e
ritardata e ridotta risposta autonomica 0\0"5\6'

ot
Arterialised blood ,\Q’\’b X
glucose {mmol/l} ) (\’56 .‘3\'\6’
\\fb\\% é\d\
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Ipoglicemie:

vulnerabilita del soggetto anziano ¢
xO
Arterialised blood , g’\’b\o X
N o
glucose (mmol/l) ) (\’b '\:b\\
,é\\’é ’\6\
40 2\ @2
'\e" . 3\\6
N
SYMPTOMS . :\"b’b . !Q(Q’Younger men
3.5 ece" 6\5(/ (3.6 mmol/l)
o)
(6\\ (G%’é
N\
e AC “SYMPTOMS
30 - ._36c.e_ -Q% ______________ Older men
dgﬁ%pa@a Eognitive function ~~ """ " (3.0 mmol/l)
2O o° REACTION TIME
Y _[Ne
(e eo“?’
N° ,er‘z.:a - FOUR CHOICE Younger men
0.\,6905 Qe REACTION TIME (2.6 mmol/l)
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Severe hyoglycaemia and CVD

. o\
- a metanalysis - O
, g’\’é\oef,&

Study Relative risk Weight Relative risk 6\ . 'b‘\

) (95% C) (%) (95%C1) 06 ‘3\\
Prospective ° 6\
ADVANCE 2010 : o 1112 3.45 (2, 3&\@) @‘:\
VADT 20112 = 5.97 to 3.40\O
Subtotal: P=0.10, I’=63.8% g Qsjoﬁo 1. 45@@

: \\’b
R i : fo)
etrospective ! \'6 e(
Johnston 20112 » 6\) (ﬁxﬂz 1.79 (1.69 to 1.89)
Zhao 20127 _-_6 Ce 6\ S“20.03  2.00 (1.63 t0 2.45)
Rathmann 20127° —I—QQO o) 12.66 1.60 (1.13 10 2.26)
Hsu 2012% ((e-j-.—Q(e% 22.60 2.26 (1.93 t0 2.65)
Subtotal: P=0.03, I’=65.4% Q\) -@f—f,\ 82.92 1.93 (1.6810 2.21)
c’(ao . ’é\ :
Al studies (\c,e' RO 10000 2.05 (1.74-2.42)
X0 %° (‘9\0
What this study addsb(’b €
(\'a

Convantlcﬂqgﬁeta séeﬁsls suggests that severe hypoglycaemia is associated with a higher risk of cardiovascular disease

@‘bl%ﬁ analysis indicates that comorbid severe illness alone may not entirely explain the positive association between
0‘@ ere hyrp? lycaemia and risk of cardiovascular disease

Avoiding severe hypoglycaemia may be important to prevent cardiovascular disease in people with type 2 diabetes

Goto A, BMJ 2013



Association of Hypoglycemia and Cardiac
Ischemia

(o8
A study based on continuous monitoring \oe‘o
exe? Q@xé‘zoos
‘a\‘a ol
Table 2—CGMS and Holter monitoring abnormalities Coé\e"\é\&’o\\’é
N

6\)"6 \QQ’( Ep]E-Dd-ES with Episodes
Q‘aﬁ'ﬂl chest pain/ with ECG

(e\\O (e%,bE]:IISDElES angina abnormalities
- SN
Hypoglycemia SQO \Z 54 6*
Symptomatic ,b(\(»e (‘\%\(\ 26 4+
Asymptomatic <<( © 28 2
Mormoglycemia W.ﬁmu [és'f-]}ld changes MN/A 0
H3,'1—_!-|a*rg]]..rn:1zr@@6 59 Q
Rapid ¢b ge:e(teﬁucnse (=100mg-dl~'-h™ ") 50 2

adb%}‘\tl 3%?5 EplSﬂ-ﬂES during hyperglycemia and normoglycemia.
0\



Risk of Cardiac Arrhythmias

During Hypoglycemia in o
Patients With Type 2 Diabetes \)e‘o
and Cardiovascular Risk 6\0\\@

E 500 - E

o 460F 2

Pt i . P A

c! Q\\,b n,bb‘

oo TE T T T Cla & —

§% EN C 6\)‘6 (J\ e\ ]

=5 £ 3k , O e :
=~  0:00 (A.M.) 1:00 ((e\‘é?nn qglpo 3:00 4:00 5:00
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----- : 5:00
S 4:00
i 2{}3:00
——N 003 :ﬂADr-.n rme
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Hypoglycemic Episodes and Risk of Dementia in Older Patients
with Type 2 Diabetes Mellitus

\O*
Q%
Rachel A. Whitmer'!, Andrew J. Karter!, Kristine Yaffe2, Charles P. Quesenber@o@r and
Joseph V. Selby’ 0 NS
A
Frequency of hypoglycemic episodes by dementia status ’@\\’b @6\6\
No. (% Sl
o. (%) ;%:S;?]stemld&lf Excess attributable risk
Dementia Nondementia s a
(n=1822) (n=14,845) [(9 J@(& per year, % (95% CI)
C
Any hypoglycemia Ce 6\6
No 1572 (1034) 13 6%“?9\65)@3%? 60 (311.02-343.18)
Yes 250 (16.95) 50911;,\@\%&;.& 566.82 (496.52-637.48) 2.39 (1.72-3.01)
62
No. of hypoglycemic <<('50 (\%
episodes 6 O(\
GNP o
0 2 ;glgef 034) 13,630(89.66)  327.60 (311.02-343.18)
1 “,bg@ (e\)(\ 150 (14.84  852(85.16)  491.73 (412.60-570.80) 1.64 (0.91-2.36)
OC’\&\Qe‘ ’b“ 57 (22.26) 201 (77.74) 761.75 (561.24-962.27) 434 (236-6.32)
OV 5? or more 43 (20.40) 162 (79.60)0  755.46 (526.46-984.46) 428 (2.10-6.44)




Association of Depression With Increased
Risk of Severe Hypoglycemic Episodes 1(1;\)0@’6

Patients With Diabetes | 6\"}0 o
\.\\6‘\

Table 2. Hazard Ratios for Major Depression for Timex® 6\6
Hypoglycemic Event or for Relative Risk for Num ,y?lgoglycemlc

Events (N = 4,117)

C_,O
—e\_@.a—

2
% t (N Number of
ngp vce@h‘% Event Hypoglycemic Events
Covariate Adjustment e\ E 5% Cl) RR (95% Cl)
o
Unadjusted QOQ \QS\YBQ (1.39-2.56)
Adjusted Qe‘) %\(\
Prior hypogycemic EV@R% 1.65 (1.21-2.25) 1.69 (1.32-2.17)
Prior hypogy Qeveg:;@ﬁ\d demo- 1.78 (1.30-2.44) 1.76 (1.37-2.26)
graphlc;él@f ter}a@z
Prm@{@&:g cejﬁ?c event* and demo- 1.41 (1.03-1.94) 1.39 (1.08-1.80)
Q@r phigg%fd clinical® characteristics
CJ\ P@I@pﬂgycemm event® and 1.42 (1.03-1.96) 1.34 (1.03-1.74)
mographic,® clinical,c and health
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Systematic Review: Comparative Effectiveness and Safety of Oral
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BID Dose-Range Finding Study

Sitagliptin Safety Profile 0%
O
’66\0\’:\\62\‘
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{'a\t@%a@c’\ Glipizide
5mg 12.5mg @5%1&5\’@ Omg 5-20mg

Placebo BID  BIR2° 8®  BID QD
% of patients ~ (n=125) (n=124) @é&‘zgp\vtn 123) (n=122) (n=123)

Treatment- 10 Qe\\o e@G 14 12 28
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C \e

adverse events oC e %\(\

<@ 0‘\
Serious adverse (ya ;200 3 2 1 3 5
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GLP-1 analogs presents a low risk of hypoglycaemio%\@
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® Minor hy %a(e\@&%vents are at the placebo level (LEAD-2, above)

° T‘heéeQé%s Mbut increased risk of minor hypoglycaemia when combined with SUs (1.0
c;e\\)énts(@}%ubject every second year; LEAD-1)

Nauck et al. Diabetes Care, published online 10.23 37/dc08-1355 (LEAD-2). Marre et al. Diabetes 2008;57(Suppl. 1):A4 (LEAD-1)



Effects of Dapaglifiozin, an SGLT2
Inhibitor, on HbA,, Body Weight, and <"
Hypoglycemia Risk in Pahenis w ;h'é"e
Type 2 Diabetes Inadequately Mtrﬁled
on Pioglitazone Monolherm@\\’b
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Table 3—Adverse and special interest events Ih&q}\fh 'ﬁ‘\
\3
N ca"o'b(3
QQ(( WO Dapagliflozin Dapagliflozin
P ?BCE}}L"J - 5mg + 10 mg +
<< (3(\0 O(\% pm glitazone pioglitazone pioglitazone
e ,\O(\ =30 mg =30 mg =30 mg
RN ] ) )
P o 139 141 140
A[ least o&@% SQS@E‘% ent 93 (66.9) 96 (68.1) 99 (70.7)
jggﬂc’];\:salsg@%[s with
h}?pmgl}rcemla 1(0.7) 3(2.1) 0

Major episode of
hypoglycemia* 0 0 0
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= Impatta negatlvameatéosgd% stato di salute e sulla
qualita di vita d@}‘})@@‘énte (mortalita
cardlovas%qka?i‘\q,eﬁ‘emenza depressione)

. Comwﬁ@ﬁﬁ aumentata richiesta di prestazioni
QMW‘& con aumento dei costi diretti ed indirett

0\’4? DaII utilizzo di nuovi farmaci ci aspettiamo una
significativa riduzione del fenomeno
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