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More than 80% of patients with T1D are not at their

glycaemic goal e)O\o@\
O
\6
Mean HbA,_levels from the T1D Ex%ﬁﬁe Cli @N\étwork“
(25,833 participants from GK@Qm tl\dﬁy ed States)

\
* Only 8% of patients enrolled in the o oo - \6\0\ 0\\'a
T1D Exchange Clinic Network had an HbA,. ' /&3 \
below 6.5%! 8 2% 33\}6
8,5% - °
e The mean HbA,_ of a cohort of participants \Co
with T1D (n=2764) from 31 centers in 16 8@,0 d\ 7 8%
European countries enrolled in the EURODIAB (’(P‘ ! S 1% 71,7%
study was 8.4%? ,"{\ ex Q‘_a 7,4%
* Only 11.6% of Brazilian patients studied in E\ \6
cross-sectional, multicentre study a QA O(\ 7,0% -
the goal of <7.0% for HbA, 3 66 O(\G
Xo e( 6,5% -
(@ \0\1 <6 6-<13 13-<18 18-<26 26-<31 31-<50 50-<65 265
Q‘GQxl ©
\16 \OG

Global,o tlons@nend target HbA, . levels of <7.0% (53 mmol/mol) for adults and <7.5% (58 mmol/mol) for children.
Alt me recommend target of <6.5% (adults and children), all agree that treatment should be individualised for each patient.*
*At the time of the study, the T1D Exchange Clinic Network consisted of 25,833 participants from 67 sites in the United States.

1. Beck RW, et al. J Clin Endocrinol Metab. 2012;97:4383—-4389. 2. Schoenaker DA, et al. J Clin Endocrinol Metab. 2014;99:800—-807. 3. Gomes MB, et al. Diabetes Res Clin Pract. 2012;97:63—70. 4. Danne T, et al.
Diabetes Care. 2017;40:1631-1640.



DCCT baseline (1983—-1989)

(N =1,441) (N =

1,422)*

Table 2—Clinical characteristics of DCCT/EDIC participants at DCCT baseline, DCCT closeout, and EDIC year 18

End of DCCT (1993) EDIC year 18 (2010-2012)

(N = 1,284)*

‘\6‘
INT CON INT CON INT CON | O\Og
n 711 730 698 717 620 92‘()6\
Demographics \0 '\
Age (years) 27.2 (7.1) 26.7 (7.1) 33.6 (7.0) 33.0(7.0) 52.3 (6. % d\ @@
Female (%) 48.5 45.9 49.0 46.0 q
Diabetes duration (years) 5.8 (4.2) 5.5 (4.1) 12.3 (4.9) 11. 9 (4 81 \\ \7 (5@5 0.2 (4.9)
DCCT primary prevention cohort (%) 49.0 51.8 49.1 50.6
Hypertension (%) | | 3.1 2.1 4.4 \\. 6.6 68.8
Hyperlipidemia (%)** 22.8 23.4 25.6\\6 é 6 68.6 68.2
Current cigarette smoking (%) 18.6 18.4 (P 11.5 10.7
Physical examination 6\)\0 \‘O‘
BMI (kg/m?) 23. 4 (2 7) 23.5 (2@9 & 25.0 (3.1)% 29.1 (5.7) 28.5 (5.1)
Obese (BMI =30 kg/m?) (%) ?‘ 5.6% 36.1 33.0
Systolic blood pressure (mmHg) 114. 5 QX" 14, @9 116.3 (11.7) 115.3(12.0) 122.4(15.4) 121.8 (15.1)
Diastolic blood pressure (mmHg) 3\9 ? ¢8 74.4 (8.8) 74.3 (8.8) 71.4 (9.0) 71.3 (8.8)
Mean arterial pressure (mmHg) ?é& (8. 2)2\6 6.8 (8.6) 88.3 (8.9) 88.0 (8.9) 88.4 (9.8) 88.2 (9.6)
Laboratory values \(‘\P\ %\\\v
HbA,, (%)TT WV 9.1(1.6) 7.2 (0.9) 9.1 (1.3)f 8.0 (1.0 8.0 (1.0 |
Plasma lipids (mg/dL) 6@ \O(\v
Total cholesterol 6\‘6 177.1(32.8) 175.7(33.6) 178.8(31.2) 183.4(36.6) 174.8(35.4) 172.1(36.4)
HDL cholest 50.8 (12.3)  50.3(12.3) 50.8(12.8) 51.5(12.9) 61.9(19.4)  61.5(17.7)
LDL ch ﬁ@ 110.3 (28.7)  109.1(29.4) 111.6(27.2) 1143 (31.4) 96.7(29.2)  94.7 (29.5)
JTri @(c |des o\]e 80.8 (43.3) 81.8 (51.3) 82.0 (51.6) 87.8 (54.0)t 81.1 (50.6) 80.6 (71.5)
e
. 690 Glu@ anagement
O\ Pump or multiple daily injections (=3) (%) 0 0 97.4 5.0% 97.6 97.7
Glucose monitoring =4 times a day (%) 0 0 52.7 3.8% 67.7 70.7
Use of antihypertensive medication (%)$§
Any = = = = 60.3 62.7
ACE inhibitor or ARB 0 0 — — 56.8 59.8
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T1D is associated with a significant loss of life
expectancy

 Patients with T1D are at a 2- to 4-fold increased risk of death?
» The estimated life expectancy at birth of patients with T1D is 68.6 years, roughly 12 yearsbl@& re '&\?o those

without diabetes? \\_‘3 S\
Mortality among patients with Esti \‘lf Q@\\_ctancyz
T1D vs control? N2 2 5\
%{@ 6 \l@(e Women
100 - _ . 0(\ 100 -
Death from any cause e e N
(percentage of patients) L )
p geofp o "8{\« P\ (ega 80 -
’ 4 \ —_
Q?@ e® £ 60-
0 \ ; 40
20
T T T T 0 T T T T
20 40 60 80 0 20 40 60 80
6\ o oI( 71D Age (years) Age (years)
0\6Q0 éé( —— General population

T1D=type 1 diabetes.

1. Lind M, et al. N EnglJ Med. 2014;371:1972-1982. 2. Huo L, et al. Diabetologia. 2016;59:1177-1185.



DCCT/EDIC study: mortalita e valori di HbA1C .

Relative Mortality Rate
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Diabetes Care 2016;39:1378-1383 |



Glycemic Control and Excess Mortality in Type 1 Diabetes:
Swedish National Diabetes Register OGS

Subgroup Type 1 Disbetes Reforance Hazard Ratio (95% CI) o Value Table 3. Adjusted Hazard Ratios for Death from Any Cause a f'rom cular Causes among Patients
1o, of events (%) with Type 1 Diabetes versus Controls, According to_ T| d Hemoglobin Level and Renal
Death from any cause Disease Status, Model 3.*
Male ’ \8\6 % A\‘\‘a
18-34yr 160 (1.6) 283 (0.6) o 284 (234-345) <0001 .
35-49yr 428 (8.9) 524 (2.2) [ 426 (3.75-4.84)  <0.001 Variable 6 \6\' Hazard Ratio
50-64 yr 631 (21.6) 1217 (8.4) o 2.86 (2.60-3.15)  <0.001
265 yr 367 (50.3) 1046 (29.2) Fo- 220 (196-2.48)  <0.001 6\\a 8 a Death from Death from
Female . .
18-34yr 90 (1.1) 110 (0.3) —e—i 411 (3.11-5.43)  <0.001 ( Any Cause Cardiovascular Disease
35-49 yr 239 (6.2 280 (1.4 o 4.39 (3.70-5.22) <0.001 . *
Sotan A o815 o 1 ooety 0001 Time-updat glycat &\ obin level 7386/200,539 2326/200,539
265 yr 304 (43.4) 737 (213) o 262 (2.29-3.00)  <0.001 0. of e
Death from cardiovascular causes %
Male A PQ? rence (c ntrols) 1.00 1.00
18-34yr 18 (0.2) 26 (0.1) —— 349 (191-6.36) <0001 \
35-49yr 144 (3.0) 140 (0.6) —e—i 536 (4.25-6.77)  <0.0! \ 2.36 (1.97-2.83) 2.92 (2.07-4.13)
50-64 yr 238 (8.2) 414 (2.9) o 3.17 (2.70-3.72) 01
=65 yr 149 (20.4) 416 (11.6) o 2.25 (1.87— 2?\00 G?, v0-Y7.8% 2.38 (2.02-2.80) 3.39 (2.49-4.61)
Female \
18-34yr 11 (0.1) 3 (0.0) 27 17.2%) <oo<)1 ‘a 7.9-8.7% 3.11 (2.66-3.62) 4.44 (3.32-5.96)
35-49yr 67 (1.7) 46 (0.2) 16-10.92) < b
50-64 yr 161 (6.5) 112 (0.9) < ' 2 (6.22- 1% % 8.8-9.6% 3.65 (3.11-4.30) 5.35 (3.94-7.26)
265 yr 139 (19.8) 282 (8.1) 312 (2,553 <0.301 py— 8.51 (7.24-10.01) 10.46 (7.62-14.37)
050 100 zooA,A 1600(\ =J. . . . . . .

ANNALI
200 et - <7.0%=28.3%

. 78 =351

. 89=213

- >9 =153

N Engl ) Med 2014;371:1972-82.
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Lo schema di terapia raccomandato & quello basal-bolus da realizzare tramite terapi '\ ‘:.
multiiniettiva o con microinfusore. \I S \\_
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PHARMACOLOGIC THERAPY FOR TYPE 1 DIABETES ,&O\og\

\06

Recommendations 6\0\6
9.1 Most people with type 1 diabetes should be treat\egt\aﬂ%g\dﬁ?r%\tlple daily

injections of prandial and basal insulin, or con @@us& taneous insulin

infusion. A a’&\\? e@a
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ADA Standard of Care, 2019



Discovery First insulin Lispro insulin Glargine Detemir ULrs: .o*.g -achgy IrII:saSItirT,ilfstmzfrt
of insulin! pump? approved? approved?! launched? Ar\Udec ety vedt . b

: : ' : 3 y : approved

: i : H \e .

1923 1936 1950 1953 1963 1981 1996 1999 2000 2001 205 2007 2012 2014 2016 2017

NPH ' ' Aspart Insulin Stulisire Inhaled insulin
marketed? [ approved apz s ted! approved?
. \',::'rft eGMS " First artificial pancreas Inhaled insulin
R ) o A PN device approved® approved®

NDecpite 2dvances for optimising insulin replacement therapy,
many patients with T1D struggle to attain glycaemic control

*Approved in USA only. \‘6 %
CGMS=continuous gluco @1 orlnisyﬁ@ PH=neutral protamine hagedorn; T1D=type 1 diabetes.

O\@Q e




Insulin Therapy

Insulin treatment is essential for individuals with type 1 diabetes.

@
Insufficient provision of insulin causes not only hypergl(ceﬁa%o}o

é}’%o metabolic disturbances

like hypertriglyceridemia and ketoacidosis, as weébs)}%%@(}é%atabohsm

Insulin_requirements can be estgmqi‘e‘é‘% Q&e%n weight (0.4 to 1.0 units/kg/day). Higher
\S
amounts are required durg@h‘t?%g‘@\%?egnancy, and medical illness.

()6
0.5 umts/kg/d é@gqﬁfplcal starting dose in patients with type 1 diabetes who are

metabQ\M&W\(\@a\lﬁ with half administered as prandial insulin given to control blood glucose
Q\Rgr megls and the other half as basal insulin to control glycemia in the periods between meal

absorption
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Insulin therapy o
(\ dd’&@\\a‘
Longer- acting basal analogs (U-300 glargi Q\e\ \\Q@@Iudec) may
convey a lower hypoglycemia risk CQ cﬁwth U-100 glargine
in patients with type 1 dlabetes 6‘)6 50“\‘
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ADA Standard of Care, 2019



be‘o
irrespective of injection time  o®%
(O '\Q\\a'
B
§ j:z —@— Morning injection -—o--Evening injection d\e\ja‘\\\:a\\aa@
5 ® %a d nocturnal confirmed*
éo% &) (S ~ or severe hypoglycemia®:
i', E 165
§ - o o ° 4.0 vs 9.0 events/pt-yr,
N T —— ean vering fecig @« 2 Rate ratio: 0.45; 95% Cl: 0.24-0.82
. 0 2 4 ;me( )8 10 12 {‘\'Xﬂx 20°, @eg
S\
= e’
Gla-100 by injection schedule \
205 (\g

. —e— Morning m1e6®\6____ Even(\@\Jectlon

g 185 \6 (6\
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Bergenstal RM et al. Diabetes Care. 2017;40:554—60;



Postprandial glucose excursions oo
\&
* Postprandial glucose excursions may be better controll(e\gl ?\g\@}ﬁstlng
N\ N
the timing of prandial insulin dose admmlstratlc{g@\\ A\ >
co©
N2
* The optimal time to administer prae aq\sa‘l?n varies, based on the
C

type of insulin used (re%{a?%r@p‘iﬂactmg analog, inhaled, etc.),
measured blood g\l/g@%‘eég@@?tlmmg of meals, and carbohydrate con-
3o \0(\6

sumptlon 9‘2‘::\6\‘ S

%ee%gwehdatlons for prandial insulin dose administration should

therefore be individualized.



Prandial Insulin Therapy

e Rapid-acting inhaled insulin to be used before n%@a‘{‘?

ot

.. . ith t 1 di (é\ ‘d\\@
of hypoglycemia in patients with type A\Qg@?@%g\

%0<\\‘e

Co d d\\,@\\ ‘

((b@epeduce rates

ADA Standard of Care, 2019



Inhaled Technosphere Insulin Compared With
Injected Prandial Insulin in Type 1 Dlabet 00"

\\ black circles = TI Gen2 group (L)
- .9 6 white squares = Insulin Aspart group (1)
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La prescrizione di algoritmi di autogestione della terapia insulinic @G}‘ende 'é@he la tecnica

della “conta dei carboidrati” puo facilitare il raggiungimento deglijobiettivi gi&\nci. VIiB
S




F. TERAPIA MEDICA NUTRIZIONALE
1. Diabete di tipo 1

P 2% 0% %00 0 0 0 % e 0 % % 0% 0 0 % 0 0 e % % %% %% e % % % % %%
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NeIIe persone con diabete tlpo 1 Ia terapla insulinica deve essere “‘3 ﬁn un p r
Vi B

| pazienti in terapia insulinica basal-bolus devono mod&‘)ﬁr@:h di ?\Tﬁla preprandlall sulla

base dei carboidrati contenuti nei pasti. 1A

Il counting dei carboidrati si confer ?g %sto d @componente essenziale, e iden-
tifica la strategia piu efflcace p cos llo gllc pa2|ente con diabete in trattamento

insulinico intensivo. IB
Nei pazienti trattg@ﬁ cos | msulma I'introduzione dei carboidrati con i pasti deve
essere man stante ntlta e nei tempi. B

®
S
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PHARMACOLOGIC THERAPY FOR TYPE 1 DIABETES \O\oci\a‘

Recommendations d\o\ .

e &

. S e s ﬁ?@ . . .
9.3 Consider educating mckk{ffdﬁalg\ﬁ type 1 diabetes on matching prandial
insulin doses to Qaﬁy y@a\ﬁe intake, premeal blood glucose levels, and

anticipate%&h\bsq’cabﬁlvity. E

O
R ¥
\
, Q‘e\) et
. \'\Qa . OG
0 pet ©
1915

ADA Standard of Care, 2019
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Te [ ional \"a\\a(\ 6\6\\'6
erapla convenzionaie
e DCCT  »\%@
5 9 /—‘-P_W | pazienti che a@(ﬁg‘}av%@(}a dose pre-prandiale di insulina in
gs | base al cgh\%nuﬁg@i carboidrati del pasto avevano una
£ | = rid%@h\?H%ﬂe ello 0,5 % rispetto a chi non modificava la
27 ﬁﬂ“f—"\TP\ «P\@'&%@d\%
“ 6 o AN X
?\\'((\ e"5\@ounseling on meal plans, prompt response to high blood
6 1 2 8 3 & & C\Ps?c} ‘1'@"\(\'a glucose levels, appropriate treatment of hypoglycemia, and
g oW consistent snacking behaviors
2Y o
o) \O
N @(6
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da Marelli LM Delahanty Diabetes Care 16, 1453 1993



\&
Stesso paziente qualche giorno d 5?6“\\
. @(\6 . d\\ﬁ\\
’{6\\6\\‘ 2@
000 12:00 18:0( c00® é\(g\\’o\\
4 ‘ \
vw’—c\)\?jg \\
R\~
NG
(39’0‘2:6\fx4
Pranz N@OQID 8’@41%0 80 gr, pane bianco 50 gr. e un
i 3 %@n‘a\) Pranzo con pasta integrale 70 grammi e secondo di

0\6 pesce con 40 grammi di pane integrale



Standard Italiani SID- AMD

In presenza di valori di HbA1c superiori all'obiettivo aié&co & pectfzario mettere tempestivamen-

te in atto le opportune variazioni della terapia fin()'l@ ea Fﬂ gere rapidamente e mantenere nel

tempo il buon controllo glicemico. " P‘ S d
en

Per minimizzare la possibile s 'a%&e zgﬂ@&gapia @ importante che il clinico e il suo team edu-
i

%

%

chino, informino, suppor'@@ e pon&@il no il paziente alla congrua terapia insulinica. 1A
(o)

§
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¢ Luso della ter mlca@% usione sottocutanea continua con microinfusore & indicato in sog-
S &
¢ gettis 5 en o livelli di emoglobina glicata persistentemente superiori al target desi-  ©
% derabj 5 il pa nonostante terapia multiiniettiva intensiva e ottimizzata, e/o con ipoglicemia %
X te, (q1 mla grave o notturna. Nei pazienti in eta pediatrica, il microinfusore é raccoman- <Z>
&@Sato a @e caso di elevata insulino-sensibilita, compromissione dello stile di vita con la terapia
Q( néﬂ:ﬁlettlva, eta inferiore a 2 anni. 1A §
@ g
< (\ La terapia con microinfusore deve essere prescritta da parte di un team esperto nel suo utilizzo. /Il E ¥
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CSll vs modern MDI regimens in type 1 diabetegs-afi

updated meta-analysis of randomized clinig iﬁmals
\\6\\3(\ 6\6\@
2
* CSll seems to produce a small significant mprovem@x}@m HbA’Pc in patients with type 1
(\\)\6 (\\‘e

e\a

diabetes inadequately controlled with MD& c©
«W
* This apparent effect, which co R t}\/@ue to publication bias, is smaller when MDI

is properly performed‘égjﬁé baaa‘i olus schemes with short-acting insulin analogues.

e Other outco w@?{&%t from HbA1c (such as quality of life) could be relevant for the

cho&é%?%&]@‘?‘nstead of MDI.
ge® ¢

Pala L, Acta Diab, 2019
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Recommendations d\o\ .

QO\P\ O{\é\
. 2V o0 : .
9.4 Indlvg{g@s%@ﬁ\/pe 1 diabetes who have been successfully using continuous

. t@{m\?us insulin infusion should have continued access to this therapy

Qoq;\\‘»\\% ea‘f‘{éire}clhey turn 65 years of age. E
v

ADA Standard of Care, 2019
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Insulin Injection Technique S

* |tis important that insulin be delivered into the proper tlssu

* Proper insulin injection technique includes mmc\’g@%&g\@\’bproprlate body areas,

(o) (S
injection site rotation, appropriate care of g\}"&tlgm%ltes to avoid infection or other
c©

\
complications, and avoidance of m{ré\?mk@rg’élgr (IM) insulin delivery.
\‘
* Recommended sites ford{psﬁllrbm?éctlon include the abdomen, thigh, buttock, and
upper arm c)@\’\l\o(\e
@@\a N2

. RISk\\S QWQ@GN% delivery is increased in younger and lean patients when injecting
o\
O\aﬁ?o tﬁ@‘llmbs rather than truncal sites (abdomen and buttocks) and when using

longer needles
ADA Standard of Care, 2019



Rotazione dei siti di
|n|e2|on%g\a‘

Siti corretti di iniezione

braccia

addome +——— | o S glutei

cosce

a2V
20 (g
I siti d'iniezione raccomandati so%@owéstﬁé& GLUTEI e BRACCIA:

v" Per addome si ?{@&ee ~ {‘Q‘Q di sopra della sinfisi pubica, ~1 cm sotto 'ultima costola, ~ 1

cm di dis ?\;‘a\ aII’o§®6€o fino ai fianchi.
4 ILterq@%er' btéro-laterale di entrambe le cosce
v e alta laterale di entrambi i glutei e fianchi.

v" |l terzo mediano posteriore delle braccia



* |[njection site rotation is additionally necessary to avoid IlpohypertroRg@\’@and

: \QG
lipoatrophy. '\0\?91\\
202
 Lipohypertrophy can contribute to erratic insulin absorpt\{caﬁ @@ased glycemic
\
variability, and unexplained hypoglycemic episo daes \6\‘6

2°
(6
* Patients and/or caregivers should recenée@)%gg@‘ﬁon about proper injection site

rotation and to recognize and a@mﬁ‘a@a%%f lipohypertrophy

* Examination of |nsuI®¢v\r}>éc§t@\ 5|tes for the presence of lipohypertrophy, as
well as assessm@nq\@ﬁ‘njectlon device use and injection technique, are key

com oggﬁ%s ém%‘a comprehenswe diabetes medical evaluation and treatment

@ﬁh ?e‘ «



LE LIPODISTROFIE 4@
o

 La lipodistrofia consiste nell'lanomala formazione e/o distruzigra@?éi
tessuto adiposo nelle aree del corpo in cui viene inietta@@&@ma

(reazione inflammatoria locale). b\\’b\\? =
(e W
%OO \6\\'
‘3\\6 (666
* Puo presentarsi in qualsiasi sito utilizzgt® ngPmiezione di insulina:
g.ambe,. addome, braccia egwefeg%idhossono distinguere due
tipologie: ?\\{(\ & ®

° ° ° e N g H a\e
- Lipoipertrofie (piu f\r&gb 6\(«3\(‘

° ° e N \/ . (\e
- Lipoatrofie ((gw(k%\lrg)_;,\o

(o) o)
‘ 69(69\16(6\
\\\\1 \OG
20 et
1915



Lipoipertrofia




LE LIPODISTROFIE (palpazione)

| noduli sono spesso piu poco visibili solo
con l'ispezione \@
22 e

d\) O(\\‘

In questo caso e necessario U G elﬁ\a

corretta tecnica palpator;j ﬂ\ﬁe ge\&enmera

le irregolarita e mm@iﬁ%‘ mﬁel sottocute
3o (‘5\0(\6

co®




Q oN©

Cg\lgbaéﬁ}‘ja%ve sfide (psicologiche?)

attendono il diabetologo?

-~
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Press release c© S\ S
First oral add-on trqa@’h%mﬁato insulin for treatment

of certain paté}%@@gx&%é\type 1 diabetes
\,\3\0(\60
eX®



Dapagliflozin

Study/NCT identifier
Dapagliflozin

Dandona et al**
(DEPICT-1)/
NCT02268214

Dandona et al*2
(DEPICT-1)/
NCT02268214

Study design (duration)

Double-blind,
randomized,
parallel-group,
placebo-controlled,
multicentre, phase 3
study (24 weeks)

Double-blind,
randomized,
parallel-group,
placebo-controlled,
multicentre, phase 3
extension study

Treatment (n) BL A1C;
BL body weight

Dapagliflozin 5 mg (n = 259):

A1C, 8.53%; weight,
80.8 kg
Dapagliflozin 10 mg
(n = 259): A1C, 8.52%;
weight, 82.0 kg
Placebo (n = 260): A1C,
8.53%; weight, 84.3 kg

Dapagliflozin 5 mg (n = 259):

A1C, 8.53%; weight,
81.0 kg

Dapagliflozin 10 mg
(n =259): A1C, 8.52%;
weight, 82.1 kg

Treatment difference for
change from BL in A1C
(95% CI [P-value])

Dapagliflozin 5 mg: —0.42%
(-0.56 to —0.28
[P <.0001])

Dapagliflozin 10 mg: —0.45%
(-0.58 to —0.31
[P < .0001])

Dapagliflozin 5 mg: —0.33%
(-0.49 to -0.17)

Dapagliflozin 10 mg: —0.36%
(-0.53 to —0.20)

Treatment difference for
change from BL in body
weight (95% ClI [P-value])

Dapagliflozin 5 mg:
-2.96% (-3.63 to —2.28
[P <.0001])

Dapagliflozin 10 mg:
-3.72% (-4.38 to —3.05
[P <.0001])

Dapagliflozin 5 mg:
-2.95% (-3.83 to
-2.06)

Dapagliflozin 10 mg:
—4.54% (-5.40 to
-3.66)

(52 weeks) Placebo (n = 260): A1C,
8.53%; weight, 84.4 kg
Mathieu et al®® Double-blind, Dapagliflozin 5 mg (n = 271): Dapagliflozin 5 mg: —0.37% Dapagliflozin 5 mg:
(DEPICT-2)/ randomized, A1C, 8.45%; weight, (-0.49 to —0.26 -3.21% (-3.9 46
NCT02460978 parallel-group, 78.7 kg [P < .0001]) [P < .00 &‘P
placebo-controlled, Dapagliflozin 10 mg Dapagliflozin 10 mg: —0.42% Da i ZI
multicentre, phase 3 (n = 270): A1C, 8.43%; (-0.53 to —0.30 ;‘ (—4.49 to — 2\ Q
study (24 weeks) weight, 80.1 kg [P < .0001]) \ P < 0001])
Placebo (n = 272): A1C, ?@
8.43%; weight, 78.9 kg
G\r ~ (\ \\ -
Cana Iif@g e©
g\@ < \0(\
a(a \©
Canagliflozin Q
Henry et al®¢/ Double-blind, (Qanagllﬂ Canagliflozin 100 mg: Canagliflozin 100 mg:
NCT02139943 randomlze C 7.9%; —0.29% (—0.43 to —0.14) —2.8 kg (3.5 to —2.1);
paP ht 84 1kg Canagliflozin 300 mg: —3.4% (—4.2 to —2.5)
control ( anagliflozin 300 mg -0.25% (-0.40 to —0.11) Canagliflozin 300 mg:

uIt|cen
study (18 Week

(n =117): A1C, 8.0%;
weight, 82.9 kg

Placebo (n = 117): A1C,
7.9%; weight, 83.0 kg

0\6Q

—4.4 kg (5.2 to —3.7);
—5.3% (—6.2 to —4.5)

Empagliflozin

Empagliflozin
Pieber et al**

(EASE-1)/

Rosenstock et a
(EASE-2)/

NCT01969747

|35

NCT02414958

O

Double-blind,
randomized,
parallel-group,
placebo-controlled,
dual-centre phase 2
study (4 weeks)

Double-blind,
randomi;

s ke
o‘\\‘

. e\:aEmEa lif]

Empagliflozin 2.5 mg
(n = 19): A1C, 8.35%;
weight, 75.9 kg

Empagliflozin 10 mg (n = 19):

A1C, 8.28%; weight,
87.1 kg

Empagliflozin 25 mg
A1C, 8.15%;
e

N e

%C, 8.10%;

't 86.2 kg

6\\a %-controll% g\mpagllﬂozin 25mg

(n = 241): A1C, 8.06%;

weight, 85.6 kg
Placebo (n = 239): A1C,

8.13%; weight, 83.4 kg

c&\’&@

Empagliflozin 2.5 mg:

gl|f|ozm 2.5 mg:

—0.35% (— 062@\03 -1.5kg(-2.4to -0.7

[P =01
Emp@ \@Qg ~0.36%
10 [P = .008))

|f|ozm 25 mé_o 49%
( 0. 7\\623 < .001])

26 weeks

Empagliflozin 10 mg: —0.54%
(P <.0001)

Empagliflozin 25 mg: —0.53%
(P <.0001)

[P <.001])
Empagliflozin 10 mg:
—1.8 kg (2.7 to —0.9
[P <.001])
Empagliflozin 25 mg:
~1.9 kg (-2.7 to 1.0
[P <.001])

26 weeks

Empagliflozin 10 mg:
-2.7 kg (-3.3to -2.1
[P <.0001])

Empagliflozin 25 mg:
-3.3kg(-3.8t0-2.7
[P <.0001])

2O
@QVCT identifier

Study design (duration)

multicentre, phase 3
study (26 weeks)

Treatment (n) BL A1C;
BL body weight

Empagliflozin 10 mg
(n = 244): A1C, 8.19%;
weight, 83.7 kg
Empagliflozin 25 mg
(n = 242): A1C, 8.19%;

Treatment difference for
change from BL in A1C
(95% CI [P-value])

Empagliflozin 25 mg: —0.52%
(P <.0001)

Treatment difference for
change from BL in body
weight (95% CI [P-value])

Empagliflozin 10 mg:
-3.0kg(-3.6to -2.5
[P <.0001])

Empagliflozin 25 mg:
-34kg(-4.0to -2.9

Rosenstock et a
(EASE-3)/

|35

NCT02580591

Double-blind,
randomized,
parallel-group,
placebo-controlled,

weight, 83.3 kg [P < .0001])
Placebo (n = 238): A1C,
8.19%; weight, 80.7 kg
52 weeks 52 weeks

Empagliflozin 2.5 mg
(n =237): A1C, 8.14%;
weight, 81.6 kg

Empagliflozin 10 mg: —0.39%
(P <.0001)

Empagliflozin 25 mg: —0.45%
(P < .0001)

Empagliflozin 2.5 mg:
—0.28% (P < .0001)

Empagliflozin 10 mg: —0.45%
(P <.0001)

Empaglifiozin 10 mg:
-3.2kg(-3.9to -2.5
[P <.0001])

Empagliflozin 25 mg:
-3.6 kg (-4.3t0 -2.8
[P < .0001])

Empagliflozin 2.5 mg:
-1.8kg(-2.3t0-1.2
[P < .0001])




Sotagliflozin

Sotagliflozin

Buse et al*”

(inTandem1)/
NCT02384941

Danne et al®®

(inTandem?2)/
NCT02421510

Double-blind,
randomized,
parallel-group,
placebo-controlled,
multicentre phase 3
study (52 weeks)

Double-blind,
randomized,
parallel-group,
placebo-controlled,

multicentre phase 3

study (52 weeks)

Sotagliflozin 200 mg
(n = 263): A1C, 7.61%;
weight, 87.0 kg
Sotagliflozin 400 mg
(n = 262): A1C, 7.56%;
weight, 86.5 kg
Placebo (n = 268): A1C,
7.54%; weight, 87.3 kg

Sotagliflozin 200 mg
(n =261): A1C 7.74;

we|ght 9k
0 mg
1 Al1C, 7.7

|ght 82 () kg
Placebo

dgeeks

‘3\7@ ﬁ?sukg

24 weeks

Sotagliflozin 200 mg:
-0.36% (-0.45 to —0.27
[P <.001])

Sotagliflozin 400 mg:
-0.41% (-0.50 to —0.32
[P <.001])

52 weeks

Sotagliflozin 200 mg:
-0.25% (-0.37 to -0.14
[P < .001])

Sotagliflozin 400 mg:
—0.31% (-0.43 to —0.20

e\

Sotagli§login &gg

— —0.48 to —-0.25
<.001])
Sotagliflozin 400 mg:
—0.35% (-0.47 to —0.24
[P <.001])

52 weeks

Sotagliflozin 200 mg:
-0.21% (-0.35 to —0.07
[P =.003])

N

24 weeks

Sotagliflozin 200 mg:
-2.35kg (-2.85to
—1.85 [P < .001]);
-2.79% (-3.36 to —2.22
[P < .001])

Sotagliflozin 400 mg:
-3.45 kg (-3.95 to
—2.94 [P < .001]);
—4.02% (—4.59 to —-3.45
[P <.001])

52 weeks
Sotagliflozin 200 mg
-3.14 kg (-

<.001]);
6 001

96% (—5.72 to —4.19
[P <.001])

24 weeks

Sotagliflozin 200 mg:
-1.98 kg (-2.53 to
—1.44 [P < .001]);
—2.48% (-3.14 to —1.82
[P <.001])

Sotagliflozin 400 mg:
—2.58 kg (-3.12 to
—2.04 [P < .001]);
—3.08% (-3.74 to —2.42
[P < .001])

52 weeks

Sotagliflozin 200 mg:
-2.18 kg (-2.88 to
—1.48 [P < .001]);

\\
5 i%;@ to 2. 876‘
600_4 gliflozin &)@\\'

Garg et al*”

(inTandem3)/
NCT02531035

Double-blind,
randomized,
parallel-group,
placebo-controlled,
multicentre phase 3
study (24 weeks)

Sotagliflozin 400 mg
(n = 699): A1C, 8.26%;
weight, 82.4 kg
Placebo (n = 703): A1C,
8.21%; weight, 81.6 kg

Sotagliflozin 400 mg:
—0.32% (-0.46 to —0.18
[P <.001])

Sotagliflozin 400 mg:
—0.46% (-0.54 to —0.38
[P < .001])

—2.78% (-3.63 to —1.93
[P <.001])

Sotagliflozin 400 mg:
—2.92 kg (-3.62 to
—2.22 [P < .001]);
—-3.50% (-4.35 to
—2.65); [P < .001])

Sotagliflozin 400 mg:
-2.98 kg (-3.31 to
—2.66 [P < .001])




A Primary End Point

e e ].DD_
INTANDEM-3 Trial 00
» 804 '\
: . £ d‘\

A tient th T1D wh g \

mong patients wi who were : Emm &chm
receiving insulin, the proportion of “ ‘7{ gaé
patients who achieved a glycated g 693? \\r‘)\
hemoglobin level lower than 7.0% with - 0\\ -
no severe hypoglycemia or diabetic &t cf -_

Sotagliflozin Placebo

»
ketoacidosis was larger in the group t %t(\’(( C
; \B\)Glycated Hemoglobin Level

received sotagliflozin than in the ??‘\ (\3\

\
placebo group. \)G (\g € 24
e\ \16‘6\ §§ .
Q(QQ (6(6\6 %3 P<0.001
'07'9
\“\‘6 (CP 2 “ -
0% o@ "

0\‘3 —Sotaglifiozin (BL: 8.26%) ——Placebo (BL: 8.21%)

Garg SK, NEJM 2017



Reductions in HbA, with adjunct dapagliflozin therag)\g
were sustained at 52 weeks 6‘06\0\

DEPICT-1! oO° 'W’ZZ
o E a 6 6\ Placebo + insulin
< Placebo + insulin : 56\\ 8 a M Dapagliflozin 5 mg + insulin
32:’ 0.4 . Dapag“ﬂozin 5 mg + insulin E \%’ O.Q’qe( . Dapagliflozin 10 mg + insulin
_<: 0.2 M Dapagliflozin 10 mg + insulin : e \) N d’\
I ' u * <
£ 0 S G d\ﬁ ) R I vt Iiipopeyus sy N :| 0.20 0.25
: -063439 orn 036 P\_ g@ £ : 1 03410-008) | (93910-0.11)
£ 02- 0480 (\5& 2 Q(e g 021 _ 7
§ -0.4- ?\\'( \ 5‘ g -0.4
3 06 \P\? . \(\'a E 0.6
w
g 0.8 O O(\g ‘E 0.8
-1.0 - (\e T g : : —
0 4 8 12 w 0 4 8 12 18 24 32 40 48 52
Patients per timepoint StUd G Patients per timepoint Study week

Dapaglifiozin 5 mg + insulin 267 265 258 253 250 247 234 234 221 225
Dapagliflozin 10 mg +insulin 268 265 261 257 246 245 237 232 217 217
Placebo +insulin 267 265 260 258 246 240 225 222 214 212

Dapaglifiozin 5 mg + insulin 254 252 246 238 2 @ 23 208 211
Dapaglifiozin 10 mg + insulin - 255 249 251 247 36 226 219 211

Placebo +insulin 257 2&&9@7 233 220 222 214 206

1. Dandona P, et al. Diabetes Care. 2018;41:2552-2559. 2. Rudofsky G. Long-term efficacy and safety of dapagliflozin in patients with inadequately controlled type 1 diabetes—the DEPICT-
2 study. Presented at the 18t International Congress of Endocrinology, 53¢ SEMDSA Congress. 1-4 December, 2018. Cape Town, South Africa.



Adjunct treatment with dapagliflozin led to |mproved
interstitial glucose values

DAPA 5 mg + INS PBO + INS

220

220+
i 200 i 200
[-T4] oo
£ €
g ]
S 180 S 180+
3 3
Y] Y]
c . c
] 6\ P
2 160- (a\. ,@‘ 160 Z 1601
140 Salo Q 140+ 140+
\ T T T T T T T T T T
00:00 é@%\kéeg& 1600 2000 00:00 00:00 04:00 08:00 12:00 16:00 20:00 00:00 00:00 04:00 08:00 12:00 16:00 20:00 00:00
0\6 Time (hours) Time (hours) Time (hours)

Baseline [l Week 24

DAPA=dapagliflozin; INS=insulin glargine; PBO=placebo.

Mathieu C, et al. Glucose variables in T1D studies with dapagliflozin: pooled analysis of continuous glucose monitoring data from DEPICT-1 and 2. Presentation 125-LB. ADA 78t Scientific
Sessions. June 22-26, 2018. Orlando, FL.



iNTANDEM-3 Trial

Positively Adjudicated Severe Hypoglycemia or
DKA Events

Placebo
. ‘\e N
Number of patients, n . %Q}:, o\
Number (%) of patients with SH* \) D 0\?7@2?4? 21 (3.0)

(
Number (%) discontinued stu&dr%% A\ \ SV

due to SH »(Y\« Q@g 1(0.1) 2 (0.3)

G
Number (%) Xﬂ*"" ?( e 4 (0.6) 21 (3.0)
\/

&Be?h@@\scontmuatlon study drug
(@‘@KA

1(0.1) 11 (1.6)

*Patients with at least 1 episode per adjudication committee from randomization to Week 24.
SH: Severe hypoglycemia

Garg SK, NEJM 2017








