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SGLT2 permite la reabsorcion de glucosa
renal
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Reduccién consistente en la HbAicen la Semana 24
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W Dapaglifiozina 10 mg  [Placebo

Los estudios considerados no son estudios “head to head”, de forma que no es possible realizar comparaciones
directas. *Estadisticamente significativo versus placebo utilizando la correccion de Dunnett’s; la media ajustada
desde el nivel basal mediante ANCOVA, excluyendo la excluding data after rescue (LOCF). ANCOVA, analisis de
covarianza; LOCF, la dltima observacion prospective realizada.

1. Ferrannini E, et al. Diabetes Care 2010;33:2217-24; 2. Bailey CJ, et al. Lancet 2010;375:2223-33; 3. Strojek K, et al.
Diabetes Obes Metab 2011;13:928-38; 4. Wilding J et al. Diabetes 2010;59(Suppl 1):0078-OR.
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http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs
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Davidson JA. Ethnicity Dis. 2016;26:221
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Population Hispanic/Latino cohort Non-Hispanic/Latino cohort

N 170 213 214 464 608 602
Baseline (%) 81.3 80.2 80.2 921 931 915
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Dapagliflozina beneficia a su paciente con la pérdida de peso a

partir de la masa de grasa®
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Cambio medio ajustado del perimetro abdominal

a la semana 24 (cm)

Placebo + Met (N=91)

099

Cambio en circunferencia de cintura (cm) (SE)

Bolinder et ol Clin Endocrinol Metab 2012 97: 1020-1031

Dapa 10 mg + Met (N=89)

BL=104.53 BL=105.55

251*

*p=0.0143
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En el conjunto de los estudios, dapagliflozina
redujo la TA a lo largo de las 24 semanas.

Presion arterial Sistolica

16 20 24 Semanas

Cambio desde el nivel
basal de PAS
promedio, mmHg
(95% C1)

Placebo

~ Dapagliflozina 10 mg

Presén Arterial Diastélica

16 20 24 semanas

4

Cambio del nivel basal
en PAD promedio,
mmHg
(95% C1)

£

Numero de
pacientes

Dapaglifiozina 10 mg 1014 1086

1070 963 975 871 949

Placebo 1217 1281

1247 1116 1137 1021 1096

Sjostrom CD. ESC 2012. 0P 3972.
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Efecto en PAS

Baseline mean
seated SBP, mm Hg (SD)

Difference vs placebo
(95%C1)

Overall population

Placebo 199 1513(6:8) —. 428 (-654t0-2.02)
Dapagiifiozin 205 1510(-9) —

B blocker subgroup
Placebo 52 1514(69) —e— | 576(-1028t0-123)
Dapaglifiozin 51 1526(73) —_—

Calcium- channel blocker subgroup
Placebo 56 1500(64) —e— | 513(94710-079)
Dapaglifizin 58 1501 (7-4) —a

Diuretic subgroup
Placebo 60 1518(69) . -238(-61610-1.40)
Dapagiifiozin 80 1511(86) —a

-20 -10

Adjusted mean change (mm Hg)

Weber MA. Lancet Diab Endocrinol. 2016;4:211
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Efecto en PAS en MAPA

Baseline mean

Difference vs placebo

ambulatory SBP, mm Hg (SD)* (95% Q1)

Overall population
Placebo 186 1492(127) — -4.45(-71410176)
Dapaglifiozin 187 1465(104) —h—

B blocker subgroup
Placebo 46 149.8(11.6) —— |-616(-1170t0-062)
Dapaglifiazin 47 1461(111) —_—

Calcium-channel blocker subgroup
Placebo 52 1493(133) —e—  [445(:93010039)
Dapagifiozin 50 1463(96) —a

Diuretic subgroup
Placebo 67 1488(138) — -492(-94210-043)
Dapagifiozin 75 1469(95) —h—

S S ——
-20 15 10 5

Adjusted mean change (mm Hg)

Weber MA. Lancet Diab Endocrinol. 2016;4:211

Quién debe ser hoy el
agente de segunda

linea?




Dapagliflozin as Add-on to Metformin: Change
in HbA1c up to Week 102*

Dapagliflozin added to metformin for 102 weeks enabled sustained reductions in
HbA1c
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Dapagliflozin as Add-on to Metformin: Change
in FPG up to Week 102*

Dapagliflozin added to metformin for 102 weeks enabled sustained reductions in FPG
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Dapagliflozin as Add-on to Metformin:
Change in Body Weight up to Week 102*

Dapagliflozin added to metformin for 102 weeks enabled sustained reductions in body

weight
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Dapagliflozin in Combination with Metformin:
Change in HbA1c Over 24 Weeks
Dapagliflozin plus metformin demonstrated mean HbA1c reductions significantly

greater than either monotherapy
Dapagliflozin 10 mg was non-inferior to metformin for HbA1c reduction

Week 24 (LOCF)* change 1.4 (-1.59, -1.29) .35 (-1.53, -1.18)
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P value < 0.0001; + DAPA 10 mg non-inferior to MET. I *Excludes post-rescue data.
ANGOVA modetwith treatment group 33

LOCF, last observation carried forwara. effect and baseline value as covarial

Henry R, et al, ADA 2011; oral presentation 307-OR; Henry R, etal. Int J Clin Pract, 201266(5):446-456.
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Dapagliflozin in Combination with Metformin:
Change in Body Weight Over 24 Weeks

+ Mean weight loss with combination therapy and dapagliflozin monotherapy was more
than double the weight loss with metformin monotherapy

Week 24 (LOCF)* change -1.36 (- 1.83, - 0.89) -129(-1.76,-0.82)
from baseline, & .273(-3.19,-2.27)§ -2.61(-3.07, - 2.15)
i 3 @ -333(380,-286)F 266 (-3.14,-2.19)
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DAPA 5 mg + MET (n=192)
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P value < 0.0001. DAPA 10 mg significant vs MET after sequential testing at
+P value < 0.0001. DAPA + MET significant vs MET after sequential testing at

*Excludes post-rescue data.

Henry R, et al, ADA 2011; oral presentation 307-OR.

/ANCOVA model with treatment group as
1 P value < 0.0001. DAPA + MET vs MET after sequential testing at a=0.05. effect and baseline value as covariate.
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Durabilidad del efecto de reducciéon de HbA1c

Dapagiflozin + Metfornin (1= 400)  Glipsde + Metfrmin o = 401)
Baslve Hba,, = 7.65% Basln HbA,
Bseline weight = 884 kg Buseln

4~ Dapagfioin  Metfrnin 8- Glpdide + Metorin Week 208 alves
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D10 85% C:0.25,005)
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Diferencia Dapa vs Glip 0.0% (95% C1-0.11to  ~0.18% (95% CI; -0.33, ~0.03)

*Data are adjusted mean change from baseline +95% Cl derived from a longitudinal repeated-measures mixed model




Coeficiente de variacion de Hbalc
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Nauck MA. Diab Obes Metab. 2014;16:1111
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Durabilidad del efecto de reducciéon de peso

Gllizide + Weformin (1 = 401)
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“Data are adjusted mean change from baseline £95% CI derived from a longitudinal repeated-measures mixed
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Durabilidad del efecto de reduccion de PAS

~0.02 mmq (95% Ck 1,66, 1.61)

Change in SBP
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DAPA, dpagfozin; GLIP, aiozids; MET, metformin; SBR,systolc blood pressure




Hipoglicemias

60

40
g a1 Dpagifozina +
£30 Metformina

H w2l +

2 Metformina

Porcentaje de pacientes con al menos un episodio de

N |

1 2

Dapaglifiozina + Metformina Glipizida + Metformina

Todos los episodios de hipoglucemia severa (n=3) se dieron en el grupo de glipizida
No hubo discontinuaciones debidas a las hipoglucemias en los pacientes tratados con
dapagliflozina
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Estudio de tratamiento agregado a MET (CANA vs. PBO; SITA) (DIA3006)
Estudios comparativos de CANA
Semana 52: A1C (LOCF)

Basal (%) 7.9 8.0 7.9

HCANA100mg gCANA30Omg

@SITA 100 mg

basal en ALC (%)
S5 b56 66668606

Cambio en la media de LS desde la

| S
~0.15% (95% C1--0.27,0.03]

“No inferior con respecto a SITA (lmite superior del 95% CI <0.3%)
"Superior vs. SITA (limite superior del 95% CI <0.0%).

AlC=hemoglobina glucosilada; CANA=canaglifozina; Cleintervalo de confianza; LOCF=Gltima observacion adelantada; LS=cuadrados minimos
STA=sitagliptina

Lavalle-Gonzélez FJ, et al. Diabetologia. 2013. doi:10.1007/500125-013-3039-1.

Estudio de tratamiento agregado a MET (CANA vs. PBO; SITA)
(DIA3006)
Semana 52: Peso corporal (LOCF)
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© mCANALOOmg mCANA30OmE @SITA 100 mg
*P <0.001 vs. SITA.
c LOCF=dltima 6 L minimos; SIT/

Lavalle-Gonzélez FJ, et al. Diabetologia. 2013. doi:10.1007/500125-013-3039-1.




Dapagliflozina + metformina* demostroé reducciones
importantes de la HbA1.
alas 24 semanas vs. iDPP4 + metformina*?

Dapaglifizin 10 mg added on Saxagliptin 5 mg added on
to metformin to metformin

£ o
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0.0040
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Dapagliflozina + metformina * demostré una mayor

pérdida de peso a las 24 semanas vs. iDPP4 +
metformina

Saxagliptin + Dapaglifiozin 10 mg +
metformin

0.00 kg

2.39(95% CI, 1.71 10 3.08)
p<0.0001

w0 %3

Empagliflozina vs sitagliptina
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Roden M. Lancet Diab Endocrinol. 2013;1:208
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Empagliflozina vs sitagliptina
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Adjusted meancharge frem beline i bodyweight i)
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-7 7
25
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5 Placebo (n-228) 3 Placebo (n-228)
=1 10mg,
mpagificein 25 mg
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Paientswith 5% reductonin bodnwght ()
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] Empagificzin 10 mg (=224)

Empagiforin25 mg (n=224)
W Sitagiptin (1=223)

Roden M. Lancet Diab Endocrinol. 2013;1:208
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Desenlaces
cardiovasculares

and EMPA-REG OUTCOME

Hazard rati

Key Outcomes in the CANVAS Program

0 (95% CI)

inman Bet al. N Engl 3 M

Bet
Wanner K st ai. N Engl 3

CV death, nonfatal myocardial infarction, —e—i; CANVAS Program
or nonfatal stroke =0 EMPA-REG OUTCOME
CV death —
Nonfatal myocardial infarction ""u all
Nonfatal stroke s
. ——
Hospitalization for heart failure —
CV death or hospitalization for heart failure *
All-cause mortality Mangy
Progression to macroalbuminuria
. —_——
Renal composite* —
“CANVAS program endpoints comparabla with 025 i 1o 2.0
EMPA-REG OUTCOME. Favors SGLT2i  Favors Placebo

CANVAS Progeam
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Contribucion de los iSGLT2

CVDREAL

1 0V300.048) Todas las causas de muerte 5,622)
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Hospitalizacion por Insuficiencia Cardiaca
Punto final primario

CVDREAL

Database N #ofevents HR (95% CI)

us 233,798 298 —_— 0.55(0.44,0.69)

Norway 25,050 278 —_— 0.62(0.49,0.79)

Denmark 18,468 167 —a— 0.77(059,1.01)

Sweden 18378 191 —— 0.61(0.45,0.82)

UK 10,462 16 —_— 0.36(0.12,1.13)

Germany 2900 1 —_— . 0.14(0.03,0.68)

Total 309,056 961 - 061(051,0.73)

Favor SGLT2i +———f———» Favor oGLD
HazardRatio: 005 010 025 050 100 200

Para el punto final primario d italizacion por insuficiencia cardiaca hubo con el Heterogenely pvalue: 017
uso desde el inicio de iSGLT2 de un 39% (hazard ratio [HR], 0.61; p < 0.001) reduccion | (S ury]
significativa . Joweringdrug: 0001

Todas las causas de muerte — Punto final
secundario

CVDREAL

Database N #ofevents HR (95% CI)
us 143,264 250 —— 0.38(0.29,0.50)
Norway 25,050 364 —_— 0.55(0.44,0.68)
Denmark 18,468 323 —_— 0.46(0.37,0.57)
Sweden 18,378 317 —— 0.47 (0.37,0.60)
UK 10,462 80 —— 0.73(0.47,1.15)
Total 215,622 1334 - 0.49(0.41,0.57)
Favor SGLT2i +——————» Favor oGLD
Hazard Ratio: 0.25 0.50 1.00 2.00

- - - [ ——
Punto final secundario de muerte por cualquier causa, los elerogencil pvake: 0.

iSGLT2 también fueron asociados con una incidencia de 51% [
menos de muerte por cualquier causa (HR, 0.49; p < 0.001) e

12
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DECLARE - Dapagliflozin Effects on CardiovascuLAR Events

=
Inclusion Criteria £
T2DM, 240 yrs -5
«Established CVD or K
Multiple Risk Factors 8 Dapaglifiozin (10 me/d)
| N~17,150 | | Allother DM agents per treatingMD |
Screening Duration is event-driven: 1,390 ~6 years April 2013-2019
ovonts Median follow-up ~4.5 yrs.
ErmaryEndpoint

* MACE: CV Death, M, Ischemic Stroke

Como se explica el
beneficio

cardiovascular?

fm-d
s
'

tadal

#ertrcutor
armyimias

Parvac sy

Vitareon | f[’mf‘? .,

LU ] CLIVA
SRy

Heerspink H. Circulation. 2016;134:752
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https://clinicaltrials.gov/ct2/show/NCT01730534
http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/EndocrinologicandMetabolicDrugsAdvisoryCommittee/UCM379659.pdf

150 - 12 4

125 ~e 10 4

100

Lateral e’ (cm/s)
o
L

LV mass index (g/m?)
a
1

50 4 4
Mean 88.2g/m> 74.5 g/m’ Mean 8.5cm/s 9.7 cmls
254 (SD) (22.0 g/m?) (19.1g/m?) 2-4(sD) (1.6cmi/s) (1.2cmls)
P=0.01 P=0.002
0 0
Pre-EMPA Post-EMPA Pre-EMPA Post-EMPA

Figure 1—LV mass index and lateral e’ at baseline (Pre-EMPA) and at the 3-month follow-up
(Post-EMPA). A total of 10 patients were evaluated with each patient denoted by a specific color.

e’, early lateral annular tissue Doppler velocity; EMPA, empagliflozin. .
Verma S. Diabetes Care. 2016. online sep 27
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FDA Drug Safety Communication: FDA warns that
SGLT2 inhibitors for diabetes may result in a
serious condition of too much acid in the blood

[05-15-2015]

Safety Announcement

The U.S. Food and Drug Administration (FDA) is warning that the type 2 diabetes medicines canagliflozin,

1, and er i may lead to a serious condition where the body produces high
levels of blood acids called ketones that may require hospitalization. We are continuing to investigate this
safety issue and will determine whether changes are needed in the prescribing information for this class of
drugs, called sodium-glucose cotransporter-2 (SGLT2) inhibitors.

Patients should pay close attention for any signs of ketoacidosis and seek medical attention immediately if
they experience symptoms such as difficulty breathing, nausea, vomiting, abdominal pain, confusion, and
unusual fatigue or sleepiness. Do not stop or change your diabetes medicines without first talking to your
prescriber. Health care professionals should evaluate for the presence of acidosis, including ketoacidosis, in
patients g these signs or symptoms; discontinue SGLT2 inhibitors if acidosis is confirmed; and
take appropriate measures to correct the acidosis and monitor sugar levels.

Shucagon
Memeant

—
Bonner C. Nat Med. 2015;21(5):512
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SGLT2i

R,

o | Plasma -
glucose } Insulin dose
L
¢ =
2002 p =
1 Glucosuria
A
t Ketogenesis
| Na* reabsorption
T
tketonebody 7 $Ketone bodies

reabsorption

(plasma)
Taylor SI. J Clin Endocrinol. Metab. 2015; epub junio.
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iSGLT-2 y Na*y Ca*? intracelular
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Baartscheer A. Diabetologia. 2016; online oct 16.
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Efecto en Na*-H*

a b
9 9
8 8
5 5
7 E 7
E E 7
~ 6 PR
¥ =
2 2
5 Cariporide 5 [ Eema ]
. EMPA Cariporide |
5 10 15 2 4 5 10 15 20
Time (min) Time (min)

Baartscheer A. Diabetologia. 2016; online oct 16.
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Dapagliflozina vs bumetanida

Hallow KM. Diab Obes Metab. Online 12 oct 2017

Dapagliflozina vs bumetanida

Hallow KM. Diab Obes Metab. Online 12 oct 2017
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BNP
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+ Placebo © Canagliflozin
~15.0% ~16.1% ~26.8%
(-27.4,-33)" (-28.8,-3.8)  (~423,-10.0"
_ 50 i [l —
L T
48 40
&
g2 ¥ I
ST
82 10 {
2% 1 I }
=8 i 1
g
g8 °
g8
26 52 104
Time point (wk)
Placebo 187 165 155
Canaglifiozin 402 389 341
Januzzi L IACC. 2017. Oniine June &
+ Placebo o Canaglifiozin
-83% ~11.9% -100%
(140,25 (-180,-56)"  (-17.3,-26)"
50 — — —
2
H= 40
g'a
22 30
S
S 2
8% 10 4
g8 ¥ 3 3
cE
£2 -0 L [
2 20
0 % 52 104
N Time point (wk)
Placebo 172 145 140
Canaglifiozin 343 328 203

Januzzi L. JACC. 2017. Online June 8.

EMPAREG: efecto en hematocrito

s
g
P
i
E
2w
8 J
§
£y
o
B

©
0w »
[r—

Placebo 2238 2241 2170
Engagifoan 10 g 2288 2236 2187
Empagifiozn 25mg 2280 2244 2183

+Placebo

52 66 80 94

+~Empagitozin 10 mg

108 122 136 150 164

Week

2082 2023 1961 1928
2112 2077 2042 2020
2122 2008 2029 2008

1738 1420 1238 1004 055
1789 1508 1280 1142 994
1837 1819 1301 1178 1033

o Empagitozn 25 mg

178 192 206

e w2 e
T2 s e
10 513 211

Inzucchi SE. Diabetes Care. 2018;41:356
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EMPAREG: analisis de variables

HR for CV death with

ampgiton
Unadjusted 0.615 (0.491, 0.770)

Aistedtor

[ o ]
e o =5

owr Gt 0456,0769 o

et rte 021 045507501 20

i< G306 04750708 %

s pyee o

logTG. 0.604 (0.482, 0.758) -37

s 0585 0465,074 =

logUACR 0.649 (0.518, 0.815) 11

e o) 0631 0300.07% o

ey o3 0505079 5

e o5 e 0720 e
o 0578 0460,0720 s
e o 079,072

oo s =5

Harmogibin o70(0415,0589) s

A 0656103550873 3

e 2 2u

more doses of s
drug. FFA,fre faty acid; HDL-C, HOL cholesterd; LDLC, LDL chalesterol; TG, tigyceride; W,
wais circumference.

Inzucchi SE. Diabetes Care. 2018;41:356
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Regulacion de secrecion de
eritropoyetina

* Caida de perfusion renal

* Hipoxia

* Sales de cobalto

* Andrégenos

* Alcalosis

* catecolaminas

Ganong Physiology 2018. Chapter 38

Masa de glébulos rojos

P-12(3210013)
048661010409
-85 (16110438

R cllmess change o bassios ()

[ —

Lambers Heerspink H. Diab Obes Metab. 2013;15:853
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Niveles de EPO con empagliflozina

[1] ND
= T20
® R
e e
-
g
g
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EER
g2
.
E
2 4
5
@ 2
o .
Baseline 4 weeks

Ferrannini E. Diabetes Care, 2017,40:771
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Rifidn: efecto
nefroprotector?

Key Outcomes in the CANVAS Program
and EMPA-REG OUTCOME

Hazard ratio (95% CI)

CV death, nonfatal myocardial infarction, —e—i; CANVAS Program
or nonfatal stroke =0 EMPA-REG OUTCOME
CV death —
Nonfatal myocardial infarction ""u all
Nonfatal stroke s
. ——
Hospitalization for heart failure —
CV death or hospitalization for heart failure *
All-cause mortality Mangy
Progression to macroalbuminuria
. —_——
Renal composite* —
“CANVAS program endpoints comparabla with 025 i 1o 2.0
EMPA-REG OUTCOME. Favors SGLT2i  Favors Placebo

CANVAS Progeam
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IDNT and RENAAL Trial
Comparison of Major Endpoints

RRR (%)

RENAAL IDI

Losartan Irbesartan vs Irbesartanvs Amlodipine
vs control control amlodipine Vs control

Doubling of Creat, 16 (P=0.02) 20 (P=0.02) 23 (P=0.006) -4 (P=0.69)
ESRD, or death

Doubling of Creat 25 (P=0.006) 33 (P=0.003) 37 (P<0.001) -6 (P=0.60)
ESRD 28 (P=0.002) 23 (P=0.07) 23 (P=0.07) 0 (P=0.99)
Death -2 (P=0.88) 8 (P=0.57) 4 (P=0.8) 12 (P=0.4)

CV Morbidity 10 (P=0.26) 9 (P=0.4) -3 (P=0.79) 12 (P=0.29)
& Mortality

Lewis EJ et al. N Engl J Med. 2001;345:851-60.
Brenner BM et al. N Engl J Med. 2001;345:861-9.

‘ Na+/glucosa co-transporte

Arteriola aferente

-‘RFG

@sodio
©Glucosa

PT: Tabulo Proximal
GL: Glomérulo

MD: Mécula Densa

Arteriola
eferente

ASA de Henle

is6LT2
Bloguea el SGLT2

Arteriola aferente

‘VRFG

@ sodio
©Glucosa

PT: Tbulo Proximal
GL: Glomérulo

MD: Mécula Densa

ASA de Henle
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Dapagliflozina Reduce la Albuminuria en Pacientes con Diabetes e
Hipertension al Final de la Terapia con iECA/BRA

« Dapaglifiozina reduce la albuminuria en pacientes con DMT2 e hipertensin recibiendo inhibidores de la ECA o BRA - sin
que se incremente la frecuencia de eventos renales adversos

Cambio en ACR en un analisis de datos agrupados de dos ensayos controlados con placebo

Tratamiento

L e = = = === = = === -
FE o= Placebo
23 +IECAIBRA
] o= DAPA
o3 +IECAIBRA
't

i

3¢

Pacientes, n Semana
PBO+ECABRA 185 182 172
DAPA+IECABRA 165 160 154

9/12/18

Dapagliflozina reduce la Albuminuria en la Etapa 3 de IRC

+ Este analisis posterior incluyé 166 pacientes con IRC en Etapa 3y el incremento de la albuminuria (23.4 mg/mmol)

120
_ o Placebo
g = Dapaglifiozina 5 mg
a 80 Dapaglifiozina 10 mg
5=
=€ w0
S 31.0%
LE] 'I'
2c o === = —— == ———
H E ﬁl 26.4%
£ ~439%
H A 1
80
i 52 104
Semanas
Pacientes
PEO 56 49 31 2
DAPASMY 53 50 3 2
DAPATOMG 56 52 W 2

Recordar que...

* Metformin en disfuncion renal:
* >45 cc/min: dosis usual

* 30-45 cc/min: reducir la dosis a la mitad y no iniciar
pacientes nuevos, los que lo vienen tolerando se
puede mantener
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Eventos adversos
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Dapagliflozina - Infecciones
Micdticas Genitales

« Las infecciones genitales se reportaron mas frecuentemente con dapagliflozina vs.

placebo

linfeccién genital
n (%)

Mujeres, n (%)

Hombres, n (%)

N=2360
130 (5.5)

N=1003
84 (8.4)

N=1357
46 (3.4)

EMDAC Background document. Available at.

Estudios controlados con Placebo
(corto plazo)
Dapagliflozina
Dapagliflozina 10 mg Placebo 10 mg Placebo

N=2295
14 (0.6)

N=952
11(1.2)

N=1343
3(0.2)

Estudios controlados con

Placebo
(corto y largo plazo)

N=2026 N=1956
156 (7.7) 19 (1.0)
N=852 N=799
98 (11.5) 15 (1.9)
N=1174 N=1157
58 (4.9) 4(0.3)

Infecciones genitales: nimero de
episodios

100

90

80

70

60

w >4 episodios

50
40

m 2-3 episodios

30

m 1 episodio

20

10

0

Dapagliflozina

Glipizida

Nauck MA. Diab Obes Metab. 2014;16:1111

22



Dapagliflozina - Infecciones de
Vias Urinarias

« Se observé un leve incremento en infecciones de vias urinarias con dapagliflozina vs.
placebo

Estudios controlados con

Estudios controlados con Placebo
Placebo (corto plazo) (corto y largo plazo)
Dapagliflozina PETEL]{FALEY
10 mg Placebo 10 mg Placebo
Infecciones de Vias N=2360 N=2295 N=2026 N=1956
Urinarias, n (%) 110 (4.7) 81(3.5) 174 (8.6) 121(6.2)
: N=1003 N=952 N=852 N=799
M0 6 85 (8.5) 64 (6.7) 121 (14.2) 86 (10.8)
N=1357 N=1343 N=1174 N=1157
et @ (E4) 25 (1.8) 17 (1.3) 53 (4.5) 35 (3.0)

EMDAC Background document. Available at
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Adverse Events (CANVAS)

Event rate per
1000 patient-years Hazard ratio
Canagliflozin Placebo (95% CI)

Female genital mycotic -
infection (n = 196) 69 i8 —_ 4.37 (2.78-6.88)
Urinary tract infection

(n = 440) 40 37 ot 1.09 (0.89-1.34)
Hypoglycemia .

(n = 551) 50 46 HoA 1.13 (0.94-1.35)
Osmotic diuresis

(n = 312) 34 13 o 2.80 (2.06-3.81)
Volume depletion "

(n = 266) 26 19 ot 1.44 (1.09-1.90)
Severe hypersensitivity/

cutaneous reaction 8 6 ——i 1.41 (0.87-2.28)
(n=87)

Hepatic injury "

(n = 90) 7 9 ——n 0.81 (0.53-1.25)

T T T T 1

0.25 0.5 1.0 2.0 4.0 8.0
S— —

Favors Canagliflozin Favors Placebo

CANVAS Program

Adverse events consistent with urinary tract
infection

Placebo Empaglifiozin Empaglifiozin
(n=2333) 10 mg 25mg
(n=2345) (n=2342)
n (%) Rate n (%) Rate n (%) Rate
Events consistent with UTI 423 8.21 426 8.02 416 7.75
(18.1%) (18.2%) (17.8%)
Events leading fo 10 0.17 22 0.37 19 0.31
discontinuation (0.4%) (0.9%) (0.8%)
By sex
Male 158 3.96 180 4.49 170 4.09
(9.4%) (10.9%) (10.1%)
Female 265 22.81 246 18.83 246 20.38
(40.6%) (35.5%) (37.3%)
Rate r100 patient-years

o
y j‘ EMPA-REG
By OUTCOME
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Hipotension postural
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Factores de riesgo: AEs de volumen intravascular reducido

Grupo de datos amplio del periodo principal

eGFR

(mL/min/1.73m2)

<60
60 a <90
290

Edad (afios)
<75
275

Uso de diuréticos de asa
No
si

Sin CANA
% (nIN)

2.8 (12/436)
1.5 (26/1788)
1.2 (12/1035)

1.5 (46/3107)
2.6 (4/155)

1.2 (37/3006)
5.1 (13/256)

CANA 100 mg

% (nIN)
5.0 (19/382)
2.4 (40/1686)
1.3 (13/1021)

2.2 (64/2929)
4.9 (8/163)

2.3 (65/2876)
3.2 (7/216)

CANA 300 mg
% (n/N)

8.1 (33/405)

2.9 (48/1680)
2.4 (24/999)

3.1(90/2913)
8.7 (15/172)

2.9 (83/2835)
8.8 (22/250)

Edad <75, sin diureticos de asa
y con una eGFR 260 mL/min/1.73m2

1.1 (29/2604)

1.8 (45/2491)

2.2 (54/2434)

Seguridad Osea
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http://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs

BMD Percent Change from Baseline*

9/12/18

A Lumbar Spine B Femoral Neck C Total Hip
Total Men ‘Women Total Men ‘Women Total Men ‘Women
3.0 p=0.6321
—
p=02913
Pp=04754
o p=04708
~0.37)
-115 1
) J -152
“201 1 Placebo + Metformin l
-25 M Dapaglifiozin 10 mg + Metformin
-3,

Bolinder J. Diab Obes Metab. 2013;16:159

Dapagliflozina: Eventos de Fracturas

* La proporcion de pacientes con fracturas fue
Bequen_a y equilibrada durante el tratamiento con
apagliflozina versus placebo

Coleccién de datos en estudios | Coleccion de datos en estudios
controlados con Placebo(corto- | controlados con Placebo(corto-
plazo) plazo y largo-plazo)

DAPA 10 m, PBO DAPA 10 mg PBO

N=2360 N=2295 N=2026 N=1956
Eventos, n (%) 8(0.3) 17 (0.7) 23(1.1) 32(1.6)

DAPA= Dapagilozine; PBO= Flacebn

EMDAC Documento de referencia disporibie ent

G707 pof
Placebo
(n=2333) 10mg 25 mg
(n=2345) (n=2342)
n (%) Rate n (%) Rate n (%) Rate
Hepatic injury* 108 191 80 1.35 88 1.48
(4.6%) (3.4%) (3.8%)
Hypersensitivity* 197 3.59 158 2.75 181 3.14
(8.4%) (6.7%) (7.7%)
Bone fractures 91 1.61 92 1.57 87 1.46
(3.9%) (3.9%) (3.7%)

Rate = perl 00 patient-years
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Low-trauma Fracture

~ 20 | Hazard ratio 1.23 (95% CI, 0.99-1.52) ~— Placebo

° - I
> 18 - Canagliflozin
<

& 16 -

g 14 -

]

c 12

T

= 10

k=

3 87

2 6

c

2 4

=]

IS 2

0 T T T T T T
[ 1 2 3 a 5 6
No. of patients Years since randomization
Placebo 4344 4182 2987 1263 1217 1162 817
Canagliflozin 5790 5606 4376 2566 2467 2373 1692
_ EANVAS Propaim

Fractures

Event rate per
1000 patient-years Hazard ratio

Canagliflozin Placebo (95% CI)

Adjudicated low-trauma fractures

CANVAS Program

(oterooneity J01003) 12 9.2 > 1.23 (0.99-1.52)
CANVAS (n = 271) 13 8.3 —— 1.56 (1.18-2.06)
CANVAS-R (n = 108) 7.9 10 ———t 0.76 (0.52-1.12)

All adjudicated fractures

CANVAS Program

(Heterogeneity p = 0.005) 15 12 * 1.26 (1,04-1.52)
CANVAS (n = 350) 17 11 -t 1.55(1.21-1.97)
CANVAS-R (n = 146) 11 13 et 0.86 (0.62-1.19)

— 11 1 1 1
0.25 0.5 1.0 2.0 4.0 8.0

—— —
Favors Canagliflozin Favors Placebo

CANVAS Program

Lower-extremity Amputations
- 20 | Hazard ratio 1.97 (95% CI, 1.41-2.75) — Placebo
2 18 —— Canagliflozin
<
- 16
g
s 14
s 12
e 10
] s
2
2 67
c
[ 4
:
I 2
o T T T T T T
o 1 2 3 4 5 6
No. at risk Years since randomization
Placebo 4344 4217 3037 1289 1247 1194 844
Canagliflozin 5790 5634 4420 2618 2536 2460 1765
mmunicated to health authorities, investigators,
based on IDMC letter. CANVAS Program
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Highest Level of Amputation

Event rate per
1000 patient-years Hazard ratio

Canagliflozin Placebo (95% CI)

a'l':";';';t)a““"s 6.3 3.4 p——i 1.97 (1.41-2.75)
Minor amputation (71%) 4.5 2.4 —— 1.94 (1.31-2.88)
Toe 3.4 2.2
Transmetatarsal 1.0 0.3
Major amputation (29%) 1.8 0.9 | 2.03 (1.08-3.82)
Ankle 0.04 0.07
Below-knee 1.2 0.6
Above-knee 0.6 0.2

T T 1 1 1
0.25 0.5 1.0 2.0 4.0 8.0
—

—
Favors Favors
Canagliflozin  Placebo

_ CANVAS Proprs
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Amputation Risk Factors - Multivariate
Analysis

Risk Factor at Baseline Hazard Ratio 95% CI

Amputation 20.9 (14.2-30.8)
Peripheral vascular disease* 3.1 (2.2-4.5)
Male 2.4 (1.6-3.5)
Neuropathy 2.1 (1.6-2.9)
HbA1c >8% 1.9 (1.4-2.6)
Canagliflozin treatment 1.8 (1.3-2.5)
Presence of CV disease 1.5 (1.0-2.3)

« Predictors of amputation risk are similar in both arms

« Canagliflozin treatment, independent of the risk factors, increased
amputation risk

Factors assessed but not significantly predictive: non-loop diuretic, smoking, SBP, hemoglobin, age

* Excludes amputations

_ SAIVAS Propme

Predictive on univariate analysis: nephropathy, insulin use, reti loop diuretic, eGFR, diabetes duration

ativos de A i de la
Extremidad Inferior en: Empa Reg Outcome y Canvas.

EMPA-REG OUTCOME®** CANVAS? CANVAS-R?

Placebo CANA 300 cebo | CANA
(N=1a41) 441) |(N=2903) | (N=2904)

43(1.8)

Patients with

towenNmb 42(18)  46(20) 22(15)  50(35)  45(31)  25(09) 45(15)

55
(per 1,000 patient- I

Hazard ratio
(95% CI)

ghlozin cinicl s, procacures.
ot Postnoc an ot o
v feics ko acuerse evont P nat may conts fon
4 f LLA rom empaifozn clricalnals snculd be i cau e mations imrerh
but ithout an event dae the event dat was. esuls ave comparab

or 19 patients wih an even

CANVAS Program
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FDA warns about rare occurrences of a serious
infection of the genital area with SGLT2 inhibitors
for diabetes

f sHARE in LINKEDIN = ® PINIT | & EMAL 8 PRINT

Safety Announcement &

[8-29-2018] The U.S. Food and Drug Administration (FDA) is warning that cases of a rare but serious
infection of the genitals and area around the genitals have been reported with the class of type 2 diabetes
medicines called sodium-glucose cotransporter-2 (SGLT2) inhibitors. This serious rare infection, called
necrotizing fasciitis of the perineum, is also referred to as Fournier’s gangrene. We are requiring a new
warning about this risk to be added to the prescribing information of all SGLT2 inhibitors and to the patient
Medication Guide.
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Como se usan?

* AEC mayor a 60 cc/min
* Dapagliflozina 10 mg por dia
* Canagliflozina 300 mg por dia
* Empagliflozina 25 mg por dia
e AEC 45-60 cc/min
* Canagliflozina 100 mg por dia
* Insuficiencia hepatica
« Dapagliflozina 5 mg por dia

* Canagliflozina 100 mg por dia
* Empagliflozian 10 mg por dia

Cambios en (A) HbAlc, (B) peso corporal y (C) BP
sistdlica para la poblacion general con CKD en etapa 3

A (LOCF)* B C
HbA1c Peso corporal BP sistélica
W ome w W ows oW nowm o ow W
walty 80 a1 a1 i) w4 %03 s B TR
Gmboeniameda 05 19 23
i)
02 10 2
K ° o 0 o 0
$ s H
H 014 :_ -0 05 iE =
£ o g3 il 16
s ) 23
32 ] 3 20 L :
9 = 5 -30 =2 l -6
o 2= H -
2% e g 2 H 0
- — N S o
§°. EE ) o -
€ o R (1akg) H -ZTmmHg
H H H (955 47,081
FE L J H -5.0 H
. T £ - 3
2 § e
E 14 60 (-18kg) 12 (95% Cli-6.3,-2.4)
4B WCAAIDME wCARIOmg 4BO WCAAIDME CRAIOmg 4RO wCAAIDME ACRAIOME
e, ), LOCF, u error estandar, PBO, placebo; CANA, canaglifiozina,
k ; i
2000145750
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Comparacion del efecto de canagliflozina restado de

PBO en personas con CKD en etapas 1y

2 vs. etapa 3%

CKD etapas 1 & 2 CKD etapa 3A CKD etapa 38
n 365 360 208 232 118 122

Basal(%) 79 80 81 81 81 81

0.2
°
H
g
g€ oo
o 2
-
235 .44 -0.23
X
a3 -0.64 -0.39

) -0.47 _,
ER 0.52
ERE- LR -0.62
s 3
g T -0.77
g5
e84 -1
2
% —1.44
S
mCANA100mg CANA300mg
P80, lacebo; CKD, , canaglflozna
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Canagliflozina — Eventos Adversos
Relacionados a Hiperkalemia

35
)
o £ R
ol R R ——
A5 pde @ Placebo
33 s ® Cana 100
58 H Cana 300
S E 14 -
o™
Q.
c 054
£8°
04
Ds-1 Ds-2
Canagliflozina 100 | Canagliflozina 300
DS-1 Estudios Controlados con Placeboa 0.2% (N=646) 0.7% (N=833) 0.7% (N=834)
26 semanas
DS-2 Pacientes con Insuficiencia Renal  1.6% (N=382) 2.4% (N=338) 3.3% (N=365)
Moderada
Jeury 10,2013

1. Kinon H. Canagiiozin: Clrica Efficacy and Safety. FDA Sides for Aabiscry

214

Qué indican las gu

las?
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Antihyperglycemic Therapy in Adults with Type 2 Diabetes

At diagnosis, initiate lifestyle management, set AIC target, and initiate
pharmacologic therapy based on AlC:

—] AIC s less than 9% consider Monotherapy.

AIC is greater than or equal to 9%, consider Dual Therapy.

AIC is greater than or equal to 10%, blood glucose is greater than or equal to 300 mg/dL,
or patient is markedly symptomatic, consider Combination Injectable Therapy (See Figure 8.2).

Lifestyle Management + Metformin

Initiate metformin therapy if no contraindications* (See Table 81)

AIC at target Yes: - Monitor AIC every 3-6 months
after 3 months.

of monotherapy?  No: - Assess medication-taking behavior

- Consider Dual Therapy

9/12/18

Lifestyle Management + Metformin + Additional Agent

AscvD?  Yes: - Add agent proven to reduce major adverse
i \ts and, mortality
(see recommendations with * on p. 575 and Table 8.1)
No: - Add second agent after consideration of drug-specific effects

and patient factors (See Table 81)

AIC at target Yes: - Monitor AIC every 3-6 months
after 3 months ) g behavi
of dual therapy? No: - Assess medication-taking behavior

- Consider Triple Therapy

Triple Therapy

Lifestyle Management + Metformin + Two iti Agents

Add third agent based on drug-specific effects and patient factors* (See Table 81)

AIC at target Yes: - Monitor AIC every 3-6 months
after 3 months

- Assess medication-taking behavior
of triple therapy? 9

- Consider Combination Injectable Therapy (See Figure 8.2)

(See Figure 8.2)
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Glycemic Control Algorithm

For patients without concurrent serious
iliness and at low hypoglycemic risk

s with concurrent serlous
d at isk for hypoglycemia

LIFESTYLE THERAPY (ncluding Medically Assisted Weight Loss)

Entry A1C <7.5% Entry A1C 2 7.5%

Entry A1C > 9.0%
MONOTHERAPY*

Metformin DUAL THERAPY*

NO YES
GLP-1 RA TRIPLE THERAPY*

V SGLT:2i GLP-1 RA

SGLT-2i
120 120

Basal Insulin sents 4, Basal insulin

Colesevelam gent . DP

Bromocriptine QR Colesevelam

+ Bromocriptine QR

ADD OR INTENSIFY
INSULIN

AGH
I not a goal in 3 months — Refer to Insulin Algorithm
proceed to Dusi Therapy SU/GLN

PROGRESSION OF DISEASE

Guias ESC

JEmpagifiozin should be considered in patients with type 2 diabetes in order to prevent or delay the onset of HF and prolong lfe. ‘ lla “

Puede descargar la
presentacion en:

E35:E

Preguntas... (=]

. www.EndoDrChen.com
chenku2409@gmail.com
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