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Utveckling av behandling vid typ 1 diabetes

Vad hander

Kommersiell har nast?
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Maluppfyllelse for behandling av typ 1 diabetes
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—u—Medelvarde HbAlc (mmol/mol)

== Andel BMI > 25 kg/m2 (%)



Andel typ 1 diabetes med allvarlig hypoglykemi

relaterat alder och diabetesduration

>1 severe hypoglycaemia event
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Potential for SGLT-2 hammare vid typ 1 diabetes?

Pavisad effekt hos patienter med typ 2 diabetes

@ J/ HF sjukhusinlaggning

Q@ \l, Blodtryck G \l/ Njurfunktions

nedsattning

Potential vid typ 1 diabetes?



Sa fungerar njuren

Njurarna tar ~25% av cardiac output?!
(1,5 L/min hos en 70-kg man) artoriole
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'Balat A. Kidney is in trouble with mediators. Bosn J Basic Med Sci 2010;10:S29-36.



Upptag av glukos i njure vid SGLT-2
hammar behandling

Filterad mangd
glukos 180 g/dag

*Loss of ~ 80 g of glucose/day (~ 240 cal/day).
Gerich JE. Diabet Med. 2010;27:136-142.



Skillnader typ 1 och typ 2 diabetes

Urinutsdondring av glukos |
(1in T1D vs T2D) [:] D E] T2D

Glukos
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variabilitet/belastning)
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Njurfunktion
(1 hyperfiltration)

@

SGLT-2
(1 expression/aktivitet)




SGLT-2 hammare som tillaggsbehandling vid typ

1 diabetes
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Mean (SE) HbA1c (%)

EASE-2: HbAlcC
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Adjusted mean (SE) change from
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EASE-2: CGM resultat

Baseline vecka 26 vecka 52

Empagliflozin okar tid

L inom malomrade
Empagliflozin

10 m —— (TIR) 3 tim/dag
g 46%
Empagliflozin m
= mg " 47%

B Glukos <3,9 mmol/L B Glukos >3,9-<10 mmol/L Glukos >10 mmol/L



Adjusted mean (SE) change from
baseline in total daily insulin dose (U/kg)
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Diabetisk ketoacidosis

Pooled
placebo
(n=484)

Patients with certain DKA, n (%)

Certain DKA events, n

Incidence rate per 100 patient-years

6(1.2)

Pooled
empagliflozin
10 mg
(n=491)

Pooled
empagliflozin
25 mg
(n=489)

EASE-3
placebo
(n=241)

EASE-3
empagliflozin
2.5mg
(n=241)

]
2 (0.8)

Events by severity, n

Mild 1 6 4 1 2
Moderate 4 13 8 1 0
Severe 1 2 6 1 0
Fatal 0 0 1 0 0




Diabetic ketoacidosis and pre-disposing

factors

Pooled* Pooled Pooled EASE-3 EASE-3
placebo empagliflozin empagliflozin placebo empagliflozin
(n=484) 10 mg 25 mg (n=241) 2.5mg
(n=491) (n=489) (n=241)
|

Patients with certain DKA, n (%) 6(1.2) 21 (4.3) 16 (3.3) 3(1.2) 2 (0.8)
Certain DKA events with BG <13,9 mmol/L, n 0 9 5 0 1
Certain DKA events, n 6 21 18 3 2

Pre-disposing factors, number of episodes

Concomitant illness/infection

Inadequate insulin administration
(including insulin delivery malfunction)

Dietary changes/carbohydrate depletion

Severe dehydration

Other

None




Hantera risken for DKA vid SGLT-2 hammar behandling
(STICH protocol)!-?

s

STop SGLT2 inhibitor2

“' * Insulin administration to be continued
K (take extra insulin)
o>
« Carbohydrate consumption
(consider taking extra carbohydrates if glucose levels are normal or low)
‘ G * Hydration with suitable drink
(consider drinking water)
aRestart SG.LTZ inhibitor once well, unless advised otherwise f/@‘
SGLT2, sodium—glucose co-transporter 2. AStrazeneCa ef’

1. Danne T, et al. Diabetes Care 2019 [Epub ahead of print]; 2. AstraZeneca. Dapagliflozin Summary of Product Characteristics



Hypoglykemier

Empagliflozin Placebo
Patients/E Patients/E Event Rate Ratio Event Rate Ratio
N vents, n N vents, n (95% Cl) (95% Cl) p-value
Severe hypoglycaemia
EASE-2 and EASE-3
Empagliflozin 10 mg 491 20/33 484 15/21 1.47 (0.70, 3.10) = 0.3095
Empagliflozin 25 mg 489 13/14 484 15/21 0.55 (0.23, 1.29) o 0.1695
EASE-3
Empagliflozin 2.5 mg 241 3/9* 241 6/6 0.18 (0.03, 1.15) ® 0.0698
All nocturnal patient-reported (symptomatic and asymptomatic) hypos with BG <54 mg/dlI
Empagliflozin 2.5 mg 241 331 241 514 0.65 (0.48, 0.86) @ 0.0030
Empagliflozin 10 mg 491 1166 484 1844 0.65 (0.54, 0.78) <0.0001
Empagliflozin 25 mg 489 1310 484 1844 0.72 (0.60, 0.87) 0.0005
0,0 0,1 0,3 1,0 4,0

Favours empagliflozin

Favours placebo



summering

Empagliflozin 10 and 25 mg Empagliflozin 2.5 mg

* HbAlc (> 4.9 mmol/mol) * HbAlc: -3.1 mmol/mol
Kroppsvikt (-3.4 kg) Kroppsvikt (-1.8 kg)

Insulindos (-13%) Insulindos (-6.4%)

Systoliskt blodtryck (-3.9 mmHg) Systoliskt blodtryck (-2.1 mmHg)
Tid i malomrade for glukos (+3 tim/dag)
Okad risk DKA

Tid i malomrade for glukos (+1 tim/dag)
DKA ej 6kad risk



