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Oversikt

= Bakgrund diabetes och demens
= Data och metoder
= Resultat av mortalitet och stroke studier

= Preliminéra resultat av kognitionsnedsattning
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= ~ 50 miljoner patienter med demens i véarlden’ @ISGDGIQTI

= 4 ytterligare sjukdomar genomsnittlig?
= 13-20% diagnoserad med diabetes (7-10 miljoner!)’

= Riktlinjer saknas

= Antidiabetika — oklar effektivitet hos demenspatienter

= Kognitionspaverkan?

"World Health Organisation (2019)
’Poblador-Plau et al, BMC Psychiatry (2014)
3Bunn et al, BMC Medicine (2014)

“Brodaty et al, Lancet Neurology (2012)

Abnormal 4

Biomarker magnitude

Normal

Y

—— Tau-meditated neuronal injury and dysfunction
- Brain structure

—— Memory

—— Clinical function

RCTs
MRI/PET
Biomarkers

SveDem
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Cognitively normal : Mcl ' Dementia

1"
Clinical disease stager

Jack et al, ”Hypothetical model of dynamic biomarkers of the Alzheimer’s pathological cascade”. Lancet Neurology (2010)
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Longitudinella kohort studier
Patienter med diabetes & Alzheimers eller ’blandad” demens

Diabetes — bada typ 1 och 2

Demenspatienter registrerad
Patienter med diabetes, AD & blandad demens

i SveDem tills 16/10/2018
31,054 g 4,853 (6.2%)

Nationella Patientsegistret
[ Metformin ] SGLT-21

:

Likemedelsregistret
Ddodsorsakregistret [ Thiazolidinediones ] [ GLP-1a ]
Sulfonylurea ][ DPP-4i ]

Y
: . Insuli :
[Data rensning och samkorning [ fsun ][ derivater

(duplikat, felaktiga data pa Non-diabetiska patient
lakemedel, kognition eller on-dlabetiska patienter
overlevnad)
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Exponering och utfall @Q@Efﬂ

= Qutcomes: mortalitet, stroke, MMT-nedging
-Stroke ICD-10: 161-164, G45, G46: 374 nya fall
-Mortalitet: 46%

-MMT: mellan uppfoljningarna

= Antidiabetika: Expeditioner ett ar innan demensdatum

-1 ar Median Overlevnad efter demensdiagnos— 4.7 ar
2018
diagnos \ & \

N J
Y .
Y

= Kognition Stroke Mortalitet
=W
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Confounders: Justering och propensity score matchning

Metod: Cox regression (mortalitet och stroke) & mixed-effects modeller (kognition)

= Justering och matchning: dlder, kon, demens, MMT-vdrden, komorbiditet, KE-
hdmmare

= 1:1 Nearest neighbour matching (caliper 0.1)

= Stroke — competing risk regression (dodlighet som competing risk)

O o ©
@ . ® Alla patienter
© Likemedel Q O O ‘ © (stora olikheter)
(O Kontroll v
@)
‘ © ¢ Matchade liknande par
O O O o
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Population beskrivning

Variabler, medelvirde (SD) eller n (%)

4,853 patienter

Alder vid demensdiagnos, years
Kvinnor

Ensamboende

MMT-viarde, median (IQR)
Charlson index, median (IQR)
Alzheimers sjukdom

Stroke

Dodlighet

2 och mer uppfoljningar

79.7 (6.9)
2,656 (54.7%)
1,975 (40.7%)

22 (6)
2(2)
2,467 (50.8%)
374 (7.7%)
2248 (46.3%)
2218 (27.3%)

60,00%

50,00%

40,00%

30,00%

20,00%

10,00%

0,00%
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Antidiabetiska lakemedel

RO,

50,40%

35,90%

18,80%

4,70%
0, 70% | 0, 70% 0, 60%
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Resultat - mortalitet
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C&enska Demensregistret

N,déda N, users/nonusers (Hﬁftﬁﬁiﬂ,gcn (P}fR‘;‘,a;gl;/‘:iC“%
Likemedel
Metformin 3,927 1,956/1,956 0.77 (0.71-0.84)  0.75 (0.68-0.81)
Insulin 2,974 1,592/1,592 110 (1.02-1.21)  1.06 (0.96-1.17)
Sulfonylurea 897 910/910 1.47 (1.33-1.63)  1.46 (1.28-1.66)
TZDs 38 36/36 1.46 (0.95-2.28) 1.10 (0.58-2.09)
DPP-41 153 277277 0.41 (0.31-0.54) 0.45 (0.32-0.62)
GLP-1a 24 36/36 0.34 (0.15-0.76) 0.25 (0.10-0.63)
SGLT-21 13 30/30 0.23 (0.10-0.51) 0.22 (0.10-0.50)

Juraj Secnik
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Resultat - stroke
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N, strokes N, users/nonusers (H‘l];;ftge;zgcn (PHSRI;‘,a;CSE/':ié‘%
Liakemedel
Metformin 296 1,956/1,956 1.05 (0.85-1.30)  0.99 (0.80-1.25)
Insulin 246 1,592/1,592  1.16 (0.94-1.44)  1.22 (0.95-1.57)
Sulfonylurea 150 396/396 1.00 (0.78-1.30)  0.96 (0.70-1.32)
DPP-4i 33 27771277 0.86 (0.47-1.58)  0.67 (0.33-1.39)

(TZD, GLP-1a, SGLT-2i - for {4 fall)

Juraj Secnik
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Oversikt — mortalitet och stroke (SveDem (@%g Karolinska
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Svenska Demsnsregistret W 5
o 18
DPP-4i
&
@
I—.—I
T
GLP-1a
&
&
Insulin
&
0 i
I—;—.—I
e 4 Stroke - Matchad
I + Stroke - Justerad
© 4 Montalitet - Matchad
— I
- - ! & Mortalitet - Justerad
T —
SGLT-2i
Sulfonylurea
&
i
5 &
—l—y
TZD0
&
&
U.I[J 0:5 1.I0 1.I5 2:0
Hazard Ratios (95% Cl)
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Preliminira resultat — MMT-nedgang
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Csvenska Demensregistret

Justerad utan

Fuljusterad med

PS matchning

Ojusterad MMT-basvirde =~ MMT-basvirde (+MMT-bas)
Likemedel Slope (95% CI)
Metformin 0.51(0.27,0.76)  0.28 (0.03,0.53)  -0.03(-0.9,0.04)  0.08 (-0.20, 0.36)
Insulin -0.04 (-0.3,0.22)  -0.10(-0.36,0.16)  0.06 (-0.57,0.7)  0.05(-0.25, 0.36)
Sulfonylurea -0.19 (-0.5,0.13)  -0.12(-0.44,0.19)  -0.01 (-0.08,0.07)  -0.04 (-0.44, 0.36)
TZDs 039 (-1.0,1.82)  0.06(-1.34, 1.46)  0.07 (-0.27,0.41)  0.49 (-1.44, 2.42)
DPP-4i 0.83 (0.24,1.42)  0.84 (0.26,1.42)  0.05(-0.1,0.19)  -0.2(-0.97, 0.57)
GLP-1a 1.37(-0.07,2.80)  0.81(-0.6,2.23)  -0.13(-0.48,2.23)  -0.40 (2.1, 1.31)
SGLT-2i 1.23(-0.35,2.82)  0.92 (-0.64,2.48)  -0.05(-0.44,0.33)  0.02 (-1.87, 1.91)

Juraj Secnik
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Diskussion och begransningar @eDem

ka Demensregistret

= Ingen effekt pa stroke incidens

=  Metformin - signifikant mortalitetnedsattning (25%)

= Hypoglykemibenidgna ldkemedel hogre mortalitet (sulfo, insulin)

= Nyare antidiabetika oftare 1 framtiden? (SGLT-21, GLP-1a - for lite data)

= >>Confounding by indication<<

* [Indikationer av langsammare kognitivnedgang (metformin, DPP-41)

—> Behover fler analys
= Kraftig effekt av MMT-basvarde

= Klinisk betydelse? (mérkbar ung. 2 MMT poéng 6ver 1,5 ér)’
= Manga bortfall! |
ﬁ‘_,,

!Hansen et al, J Neurol Neurosurg Psychiatry (2007) —

Juraj Secnik 27 september 2019 12



écj\LA 1 NJ“

Karolinska
bt 9 Institutet

Nasta steg
= Doserings effekt

= Post-demens ladkemedelsbehandling

= Bortfall analys
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Stort Tack till:

Handledare & Kollegor Funding

= Sara Garcia-Ptacek = Vetenskapsradet

*= Hong Xu = Swedish Brain Power

= Dorota Religa = Alzheimerfonden

= Maria Eriksdotter = Gamla tjanarinnor

= Bengt Winblad

= Niklas Hammar SWEDISH .

= Michael Alvarsson bra?n Alzheimer

- Emilia Schwertner POWER fonden

SveDem \ ’
= Alla medarbetare Sve D e m —

= Administratérer Svenska Demensregistret ~ Vetenskapsradet
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Tack for uppmarksamheten!
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