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Figure 12 cont.
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Figure 13
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Figure 13 cont.
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Figure 13 cont.
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Figure 14
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Figure 15
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Figure 16
Table 1
Serological analysis of selected biochemical parameters of liver and kidney
function
HF Control HF LNA- HF LNA- p-value
antimiR- antimiR-21
Control
n 3 3 5
Day 0
AST (GOT) (U/l) 32+38 23+ 3.1 29+3.8 n.s.
ALT (GPT) (Ul 42+50 3637 46 + 8.8 n.s.
y-GT (U/l) 33+10.7 28+84 3075 n.s.
Creatinine (umol/l) 8759 72+54 88124 n.s.
Urea (mmol/ul) 25+06 3.6+0.7 3.1+£09 n.s.
Day 5
AST (GOT) (U/l) 33+7.1 32+7.3 30+1.3 n.s.
ALT (GPT) (Ul 47+ 7.4 55+1.2 63 +10.6 n.s.
y-GT (U/1) 48+22.8 23+35 32+7 n.s.
Creatinine (umol/l) 93 +£10.5 581562 99+54 n.s.
Urea (mmol/ul) 2706 3.91£03 32+06 n.s.
Day 33
AST (GOT) (U/l) 31+33 22+73 27 +4.9 n.s.
ALT (GPT) (Ul 44 +12.6 22+37 53+95 n.s.
y-GT (U/l) 49+11.7 25+47 331438 n.s.
Creatinine (umol/l) 120 £ 20.7 97+08 111+£23 n.s.
Urea (mmol/pl) 3.3+£08 3.4+02 4307 n.s.

(MEANSEM, p-value HF Control vs. HF LNA-antimiR-21)

Reference values: AST (GOT) (<59 U/l); ALT (GPT) (<68 U/l); yv-GT (<54 U/l),
Creatinine (<160 pmol/l); Urea (2.5-6.7 mmol/pul).

SUBSTITUTE SHEET (RULE 26)




WO 2021/205032 PCT/EP2021/059360

52/69
Figure 17
Table 2
Cardiovascular events
Sham HF Control HF LNA-
antimiR-21
Day0
Ventricular 0% 67% 85%
extrasystoly
Reanimation 0% 33% 14%
(Defibrillation)
Cardiac death 0% 16% 14%
Day 5
Ventricular 20% 16%
extrasystoly
Reanimation 20% 16%
(Defibrillation)
Cardiac death 20% 16%
Day 19
Ventricular 0% 0%
extrasystoly
Reanimation 0% 0%
(Defibrillation)n
Cardiac death 0% 0%
Day 33
Ventricular 0% 0% 0%
extrasystoly
Reanimation 0% 0% 0%
(Defibrillation)
Cardiac death 0% 0% 0%

(MEAN1SEM, p-value HF Control vs. HF LNA-antimiR-21)
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Figure 18.
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Figure 19
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Figure 21
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Figure 22

A RNA sequencing of
pulmonary cell types (mouse)
{macrophages - alveolar and interstitial,
other leukocytes, EC, EpC)

l

18037 genes detected
(average TPM > 1
= across all celltypes)
3371 Surface receptors
 (Ramilowsky et al 2015, —————— l
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enriched in macrophages
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Figure 22 cont.
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Figure 23
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Figure 23 B continued
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Figure 24
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Figure 25
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Figure 26
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Figure 27
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