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Figure 3
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Figure 4

Cardiac Output, mean (SD)
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2 way RM ANOVA:

p, interaction (time x treatment): p<0.001
p, time: p=0.007

p, treatment: p=0.26

Wiihin Ghrelin:

BL vs. 60min: p=0.048 (*)
BL vs 120min: p<0.001 (")
60 vs 120min: p=0.03 (1)

Graph shows individual changes compared to
baseline in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired t-tests
comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni correction for
repeated measures, p-values should be multiplied
by 2.

Graph shows individual changes compared to
baseline in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired t-tests
comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni correction for
repeated measures, p-values should be multiplied
by 2.
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Figure 5
Stroke Volume, mean(SD) 2 way RM ANOVA:
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2 way RM ANOVA:

p, interaction (time x treatment): p<0.15
p, time: p=0.0056

p. treatment: p=0.89

Wiihin GHRELIN:
BL vs. 60min: p=0.061
BL vs 120min: p=0.0015 (*}
60 vs 120min: p=0.37
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Figure 6A
A Heart Rate, mean{SD)
100m
90=
e 801
o
< 704
60=
Individual Absolute A Heart Rate
p=0.16
o |
B 10m= p=0.076

bpm
y
'
:

10+
L 2
[ ]
..
-29 L] L] L] L] L] L] L] L]
R I I VR ST e
@ > &5 o @ o A o~

Individual % A Heart Rate

p=0.10
—
p=0.072

—_—

C 20m

=-s- GHRELIN

Graph shows individual changes compared to
baseline in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired t-tests
comparing A at 80 or 120 min vs BL between the
two treatment groups. For Bonferroni correction for
repeated measures, p-values should be multiplied
by 2.

Graph shows individual changes compared to
baseline in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired ttests
comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni carrection for
repeated measures, p-values should be multiplied
by 2.

wme PLACEBO

SUBSTITUTE SHEET (RULE 26)



WO 2021/123119 PCT/EP2020/086960

7/30
Figure 6B
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Figure 6C
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Figure 7
eSVR, mean{sD 2. way RM ANQVA;
A i (SD) p, interaction (fime x treatment): p=0.0004
3000+ p, time: p=0.014
p. treatment: p=0.03
T 2500+ (g .
B " i T 1 BL vs. 60min: p=0.006 ()
‘= 2000+ % | ] .
s | b P BL vs 120min: p=<0.001 (")
e T 60 vs 120min: p=0.35
1500=
1000=
00
B Individual Absolute A eSVR
1500 p=0.002
1000 p=0.0006 b Graph shows individual changes compared to
- | | baseline in the two treatment groups. Lines are
g 500 mean (SD).
B p-values are unadjusted, unpaired t-tests
3 i S R —— SR . comparing A at 60 or 120 min vs BL between the
© two treatment groups. For Bonferroni correction for
-500= Pa—— repeated measures, p-values should be multiplied
° . by 2.
-1000-
.
=-1500 T T T T T T T
AR A oo S R
T s TS
@ a0 L
Individual % A eSVR
C 100m
Graph shows individual changes compared to
50 baseline in the two treatment groups. Lines are
mean (SD).
p-values are unadijusted, unpaired t-tests
= 0= comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni correction for
repeated measures, p-values should be multiplied
-50= by 2
y 2.
-100 T T T T T T T T
%\-’ é\(‘ {&(‘ ({\\Q‘ q”v é\(* (‘}Q {&‘(\
& N AU AN
& o8 oS & 0° S
== GHRELIN = PLACEBO

SUBSTITUTE SHEET (RULE 26)



WO 2021/123119 PCT/EP2020/086960

10/30
Figure 8
Systolic Blood Pressure, mean(SD) 2 way RM ANOVA:
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Figure 9
Diastolic Blood Pressure, mean(SD)
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p, interaction (time x treatment): p=0.109
p, time: p=0.349
p, treatment: p=0.018

Wiihin GHRELIN:

BL vs. 60min: p=0.43
BL vs 120min: p=0.32
60 vs 120min: p=0.98

i

Graph shows individual changes compared to
baseline in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired t-tests
comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni correction
for repeated measures, p-values should be
multiplied by 2.

Graph shows individual changes compared to
baseling in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired t-tests
comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni correction
for repeated measures, p-values should be
multiplied by 2.
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Figure 10
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Figure 11
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Figure 12
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Figure 13

LVEDD, mean (SD) 2 way RM ANOVA:
A 80 p, interaction (time x treatment): p=0.70
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B 10 . Graph shows individual changes compared to

baseline in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired t-tests
comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni correction
for repeated measures, p-values should be

] multiplied by 2.
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for repeated measures, p-values should be
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LVESD, mean (SD)
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2 way RM ANOVA:

p, interaction (time x treatment): p=0.996
p, time: p=0.066

p, treatment: p=0.52

ihin GHRELIN:
BL vs. 80min: p=0.97
BL vs 120min: p=0.87
80 vs 120min: p=0.96

Graph shows individual changes compared to
baseline in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired t-tests
comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni correction
for repeated measures, p-values should be
multiplied by 2.

Graph shows individual changes compared to
baseline in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired t-tests
comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni correction
for repeated measures, p-values should be
multiplied by 2.
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Figure 15
LVEF, mean (SD) 2 way RM ANOVA:
A p, interaction (time x treatment): p=0.29
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Graph shows individual changes compared to
baseline in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired t-tests
comparing A at 80 or 120 min vs BL between the
twio treatment groups. For Bonferroni correction
for repeated measures, p-values should be

multiplied by 2.
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Figure 16

TAPSE, mean (SD)
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2 way RM ANOVA:

p, interaction (time x treatment): p=0.075
p. time: p=0.18

p, treatment: p=0.15

Wiihin GHRELIN:
BL vs. 60min: p=0.93
BL vs 120min: p=0.16
60 vs 120min: p=0.18

Graph shows individual changes compared to
baseline in the two treatment groups. Lines are
mean {SD).

p-values are unadjusted, unpaired t-tests
comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni correction
for repeated measures, p-values should be
multiplied by 2.

Graph shows individual changes compared to
baseline in the two treatment groups. Lines are
mean (SD).

p-values are unadjusted, unpaired t-tests
comparing A at 60 or 120 min vs BL between the
two treatment groups. For Bonferroni correction
for repeated measures, p-values should be
multiplied by 2.
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Figure 17
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g two treatment groups. For Bonferroni correction for
© repeated measures, p-values should be multiplied
by 2.
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Figure 18
Stroke Volume, mean (SD) 2 way RM ANOVA:
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- two treatment groups. For Bonferroni correction for
£ repeated measures, p-values should be multiplied
O .
by 2.
.
-20= e ®
':’: L] L] L] L]
@'\1 ({\\0 (8’(\ “‘:\{»‘
O Y a8
o W
Individual % A Stroke Volume
C 100m i
! p=0.097 i Graph shows individual changes compared to
[ baseline in the two treatment groups. Lines are
L] mean (SD).
p-values are unadjusted, unpaired t-tests
e comparing A at 60 or 120 min vs BL between the
£

two treatment groups. For Bonferroni correction for
repeated measures, p-values should be multiplied

by 2.
- .
&S & Q J
@@'&Q xn?@ @,@
& GHRELIN m  PLACEBO

SUBSTITUTE SHEET (RULE 26)



WO 2021/123119 PCT/EP2020/086960

21/30
Figure 19
Cardiac Output, mean (SD) 2 way RM ANOVA:
A 6 p, interaction (time x treatment): p=0.12
p, time: p=0.28
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p-values are unadjusted, unpaired t-tests
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Figure 20
Strain, mean (SD) 2 way RM ANOVA:
A p, interaction {time x treatment): p=0.51
20+ p, time: p=0.87
p, treatment: p=0.83
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Individual Absolute A Strain
B 20m p=040
p=0.49 Graph shows individual changes compared to
- baseline in the two treatment groups. Lines are
10+ [ mean (SD).
g p-values are unadjusted, unpaired t-tests
comparing A at 80 or 120 min vs BL between the
I el i M - two treatment groups. For Bonferroni correction for
repeated measures, p-values should be multiplied
ol by 2.
-10- .
.
[
=20 T T T T T T T T
TSR R > oS S
MO T o
LK LG
Individual % A Strain
C p=0.23
300= =051
—_— Graph shows individual changes compared to
b baseline in the two treatment groups. Lines are
200= . mean (SD}).
. p-values are unadjusted, unpaired t-tests
. ) comparing A at 80 or 120 min vs BL between the
32 100+ J * two treatment groups. For Bonferroni correction for
repeated measures, p-values should be multiplied
Q- - by 2.
. .
'1 00 L] L] L] L] L] L] L] L]
Y S LS >SS
vs o 5 M o s
LS x LS ®
® CGHRELIN @  PLACEBO

SUBSTITUTE SHEET (RULE 26)



WO 2021/123119 PCT/EP2020/086960

23/30
Figure 21
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Figure 22
Survival free from HF hospitalisation
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Figure 23
Survival free from HF hospitalisation,

LVAD and HtX
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Figure 24
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Figure 25A

Representative Ca2* transients
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Figure 25B

Ca?* transient amplitude
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Figure 26
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Figure 27
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