APPENDIX 6: ENDPOINTS FOR TOTAL POPULATION

FERRIC HF IT CLINICAL STUDY REPORT

Placebo Iron Isomaltoside Difference ANCOVA
{n=1%) {n=21) {95% CI} P-vaiue

Primary endpoint
PCrtin, s 3B+11 3047 -5.8(-11.5,-2.1) 0.006
Secondary endpeints
ADP tiz, 8 2419 2048 -5.3(-9.7,-0.8} 0.02
Hemoglobin, o/L 127114 130£13 2.4(-3.5,8.4} 0.4
Ferritin, ng/mL 57(41-84) 369(232-495) 304(217,391) <0.0601
Transferrin saturation, % 2148 2916 6.8(2.7,10.8} 0.002
NYHA class 2.6+0.5 2.310.5 -0.23(-0.46,-0.01) 0.04
6 min walking distance, m 324467 347472 15(-10,40) 0.24
Pre-exercise Borg dyspnea score 812 741 -0.6{-1.5,0.2) 0.12
Past-exercise Borg dyspnea score 1542 1243 -2.0(-3.7,-0.3) 0.02
Peak VOz/kg, miskg/min 14.9+3.5 16.8+4.7 0.5(-1.01.9) 0.54
KCCQ overzll scora 55124 68217 12.7(-7.7,33.2) 018
LV ejection fraction, 3948 4147 2.2(-1.15.6) 0.19
NT-proBNP, pg/mL 334(180-827) 1623(281-2453) 288(-461,1040) 0.44
Resting PCr, mM 4015 4045 -0.2(-353.0) 0.89
Exercise PCr, mM 268 2545 -0.3{-3.6,3.0) 0.85
Resting Pi, mM 38211 4.0+1.0 0.3(-0.3,0.8) 0.33
Exercise Pi, mM 18.247.2 17.646.7 -0.8(-5.0,3.2) 0.66
Resting pH 7.0120.3 7.01£0.3 -0.01(-0.02,0.01) 0.44
Exercise pH 6.9910.06 £.9740.07 0(-0.04,0.04) 0.97
Resting ADP, pM 715 815 0.9(-2.0,3.8) 052
Exercise ADP, UM 3415 37218 1.2{-8.1,10.5) 0.80
Safety endpoints
Systolic blood pressure, mm Hy 119114 127412 7.1-0.3.14.5) 0.08
Diastolic bicod pressure, mm Hg 72413 7410 0.7(-556.8) 0.82
Heart rate, beats/min 74+12 71x10 -2.8(-8.8,3.1) 0.34
Respiratory rate, breaths/min 1641 15£1 -0.7(-1.2,-0.2) 0.009
Creatinine, pmeliL 103+38 10641 -3{(-28,20) 0.80
Agpartate transaminase, /L 2246 30+£26 8{-4,21) 0.21
C-reaciive pratein, mgil 4{2-8) 8(2-11) 0.4(-3.0,3.9) 0.79
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FERRIC HF II CLINICAL STUDY REPORT
APPENDIX 7: INDIVIDUAL CHANGES IN PRIMARY ENDPOINT (PCr ¢,

ANCOVA
Difference at 2 weeks: — 6.8 s {(-11.5,-2.1)
P=0.006

36+11

Baseline Week 2 Baseline Week 2

Iron Isomaltoside (n=21) Placebo {n=19)
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FERRIC HF Ii CLINICAL STUDY REPORT

APPENDIX 8: ANAEMIC AND NON-ANAEMIC SUBGROUP ANALYSES

Difference ANCOVA

Placebo Iron Isomaltoside {35% CI) P-value
Anaemic patients n=9 n=11
PCrtuz, 5 38112 3019 -8.4{-16.7,-0.2) 0.04
ADP tiz, s 2449 1847 -6.3{-13.5,0.9} 0.08
Hemoglobin, g/idL 117412 12446 5.5(-2.7,13.8) 0.18
Ferritin, ngfml 45+25 456+161 413(295,530) <0.0061
NYHA class 2.7+0.5 2.5+0.5 -0.3(-0.5,0.1) 0.09
Non-anaemic patients n=10 n=10
PCrti, s 35£11 3145 -5.2(-10.6,0.2) 0.06
ADP tiz, 8 2419 2145 -4.4(-9.6,0.9) 0.10
Hemoglobin, gfdL 13529 137415 0.5(-8.3,9.3) 072
Ferritin, ng/mL 67424 2741149 176(68,284) 0.003
NYHA class 2.6£0.5 2.230.4 -0.2{-0.5.0.1) 0.23

21



