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Figure 1. Participant flow diagram.



Cardiac and haematological parameters

Table 1: Cardiac structure and function and haematological parameters before (Pre) and after (Post) 6 weeks of
twice-daily administration of formoterol (48 pg/day) or placebo in endurance-trained participants (19 male 1
female). LV: left ventricle; Mitral valve E: transmitral early/passive filling velocity; Mitral valve A: transmitral
late/active filling velocity; E/A ratio: ratio of mitral valve E and mitral valve A; s’: average of septal and lateral
mitral annular systolic longitudinal velocity; ¢’: average of septal and lateral mitral annular early/passive diastolic
longitudinal velocity; E/e’: ratio of mitral valve E and e’; LV end diastolic volume, ejection fraction, and stroke
volume are measured using biplane method. Pre and post values are mean + SD. Effect size is mean change (95%
confidence interval). *different from pre within-group (p<0.05). #treatmentxtime interaction effect (p<0.05).

Formoterol (n = 8-10) Placebo (n = 8-10)

Left ventricle structure and volume

Pre Post Pre Post Formoterol vs. Interaction
placebo effect size p-value

LV posterior wall thickness (cm) 1.07+0.17 111+0.15 1.05+0.15 1.07+0.12 0.13 (-0.07 to 0.10) 0.757
Interventricular septal 1114013 113+014 1124019 111+013  003(-0.05t0011)  0.389
wall thickness (cm)

LV end diastolic volume (mL) 159 + 27 157 +22 151+15 145+ 16 4 (-15to 22) 0.670
Stroke volume (mL) 95+ 16 92+14 85+11 8010 2 (-10 to 15) 0.698

Left ventricle systolic function
LV ejection fraction (%) 58 +3 58 +3 57+4 55+3 1(-3t05) 0.636
Global longitudinal strain (%) -196+19 -19.2+13 -183+1.6 -17.7+1.0 -0.3(-1.7t0 1.2) 0.337
s’ (cm/s) 11+1 11+1 112 1142 1(-1t02) 0.225
Left ventricle diastolic function
Mitral valve E (cm/sec) 102 +18 101 + 26* 84 +18 78+9 5 (-5 to 15) 0.306
Mitral valve A (cm/sec) # 53+ 14 41+6 46 £0.13 47+8 -14 (-26 to -1) 0.033
E/A ratio # 21+09 25%0.7* 1.9+05 1.8+0.5 0.5(0.8t00.9) 0.024
e' (cm/sec) 19+1 19+4 17+3 16 +3 1(-2t0 3) 0.440
Ele' 53+0.8 53+1.3 50+0.8 51+05 0(-1tol) 0.654
Haematological parameters
Pre Post Pre Post Formoterol vs. Interaction
placebo effect size p-value

Red blood cell count (10%/pul) 47+04 47+0.3 48+05 48+04 0.1(-0.1t00.2) 0.879
White blood cell count (10%/pl) 6.3+1.8 58+1.6 57+13 6.1+1.1 -0.9(-2t0 0.4) 0.168
Platelet count (10%/pl) 196 + 27 210+ 37 217 £ 48 217+ 49 13 (-8 to 34) 0.216
Neutrophil count (103/ul) 41+1.7 3.6%+15 33%+12 39=%1 -1.1(-2t00.2) 0.098
Haematocrit (%) 41+2 41+2 42+3 4242 0(-2t02) 0.778




Muscle mitochondrial respiration respiration

Table 2: Muscle mass-specific and intrinsic mitochondrial respiration before (Pre) and after (Post) 6 weeks of
twice-daily inhalation of either formoterol (48 pg/day; males n=5; females n=>5) or placebo (males, n=5; females,
n=5) in endurance-trained participants. Data are pooled for sexes. LN: leak respiration; FAOp: fatty acid
oxidation; Clp: complex | coupled respiration; CI+ClIp: complex I+1l coupled respiration; Lomy: oligomycin-
induced leak respiration. Pre and post values are mean + SD. Effect size is mean change (95% confidence interval).

*different from pre within-group (p<0.05). #treatmentxtime interaction effect (p<0.05).

Formoterol (n = 10) Placebo (n = 10)

Muscle mass specific mitochondrial respiration
(pmol O2/s/mg w.w.)

Pre Post (223: gf) Pre Post (32;? gf)
LN 1145 113 (_3?02) 944 11£3 (_1304)
FAOp 56+ 15 5249 (-10_?0 3 48211 52413 2 : 1)
Clp# 85+ 19 77418 (_17'?_0 0 73+14 77+17 » : 13
Cl+Clip# 137428 123431 (_2'713)*_2) 115+ 19 12320 . S 21)
Lom # 318 29+5 (_5'5) " 26+ 6 30£6 117

Muscle intrinsic mitochondrial respiration
(pmol O2/s/mg w.w./citrate synthase activity)

LN 0204009  0.25%011 (-o.og't%so.lz) 016£011  019%005 (-0.028)30.10)
FAOp 104£035 1152025 et oo 085036  093£032 o 0% o
Cip 160£053 1702039 o10%00 o 1304057 1302048 o000
CH+Cllp  255£074 271070 (-0.15?&)70. 1) 202£079  2.19+0.64 (_0_12;)80_50)
Lomy 055+011  0.64+014 0.09* 044£014  053%016 0.09*

(0.14 10 0.17)

(0.01 10 0.17)




