Figure S5. Detailed meta-analysis in treated hyperthyroid patients compared with untreated for each HRV parameters: RR intervals, SDNN, RMSSD, pNN50,
TP, LF, HF, VLE, LF/HF

RR: RR intervals (or normal-to-normal intervals-NNs), SMD: standardised mean differences (effect size)

Influence of treatment of hyperthyroidism on RR-intervals
-- After treatment vs before treatment --

%

Subgroup and study SMD (95% Cl) Weight

Subclinical

Eustatia-Rutten 2008 - | 0.42(-0.39,1.23) 10.24

Falcone 2014 ~ E 0.71 (0.17, 1.25) 10.34

Subgroup, DL (I = 0.0%, p = 0.562) <> | 0.62 (0.17, 1.07) 20.59
:

Overt E

Burggraaf 2001 | 2.51 (1.50, 3.51) 10.15

Cacciatori 1996 — 4.70 (2.71,6.70) 9.42

Cacciatori 1996 —E—‘— 5.54 (3.26, 7.81) 9.16

Cai 2018 | 2.24 (1.77,2.71) 10.36

Chen 2006 | 10.41(8.52,12.31) 9.51

Kabir 2009 4:—«— 4.84 (3.82, 5.85) 10.15

Osman 2004 | 8.55 (7.96, 9.14) 10.33

Wustmann 2008 ~ 1.19 (0.62, 1.76) 10.33

Subgroup, DL (I* = 98.4%, p = 0.000) <E> 4.95 (2.60, 7.29) 79.41
I

Heterogeneity between groups: p = 0.000 :

Overall, DL (I* = 98.4%, p = 0.000) <> 4.04 (2.06,6.02) 100.00

I

-20

NOTE: Weights and between-subgroup heterogeneity test are from random-effects model



SDNN: standard deviation of RR intervals; SMD: standardised mean differences (effect size)

Influence of treatment of hyperthyroidism on SDNN
-- After treatment vs before treatment --

%

Subgroup and study SMD (95% ClI) Weight
Subclinical
Eustatia-Rutten 2008 T+ E 0.27 (-0.54, 1.07) 13.22
Falcone 2014 - 1.14 (0.58, 1.71) 13.35
Yénem 2002 — E -0.68 (-1.59, 0.22) 13.14
Subgroup, DL (I* = 83.1%, p = 0.003) > E 0.29 (-0.76, 1.34) 39.71
|
Overt E
Burggraaf 2001 | —— 19.82(14.38,25.26) 6.95
Cai 2018 ~ E 1.73 (1.29, 2.16) 13.41
Kabir 2009 ~— 3.68 (2.84, 4.52) 13.19
Osman 2004 E - 7.12 (6.62, 7.62) 13.38
Woustmann 2008 ~ 0.67 (0.13, 1.21) 13.36
Subgroup, DL (I* = 99.0%, p = 0.000) :<> 5.37 (2.43, 8.31) 60.29
I
|
Heterogeneity between groups: p = 0.001 |
Overall, DL (I = 98.7%, p = 0.000) <E> 3.23(1.18, 5.29) 100.00
I I

-20 0 5

NOTE: Weights and between-subgroup heterogeneity test are from random-effects model



RMSSD: the square root of the mean squared difference of successive RR-intervals; SMD: standardised mean differences (effect size)

Influence of treatment of hyperthyroidism on rmssd
-- After treatment vs before treatment --

%

Subgroup and study SMD (95% Cl) Weight
Subclinical
Falcone 2014 — 1.48 (0.88, 2.07) 14.44

Kaminski 2012
Yénem 2002 -
Subgroup, DL (I2 =81.9%, p = 0.004)

i

0.45(0.03,0.87)  15.26
-0.10 (-0.97,0.78)  12.78
0.65(-0.18, 1.47)  42.48

63

]
I
Overt |
Cai 2018 -—E 0.27 (-0.09, 0.64) 15.48
Kabir 2009 | —— 5.49 (4.37, 6.60) 11.28
]
Osman 2004 . | 0.26 (0.07,0.44)  16.02
Wustmann 2008 B 0.61 (0.07, 1.14) 14.74
Subgroup, DL (I* = 96.4%, p = 0.000) 1.46 (0.37, 2.54) 57.52

Heterogeneity between groups: p = 0.246
Overall, DL (I* = 93.8%, p = 0.000) <> 1.06 (0.38, 1.74)  100.00

I I
-20 0 5

NOTE: Weights and between-subgroup heterogeneity test are from random-effects model



pNNb50: percentage of adjacent NN intervals differing by more than 50 milliseconds, SMD: standardised mean differences (effect size)

Influence of treatment of hyperthyroidism on pNN50

-- After treatment vs before treatment --

Subgroup and study

Subclinical
Falcone 2014
Subgroup, DL (I =0.0%, p = .)

Overt

Cai 2018

Osman 2004

Wustmann 2008

Subgroup, DL (I* = 95.2%, p = 0.000)

Heterogeneity between groups: p = 0.005
Overall, DL (I* = 96.1%, p = 0.000)

_____|,_____________

OO

SMD (95% Cl)

3.07 (2.29, 3.85)
3.07 (2.29, 3.85)

1.70 (1.27, 2.13)
0.37 (0.18, 0.56)
1.64 (1.03, 2.25)
1.21(0.19, 2.24)

1.66 (0.55, 2.76)

%
Weight

23.47
23.47

25.55
26.38
24.60
76.53

100.00

I
-20

NOTE: Weights and between-subgroup heterogeneity test are from random-effects model



SMD: standardised mean differences (effect size)

Influence of treatment of hyperthyroidism on Total power

Subgroup and study

Overt

Burggraaf 2001

Cacciatori 1996

Cacciatori 1996

Cai 2018

Chen 2006

Subgroup, DL (1> = 87.4%, p = 0.000)

Heterogeneity between groups: p = .

Overall, DL (I = 87.4%, p = 0.000)

-- After treatment vs before treatment --

SMD (95% Cl)

1.44 (0.60, 2.28)
1.56 (0.42, 2.70)
2.76 (1.34, 4.18)
1.82 (1.38, 2.26)
4.55 (3.62, 5.49)
2.41 (1.32, 3.50)

2.41 (1.32, 3.50)

%
Weight

20.89
18.92
17.00
22.95
20.25

100.00

100.00

I
-20

NOTE: Weights are from random-effects model



Influence of treatment of hyperthyroidism on LF ms2
-- After treatment vs before treatment --

LF: low frequency; LEnu: low frequency normalized — units, SMD: standardised mean differences (effect size)

%

Subgroup and study SMD (95% ClI) Weight
Overt
Burggraaf 2001 —-—: 1.05 (0.26, 1.85) 16.96
Cacciatori 1996 — E 0.02 (-0.96, 1.00) 16.08
Cacciatori 1996 —é— 1.92 (0.71, 3.14) 14.89
Cai 2018 —E 1.58 (1.16, 2.00) 18.34
Chen 2006 E —— 4.22(3.33,5.11) 16.52
Wustmann 2008 E—-— 2.75 (2.01, 3.49) 17.21
Subgroup, DL (I* = 90.3%, p = 0.000) <E> 1.93(0.92, 2.94) 100.00
|
|
Heterogeneity between groups: p = . !
Overall, DL (I* = 90.3%, p = 0.000) <E> 1.93(0.92, 2.94) 100.00
T T
-20 0 5
Influence of treatment of hyperthyroidism on LF nu
-- After treatment vs before treatment --
%
Subgroup and study SMD (95% Cl) Weight
Overt
Cacciatori 1996 + -3.09 (-4.59, -1.58) 19.26
Cacciatori 1996 E — -0.90 (-1.93, 0.14) 20.62
Cai 2018 E -0.64 (-1.01, -0.26) 21.82
Chen 2006 _ | -12.50 (-14.75, -10.24) 16.67
Wustmann 2008 E -0.52 (-1.05, 0.01) 21.63
Subgroup, DL (I* = 96.5%, p = 0.000) <> -3.11 (-4.98, -1.25) 100.00
|
Heterogeneity between groups: p = . E
Overall, DL (I = 96.5%, p = 0.000) <5> -3.11 (-4.98, -1.25) 100.00

T
-20

NOTE: Weights are from random-effects model



HF: high frequency; HFnu: high frequency — normalized units; SMD: standardised mean differences(effect size)

Influence of treatment of hyperthyroidism on HF ms2
-- After treatment vs before treatment --

%

Subgroup and study SMD (95% Cl) Weight
Overt
Burggraaf 2001 ——E 1.29 (0.47, 2.11) 17.84
Cacciatori 1996 —E—‘— 3.00 (1.52, 4.48) 13.42
Cacciatori 1996 —E—~— 3.71 (2.02, 5.40) 12.13
Cai 2018 ~—E 1.73 (1.30, 2.16) 19.94
Chen 2006 E —— 4.17 (3.28, 5.05) 17.44
Wustmann 2008 —_ E 1.33 (0.75, 1.91) 19.23
Subgroup, DL (1> = 86.9%, p = 0.000) <> 2.41(1.50,3.32)  100.00
|
Heterogeneity between groups: p =. E
Overall, DL (I = 86.9%, p = 0.000) <> 2.41(1.50,3.32)  100.00
T
-20 0
Influence of treatment of hyperthyroidism on HF nu
-- After treatment vs before treatment --
%

Subgroup and study SMD (95% Cl) Weight
Overt
Cacciatori 1996 :—-— 7.26 (4.39, 10.12) 16.68
Cacciatori 1996 —E 3.81(2.09, 5.53) 20.03
Cai 2018 E 0.64 (0.26, 1.01) 22.45
Chen 2006 E ——— 12.50 (10.24, 14.75) 18.52
Wustmann 2008 E 0.52 (-0.01, 1.05) 22.32
Subgroup, DL (I = 97.0%, p = 0.000) <> 455 (2.26, 6.83) 100.00

i
Heterogeneity between groups: p = . !
Overall, DL (I = 97.0%, p = 0.000) <> 4.55 (2.26, 6.83) 100.00

T

5

T
-20

NOTE: Weights are from random-effects model



VLE: very low frequency; SMD: standardised mean differences (effect size)

Influence of treatment of hyperthyroidism on VLF

Subgroup and study

Overt

Cai 2018

Chen 2006
Wustmann 2008

Subgroup, DL (I = 96.4%, p = 0.000)

Heterogeneity between groups: p = .

Overall, DL (I* = 96.4%, p = 0.000)

-- After treatment vs before treatment --

SMD (95% Cl)

1.81 (1.37, 2.25)
4.13 (3.25, 5.00)
6.25 (4.96, 7.54)
4.00 (1.52, 6.48)

4.00 (152, 6.48)

%

Weight

34.58
33.49
31.93
100.00

100.00

I
-20

NOTE: Weights are from random-effects model




LF/HF ratio: low frequency / high frequency ratio; SMD: standardised mean differences (effect size)

Influence of treatment of hyperthyroidism on LF/HF
-- After treatment vs before treatment --

%

Subgroup and study SMD (95% CI) Weight
Overt
Burggraaf 2001 — -0.87 (-1.65, -0.09) 17.52

Cacciatori 1996 -3.01 (-4.49, -1.52) 16.18

Cacciatori 1996 -4.30 (-6.17, -2.43) 15.24
Cai 2018 - -0.75 (-1.13, -0.37) 17.94
Chen 2006 —_— -9.37 (-11.09, -7.65) 15.62

Wustmann 2008

1
1
1
1
1
1
1
1
:
1
——
1
Subgroup, DL (I = 96.1%, p = 0.000) <> -3.44 (-5.28, -1.60) 100.00
1
1
1
1
1
1

-3.13 (-3.92, -2.34) 17.50

Heterogeneity between groups: p =.

Overall, DL (I = 96.1%, p = 0.000) -3.44 (-5.28, -1.60) 100.00

T T
-20 0 5

NOTE: Weights are from random-effects model



