Supplement 9| Forest Plots

Key question 1.1.

1.1. All-cause mortality: RCTs
1.1.1. All-cause mortality: events

__Study or Subgroup

1.1.1 HD or PD
Cooper 2010 (IDEAL trial)_HD or PD

1.1.2 HD planned
Collins 2011 (IDEAL substudy)_HD planned

1.1.2. All-cause mortality: time to event

Study or Subgroup
1.2.1 HD or PD

Cooper 2010 (IDEAL trial) HD or PD

1.2.2 HD planned
Collins 2011 (IDEAL substudy)_HD planned

1.2. All-cause mortality: non-RCTs
1.2.1. All-cause mortality: events (HD)

Early Late Risk Ratio Risk Ratio
Events Total Events Total M-H, Fixed. 95% CI Year M-H, Fixed. 95% CI
152 404 155 424 1.03 [0.86, 1.23] 2010 I
50 171 59 191 0.95[0.69, 1.30] 2010 —
f } } } } |
01 0.2 0.5 1 2 5 10
Favours [early] Favours [late]
Early Late Hazard Ratio Hazard Ratio
log[Hazard Ratio] SE Total Total IV, Fixed, 95% CI IV, Fixed, 95% CI
0.0392 0.1151 404 424 1.04[0.83, 1.30] T
-0.0305 0.1965 171 191 0.97[0.66, 1.43] -
0.01 0.1 1 10 100
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Favours [early] Favours [late]



Early Late Risk Ratio Risk Ratio
__Study or Subgroup _Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Hwang 2010 1761 9406 1184 14145 35.6% 2.24 [2.09, 2.40] 2010 u
Clark 2011 4498 8441 7613 17469 35.8% 1.22[1.19, 1.26] 2011 u
Zhang 2018 33 118 32 176  28.6% 1.54 [1.00, 2.36] 2018
Total (95% CI) 17965 31790 100.0% 1.62 [0.97, 2.69]
Total events 6292 8829 ' . . .
H . 2 —3 . 12 = = - |2 —] 0, T T 1 T 1
Heterogeneity: Tau? = 0.19; Chi? = 273.76, df = 2 (P < 0.00001); I = 99% 0.01 01 1 10 100

Test for overall effect: Z=1.86 (P = 0.06)

1.2.2. All-cause mortality: time to event (HD)

Hazard Ratio

Favours [early] Favours [late]

Hazard Ratio

idy or Subg ard Ratio Neigh ) 0 ar IV. Random. 95% CI
Lassalle 2010 0.3988 0.0282 43.4% 1.49 [1.41, 1.57] 2010 u
Wright 2010 0.157 0.0044 44.6% 1.17 [1.16, 1.18] 2010 -
Chang 2012 0.2151 0.2774 12.0% 1.2410.72,2.14] 2012 T
Total (95% CI) 100.0% 1.31 [1.05, 1.63] ¢
ity 2= . Chi2 = = 2= 97% f } f |
Heterogeneity: Tau? = 0.03; Chi# = 71.81, df = 2 (P < 0.00001); I = 97% 0.01 01 1 10 100

Test for overall effect: Z = 2.40 (P = 0.02)

idy © ard Ratio Neigh Random, 95% ear IV.R % CI
Korevaar 2001 -0.1985 0.0664 27.3% 0.82[0.72,0.93] 2001 =
Traynor 2002 0.0953 0.0486 32.2% 1.10[1.00, 1.21] 2002
Kazmi 2005 0.0296 0.0049 40.5% 1.03 [1.02, 1.04] 2005
Total (95% CI) 100.0% 0.99 [0.88, 1.11]
ity 2 - . Chiz = - - - |2 = 85% f } t f I
Heterogeneity: Tau? = 0.01; Chi = 13.61, df = 2 (P = 0.001); |12 = 85% 0.01 01 1 10 100

Test for overall effect: Z=0.19 (P = 0.85)

1.2.3. All-cause mortality: 1 mL/min/1.73m2 GFR greater (HD or PD)

Hazard Ratio

Favours [early] Favours [late]

Hazard Ratio

Favours [early] Favours [late]

1.3. Cost effectiveness: use of resource by group over duration of trial
1.3.1. Hospitalization: average days
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Early Late Mean Difference Mean Difference
__Study or Subgroup Mean SD Total Mean SD Total IV, Fixed. 95% ClI IV, Fixed. 95% CI
3.1.1HD or PD
Harris 2010 (IDEAL substudy)_HD or PD 48 64 307 40 54 335 8.00[-1.20, 17.20] I
3.1.2 HD planned
Collins 2011 (IDEAL substudy)_HD planned 0 0 0 0 0 0 Not estimable
f } } i
-100 -50 0 50 100
Favours [early] Favours [late]
1.3.2. Hospitalization: average contacts
Early Late Mean Difference Mean Difference
__Study or Subgroup Mean SD Total Mean SD Total IV, Fixed. 95% ClI IV, Fixed, 95% CI
3.21HD or PD
Harris 2010 (IDEAL substudy)_HD or PD 8§ 6 307 8 6 335 0.00([-0.93,0.93]
3.2.2 HD planned
Collins 2011 (IDEAL substudy)_HD planned 0 0 0 0 0 0 Not estimable
I f f {
-100 -50 0 50 100
Favours [early] Favours [late]
1.3.3. Non-admitted hospital visits
Early Late Mean Difference Mean Difference
__Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% Cl
3.3.1HD or PD
Harris 2010 (IDEAL substudy)_HD or PD 15 19 307 15 16 335 0.00[-2.73,2.73] T
3.3.2 HD planned
Collins 2011 (IDEAL substudy)_HD planned 0 0 0 0 0 0 Not estimable
I t } !
-100 -50 0 50 100

1.3.4. Visit to health care professional
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Favours [early]

Favours [late]



Early Late Mean Difference Mean Difference

__Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed. 95% CI
3.41HD or PD
Harris 2010 (IDEAL substudy)_HD or PD 15 19 307 15 16 335 0.00[-2.73, 2.73] T
3.4.2 HD planned
Collins 2011 (IDEAL substudy)_HD planned 0 0 0 0 0 0 Not estimable
I } } |
-100 -50 0 50 100

Favours [early] Favours [late]

1.4. Adverse events
1.4.1. Composite cardiovascular events

Early Late Risk Ratio Risk Ratio
__Study or Subgroup Events Total Events Total M-H, Fixed. 95% CI M-H. Fixed, 95% CI
4.1.1 HD or PD
Cooper 2010 (IDEAL trial)_HD or PD 139 404 127 424 1.15[0.94, 1.40] I
4.1.2 HD planned
Collins 2011 (IDEAL substudy)_HD planned 50 171 51 191 1.10[0.79, 1.52] T
f f t i
0.01 0.1 1 10 100

Favours [early] Favours [late]
1.4.2. Composite infectious events (death or hospitalization from infection)

Experimental Control Risk Ratio Risk Ratio
__Study or Subgroup Events Total Events Total M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

4.2.1 HD or PD

Cooper 2010 (IDEAL trial)_HD or PD 148 404 174 424 0.89[0.75, 1.06] Rl

4.2.2 HD planned

Collins 2011 (IDEAL substudy)_HD planned 60 171 72 191 0.93[0.71, 1.22] -
} } f i
0.01 0.1 1 10 100

Favours [early] Favours [late]
1.4.3. Complications of dialysis (need for access revision)
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Early Late Risk Ratio Risk Ratio
__Study or Subgroup Events Total Events Total M-H, Fixed. 95% CI M-H, Fixed. 95% CI
4.3.1 HD or PD
Cooper 2010 (IDEAL trial) HD or PD 145 404 147 424 1.04 [0.86, 1.25] T
4.3.2 HD planned
Collins 2011 (IDEAL substudy) HD planned 73 171 75 191 1.09 [0.85, 1.39] T
[ ! f |
0.01 0.1 1 10 100
Favours [early] Favours [late]
1.4.4. Complication of dialysis (access site infection)
Early Late Risk Ratio Risk Ratio
__Study or Subgroup Events Total Events Total M-H, Fixed. 95% CI M-H, Fixed. 95% CI
4.41HD or PD
Cooper 2010 (IDEAL trial)_HD or PD 47 404 50 424 0.99 [0.68, 1.43] —
4.4.2 HD planned
Collins 2011 (IDEAL substudy) HD planned 20 171 27 191 0.83[0.48, 1.42] —
[ ! f |
0.01 0.1 1 10 100
Favours [early] Favours [late]
1.4.5. Complication of dialysis (serious fluid or electrolytes disorder)
Early Late Risk Ratio Risk Ratio
__Study or Subgroup Events Total Events Total M-H, Fixed. 95% CI M-H. Fixed, 95% CI
4.5.1 HD or PD
Cooper 2010 (IDEAL trial)_HD or PD 146 404 175 424 0.88[0.74, 1.04] +
4.5.2 HD planned
Collins 2011 (IDEAL substudy) HD planned 4 17 73 191 0.67 [0.49, 0.92] —+
I i f I
0.01 0.1 1 10 100

1.4.6. Complication of dialysis (placement of temporary dialysis catheter)
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Favours [early] Favours [late]



Early Late Risk Ratio Risk Ratio

__Study or Subgroup Events Total Events Total M-H, Fixed. 95% CI M-H, Fixed. 95% CI
4.6.1 HD or PD
Cooper 2010 (IDEAL trial)_HD or PD 118 404 124 424 1.00[0.81, 1.23] T
4.6.2 HD planned
Collins 2011 (IDEAL substudy) HD planned 39 171 41 191 1.06 [0.72, 1.56] -
} } } |
0.01 0.1 1 10 100

Favours [early] Favours [late]

1.5. Echocardiographic data
1.5.1. Echocardiographic endpoint: Left ventricular ejection fraction (%)

Early Late Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed. 95% CI IV, Fixed. 95% CI
Whalley 2013 (IDEAL substudy)_HD or PD 61.8 10.5 91 618 23.2 91 0.00[-5.23, 5.23] T
T T T 1
-100 -50 0 50 100

Favours [early] Favours [late]
1.5.2. Echocardiographic endpoint: Left ventricular mass index (g/m?)

Early Late Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
Whalley 2013 (IDEAL substudy)_ HD orPD  126.3 32.2 91 137.7 46.9 91 -11.40[-23.09, 0.29] |
-100 -50 0 50 100

Favours [early] Favours [late]
1.5.3. Echocardiographic endpoint: Left atrial volume index (mL/m?)

Early Late Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Whalley 2013 (IDEAL substudy) HD or PD 527 24 91 53.3 20.1 91 -0.60 [-7.03, 5.83] -+
T T T 1
-100 -50 0 50 100

Favours [early] Favours [late]
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Key question 1.2.
Not applicable

Key question 2.1.

1.1. All-cause mortality of <4 hours vs >4 hours dialysis time per sessions: RCT

<4hours =4hours Odds Ratio Odds Ratio
r I Events Total Events Total Weigh M-H. Random % Cl M-H. Random. 95% CI

Dember (2019) 565 2532 425 1938 99.7% 1.02[0.89, 1.18]
Lowrie (1981) 1 78 2 73 0.3% 0.46 [0.04, 5.20]
Total (95% CIl) 2610 2011 100.0% 1.02 [0.88, 1.18]
Total events 566 427

H . 2 = - 2 = = = ]2 = () I T T 1
?ete;ogeneltyl.l T?fu : Z090O ;hl . _0;;édf 1(P=0.52);1P=0% 0.01 01 ] 10 100

est for overall effect: Z = 0.27 (P = 0.79) Favours [<4hours] Favours [=4hours]

1.2. Hospitalization of <4 hours vs >4 hours dialysis time per sessions: RCT

<dhours =4hours Odds Ratio Odds Ratio
i M-H. Ran M-H. Ran

Dember (2019) 1792 2532 1364 1938 59.6% 1.02 [0.90, 1.16]
Lowrie (1981) 39 78 23 73  40.4% 217 [1.12, 4.22]
Total (95% CI) 2610 2011 100.0% 1.38 [0.67, 2.87]
Total events 1831 1387

H . 2 = . 2 = = = 2 = 0, I T T T 1
?eter];ogeneltyl.l T?fu : Z0330 8C;:n ; _4683,8df 1(P=0.03); ?=79% 0.01 01 ] 10 100

est for overall effect: Z = 0.87 (P = 0.38) Favours [<4hours] Favours [=4hours]

1.3. All-cause mortality of <4 hours vs >4 hours dialysis time per sessions: non-RCT
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Odds Ratio Odds Ratio
—Study or Subagroup _1og[Odds Ratio]  SE Weight IV, Random. 95% CI IV. Random. 95% ClI
Brunelli (2010) 0.3507 0.0692 29.2% 1.42[1.24, 1.63] =
Flythe (2013) 0.2776 0.1071 21.8% 1.32[1.07, 1.63] il
Shinzato (1997) 0.5188 0.1577 14.5% 1.68 [1.23, 2.29] -
Tentori (2012) 0.1484 0.0412 34.5% 1.16 [1.07, 1.26] -
Total (95% Cl) 100.0% 1.34 [1.15, 1.55] ¢
Heterogeneity: Tau? = 0.02; Chi? = 10.46, df = 3 (P = 0.02); I =71% ’ ’ ’ ’
0.01 0.1 1 10 100
Test for overall effect: Z = 3.80 (P = 0.0001) Favours [<4hours] Favours [=4hours]
1.4. All-cause mortality of 2/week vs 3/week dialysis session: non-RCT
r I | E_ Weight 1V, Fixed. 95% CI IV, Fixed. 95% CI
Hwang (2016) 1.4351 0.7221 24.4% 4.20[1.02, 17.29] =
Lin (2018) -0.0101 0.5008 50.8% 0.99[0.37, 2.64] N
Sun (2018) 1.4493 0.7161 24.8% 4.26[1.05, 17.34] =
Total (95% CI) 100.0% 2.02 [1.01, 4.07] .
H e R — _ - 12 = E90 : | ; i
Heterogeneity: Chi?2 =4.14, df =2 (P = 0.13); I? = 52% 0.01 01 1 10 100

Test for overall effect: Z=1.98 (P = 0.05)

Key question 2.2.
Not applicable

Key question 3.1.
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Favours [2/week]

Favours [3/weeK]



1.1. High vs. low flux hemodialysis: meta-analysis result on all-cause mortality

High-flux Low-flux Rizk Ratio Risk Ratio
—Study or Subgroup  Events Total Events Total Weight V. Random, 35% C| IV, Randem, $5% C|
Chazot 2015 5 32 13 a8 2.1% A6 018, 1.14) i
EGE Sludy 2013 75 382 87 352 19.2% 0,77 [0.58, 1.01] -
HEMD 2002 428 8521 443 BF5 B23% 0.97 [0.88, 1.07] |
Kuchle 195896 1 12 1 12 0.3% 1.00 [0.0F, 14,21]
Lang 2001 il 15 (1] 15 Mot estmable
Lizmo i 21 1 24 0.2% 0,35 [0.02, 8.83)
Locatelli 1996 1 51 5104 0.A4% .41 [0.05, 3.40)
Locateli 2000 0 35 o 39 Mot estmabls
MPD 2008 T4 318 B 330 18.8% AT 06T, 1.14] -
Simaon 1883 14 32 15 22 6.9% 064 [0,38, 1.04] ™
Total (95% CI) 1TES 1860 100.0% 087 [0.76, 0.99) L
Tolal gvents 599 GEZ . . . .
Holerogeneidy: Tau® = 0.01; Chi* =645, di =T (P =0.29); "= 17T% [I.:'ZI1 Gj‘l 1 1IE- p EII]
Test for overall effect: 2 = 2.06 (P = 0.04) High-flux better Low-flux better
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1.2. High vs. low flux hemodialysis: meta-analysis result on cardiovascular death

High-flux Low-flux Risk Ratlo Risk Ratla
—Study or Subgroyp  Events Total Evenfs Total Weight [V Random, $5% C| IV, Bandom, 35% CI
Li 2010 b 21 1 24 0. 3% 038 [0.02, 8.83)
Simon 1893 5 32 & 2 2.2 0UET [0.20, 1.65) B
BAFO 2008 34 3148 41 328 13.6% 06 056, 1.32) -
EGE Study 2013 49 3hd o3 35d  1B.E6% o0 0.0, 1.08] =7
HEMO 2002 1585 @21 187 8925 B7.3% 0,84 [0.68, 1.02) .
Total (95% ClI) 1644 1652 100.0% 0,81 [0.70, 0.95) +
Tolal svents 234 288
Helerogeneily: Tau® = 0.00; Chi* = 1.08, df = 4 (P = 0.80); | = 0% n=n1 c|=1 ! 1=|:- 1u=|::-
Test for overall effect: Z = 2.56 (P = 0.01) © High-lux betler  Low-flux better
1.3. High vs. low flux hemodialysis: meta-analysis result on hospitalization
High-flux Low-flux Risk Ratlo Risk Ratia
—Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 5% Cl
1.4.1 Any cause
Chazot 2015 3 32 3 38 TAa% 1.19 [0.26, 5.48) - dJv
Simon 1993 17 a2 15 22 B2E% 078 0.5, 1.20) !
Subtotal (95% CI) 64 60 100.0% 0,80 [0.,53, 1.23]
Toial evants 0 18
Heterageneity: Tau® = 0.00; Chi =027, df =1 (P = 0.60); IF = 0%
Tast for overall effect: £ =1.03 (P =0.30)
2.1 0.1 1 10 100

Teat for subaroun dfferences: Mot aoolicable
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1.4. High vs. low flux hemodialysis: meta-analysis result on serum f,-microglobulin concentration

High-flux

Kamm 2004 41
Kuche 1966 7
Localell 1996 288
Ayli 2005 36
EGE Study 2013 283
HEMG 2002 318
Total (95% CI)

Hetarogenalty: Tau® = 3.72; Chi* = 14.81, df = § (P = 0.01); 1" = 65%

Tos! for oversll alfect 7 = 8.64 (F < 0.00004)

1.5. High vs. low flux hemodialysis: meta-analysis result on eKt/\V

High-flux
i == 11
Suyli 2005 1.24 2
Locatsl 2000 126 029
EGE Study 2043 147 0.21
HEMC 2002 134 021
Total {95% CI)

Hataroganady: Tauw® = 0.00; Chi* = 2,08, of =3 [P = 0.56) P =0%
Tast for overall effact £ =025 (P =0.

Key question 3.2.

Low-fux Maean Difference Mean Difference
) ) 1+ <) S e " ey = andom 3 L Cl Nmummm
124 13 571 167 13  35% -1600[-27.31, 4.69] —_—
1“4 10 55 7 10 47% -1800[-27.70, -8.30] ——
142 51 434 88 S4 140% -1460[-19.28, -9.04) -
53 24 42 81 24 157% -1040[-1461,-6.18) .-
88 352 29 131 382 202% 7.60 [-8.32, -5.88) -
81 an M. 13 625 28% 780892 608 o
13711 1378 100.0% -9.90 [-12.14, -7.65) &
0 25 0 26 50
High -Nux beller  Low-flux betler
Leow-flux Mean Difference Mean Difference
gl Mean 3 Al F i 354 Cl [ Hmd_{r_m__&i'fgﬂl
2 13 148 2 0.0% 003 [-1.05,1.11]
i 133 0z 30 29% 007 [<016, 0002
IR 147 0 3RF  ZEE% Q.00 [<0003, 0,03
21 1.3 0. 825 TO.2% QU00 [<n02, 0.0
1332 1340 00.0°% <0.00 [<0.02, 0.01]
2 4 0 i 2

B0
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1.1. Impact of OL-HDF on participants with end-stage Kidney disease on all-cause mortality.

Online hemodiafitration  High-flux hemodiafiltrati Odds Ratio Odds Ratio
Study or Subgroup Bvents Total Bvents Total Weight WM-H, Fixed, 95% CI M-H. Fixed, 95% CI
Marena 2017 36 140 43 191 38.23% 080049 1.32]
Ok 2013 52 3491 53] 391 B1.8% 077082 1.14]
Total (95% CI) hHE1 582 100.0% 0.78 [0.57, 1.07]
Total events aa 108

Heterageneity: Chi®=0.02, df=1 (F=0.89); F=0%

Test for overall effect Z2=1.585(F=012)

1.2. Impact of OL-HDF on participants with end-stage Kidney disease on all-cause hospitalization.

001 0.4 1 10 100
Favours OL-HDF Favours HF-HD

Online hemodiafitration  Hifh-flux hemodialysis Risk Ratio Risk Ratio
Study or Subaroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% Cl
Morena 2017 252 13 266 A1 59.3% 0.94 [0.83, 1.01]
Ok 2013 204 1000 183 1000 40.7% 111083, 1.33]
Total (95% CI) 1313 1311 100.0% 1.01[0.93, 1.10]
Total events 456 449

Heterogeneity: Chif=45.09 df=1 (P =002} F=380%

Testfor overall effect: 2= 027 (P =0.74)

Key question 4.1.
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0.01 0 1 10 100
Favours OL-HDF Favours HF-HD




LMWH UFH Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% Cl Year IV, Random, 95% Cl
Schrader 1983 0 K1 0 K1 Mot estimahble 1923
Bambauer 1990 3 27 3] 2T 243% 05010014, 1.800 1930 -
Hurmohamed 19591 3 35 1] 35 106%  TF.O00[0.37, 130.69] 1991 =
Saltissi 1999 12 36 3] 36 29.2% 2.001[0.84, 4.75) 1999 T
Stefoni 2002 1] a4 T a4 11.0% .07 [0.00,1.14] 2002 *
Lord 2002 3 32 3 32 24.89% 0.38[011,1.29]) 2002 — &
Total (95% Cl) 219 219 100.0% 0.74 [0.24, 2.31] -
Total events 1 o
?etn:;ugeneml:l T?ru t:.zI:I:EiE;EszP:_“IJ '51[.4' di=4 (P=0.03; F=64% EI.IfIEIE EI!‘I i 1'EI EIfIEI
estior overall efiect Z=0.52 (F = 0.60) Favours [LMWH] Favours [UFH]
1.1. Meta-analysis result for bleeding
1.2. Meta-analysis result for hemodialysis circuit thrombosis
LMWH UFH Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight |V, Random, 95% Cl_Year IV, Random, 95% CI
Schrader 1988 20 a044a B3 9197 38.1% 119[0.87,1.64] 1933
Saltissi 19949 17 1111 35 1141 30.3% 0.50[0.28,0.89] 18989 —a—
Lard 2002 32 3rs 21 382 I E% 184 080, 262 2002
Total (95% CI) 6534 6720 100.0% 0.99 [0.56, 1.77]
Total events 1249 124
Heterogeneity: Tau®= 0.20; Chi*= 9.06, df= 2 (P =0.013; F=73% 'D_m III!1 1' 1'D 100

Testfor averall effect Z=002 (FP=0483

Key question 4.2.
Not applicable
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Key question 5.1.
Not applicable

Key question 5.2.

1.1. Interdialytic weight gain
1.1.1. Low dialysate [Na"] (<138 mEg/L) vs. conventional dialysate [Na*] (138 -140 mEq/L): RCT

conventional d[Na+] Low d[Na+] Mean Difference Mean Difference
Study or Subgroup  Mean [ka] SD [ka] Total Mean [kg] SD [kg] Total Weight IV, Random. 95% Cl 1V. Random, 95% CI
Beduschi 2013 2.79 1.92 18 25 0.63 20 7.6% 0.29[-0.64, 1.22] -
Bogquin 1977 2.52 0.85 37 1.95 0.85 37 43.6% 0.57 [0.18, 0.96] —
Liu 2016 3 0.8 29 238 06 28 48.8% 0.20 [-0.17, 0.57] T
Total (95% ClI) 84 85 100.0% 0.37 [0.11, 0.62] P
Heterogeneity: Tau? = 0.00; Chi? = 1.88, df = 2 (P = 0.39); I = 0% ’_2 1 ) 1

Test for overall effect: Z = 2.82 (P = 0.005)

1.1.2. Low dialysate [Na'] (<138 mEq/L) vs. conventional dialysate [Na‘] (138 -140 mEg/L): non-RCT

Mean Difference

Baseline d[Na+] 138-140 After low d[Na+] <137

Lower with conventional d[Na+]

Lower with low d[Na+]

Mean Difference

Study or Subgroup _ Mean [kg] SD [kq] Total Mean [kg] SD [kg] Total Weight IV, Random, 95% CI IV, Random, 95% ClI
Arramreddy (2012) 24 1.2 13 18 0.7 13 10.6% 0.60 [-0.16, 1.36] -
Sayarlioglu (2007) 25 1 18 18 0.6 18 18.8% 0.70[0.16, 1.24] s —
Zhou (2013) 2.89 0.66 16 267 067 16 24.0% 0.22 [-0.24, 0.68] ——

Akyol (2017) 2.08 0.81 49 132 056 49  46.6% 0.76 [0.48, 1.04] —i—
Total (95% Cl) 96 96 100.0% 0.60 [0.34, 0.86] -
Heterogeneity: Tau? = 0.02: Chi? = 3.97, df = 3 (P = 0.27); |2 = 24% ’_2 1 g 1

Test for overall effect: Z = 4.54 (P < 0.00001)

1.2. Predialysis BP
1.2.1. Low dialysate [Na"] (<138 mEqg/L) vs. conventional dialysate [Na"] (138 -140 mEg/L): RCT

-94 -

Lower with baseline

Lower after low d[Na+]



Conventional d[Na+] Low d[Na+] Mean Difference Mean Difference
Study or Subgroup Mean SD __ Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed. 95% CI
Beduschi 2013 149.22 20.44 18 137.2 19.58 20 100.0% 12.02[-0.74, 24.78]

Total (95% Cl) 18 20 100.0% 12.02[-0.74, 24.78] s
est for overall effect: Z = 1.85 (P = 0.06) Lower with conventional d[Na+] Lower with low d[Na+]
1.2.2. Low dialysate [Na"] (<138 mEg/L) vs. conventional dialysate [Na*] (138 -140 mEq/L): non-RCT
Baseline d[Na+] 138-140 After low d[Na+] <137 Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
P N—
Arramreddy (2012) 144.5 314 13 1436 324 13 204% 0.90[-23.63, 25.43]
Kooman (2000) 144 19 6 155 27 6 17.6% -11.00[-37.42, 15.42] =
Savyarlioglu (2007) 179.7 248 18 1517 17.7 18 62.0% 28.00[13.92, 42.08] i
Total (95% CI) 37 37 100.0%  15.60 [4.52, 26.69] g
b b - - 2= 780 [ : : |
?elf;ogeneltyl.l cfr;u ) %2_6,211;6 ?:(-PD 0%22), 12=76% 100 50 0 50 100
est for overall effect: Z = 2.76 (P = 0.006) Lower with baseline Lower after low d[Na+]
1.3. Antihypertensive medication: Low dialysate [Na'] (<138 mEq/L) vs. conventional dialysate [Na*] (138 -140 mEqg/L): RCT
Conventional d[Na+] Low d[Na+] Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD _ Total Mean SD Total Weight IV, Random. 95% CI IV. Random, 95% CI
Liu 2016 (1) 4.2 29 29 27 19 28 100.0% 0.60 [0.07, 1.13]
Total (95% CI) 29 28 100.0% 0.60 [0.07, 1.13] ————
Heterogeneity: Not applicable 9 W 0 ) 2

Test for overall effect: Z = 2.22 (P = 0.03)

Footnotes
(1) Aggregated equivalent dose units

Less with conventional d[Na+]

Less with lower d[Na+]

1.4. Echocardiographic parameter: Low dialysate [Na'] (<138 mEq/L) vs. conventional dialysate [Na'] (138 -140 mEg/L): non-RCT
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Baseline Low d[Na+]

Ubgroup viean L)
1.11.1 Posterior wall thickness (mm)

Sayarlioglu (2007) 109 15 18 106 1.5 18 19.1%
Akyol (2017) 1.2 11 49 111 13 49 80.9%
Subtotal (95% Cl) 67 67 100.0%
Heterogeneity: Tau? = 0.00; Chi?=0.13, df =1 (P =0.72); I’ = 0%

Test for overall effect: Z = 0.63 (P = 0.53)

1.11.2 LV ejection fraction (%)

Sayarlioglu (2007) 641 8.1 18 629 79 18  30.1%
Akyol (2017) 573 74 49 597 6.4 49 69.9%
Subtotal (95% CI) 67 67 100.0%

Heterogeneity: Tau? = 1.95; Chi? = 1.43, df =1 (P =0.23); I? = 30%
Test for overall effect: Z = 0.80 (P = 0.43)

1.11.3 pulmonary artery pressure (mmHg)

Sayarlioglu (2007) 297 144 18 244 121 18 26.4%
Akyol (2017) 33.6 134 49 25.8 129 49 73.6%
Subtotal (95% Cl) 67 67 100.0%

Heterogeneity: Tau? = 0.00; Chi*=0.23, df =1 (P =0.63); ? = 0%
Test for overall effect: Z = 3.13 (P = 0.002)

1.11.4 inferior vena cava diameter (mm)

Sayarlioglu (2007) 134 19 18 11.7 17 18 21.5%
Akyol (2017) 13.9 1.7 49 116 14 49 78.5%
Subtotal (95% Cl) 67 67 100.0%

Heterogeneity: Tau? = 0.00; Chi?=0.78, df =1 (P = 0.38); I? = 0%
Test for overall effect: Z=7.79 (P < 0.00001)

Test for subaroun differences: Chi? = 42.19. df = 3 (P < 0.00001). 12 = 92.9%
1.5. Serum Na

1.5.1. Low dialysate [Na"] (<138 mEq/L) vs. conventional dialysate [Na"] (138 -140 mEg/L): RCT

Mean Difference
95% Cl

Mean Difference
IV, Random, 95% CI

0.30 [-0.68, 1.28]
0.10 [-0.38, 0.58]
0.14 [-0.29, 0.57]

1.20 [-4.03, 6.43]
-2.40 [-5.14, 0.34]
-1.32 [-4.55, 1.92]

5.30 [-3.39, 13.99]

7.80[2.59, 13.01]
7.14 [2.67, 11.61]

1.70 [0.52, 2.88]

2.30[1.68, 2.92]
2.17 [1.62, 2.72]

.
»
S
—
-

H
¢
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Conventional d[Na+] Low d[Na+] Mean Difference

Mean Difference

Study or Subgroup  Mean [mM] SD [mM]  Total Mean [mM] SD [mM] Total Weight V. Random. 95% CI IV, Random, 95% CI
1.6.1 Predialysis
Beduschi 2013 139.3 3.9 18 136.3 7.3 20 4.8% 3.00 [-0.67, 6.67] ]
Liu 2016 139.1 2.7 29 138.1 1.8 28 458% 1.00 [-0.19, 2.19] -
Boquin 1977 137.1 2.51 37 1351 2.51 37 494% 2.00[0.86, 3.14] .5
Subtotal (95% CI) 84 85 100.0% 1.59 [0.78, 2.40] .
Heterogeneity: Tau® = 0.00; Chi? =2.01, df =2 (P = 0.37); I?= 0%
Test for overall effect: Z = 3.86 (P = 0.0001)
I-20 -1I0 0 1IO 20I
Lower with conventional d[Na+] Lower with low d[Na+]
1.5.2. Low dialysate [Na"] (<138 mEg/L) vs. conventional dialysate [Na*] (138 -140 mEq/L): non-RCT
Baseline d[Na+] 138-140 After low d[Na+] <137 Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV. Random. 95% CI IV, Random. 95% CI
Arramreddy (2012) 135.5 3.7 13 1349 3.9 13 9.5% 0.60 [-2.32, 3.52]
Zhou (2013) 139.66 1.38 16 139.28 1.36 16 90.5% 0.38 [-0.57, 1.33]
Total (95% CI) 29 29 100.0% 0.40 [-0.50, 1.30]
[ 2= - Chiz = - - S12=00 I } 1 } |
_I?etc:;ogeneﬁyl.l T?fu : 3900 g_;n o —Obogigdf 1(P=0.89);12P=0% 100 50 0 50 100
est for overall effect: Z = 0.87 (P = 0.38) Lower with baseline Lower after low d[Na+]
1.6. Intradialytic hypotension: Low dialysate [Na'] (< 38 mEqg/L) vs. conventional dialysate [Na'] (138 -140 mEg/L): RCT
Conventional d[Na+] Low d[Na+] Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Random. 95% CI M-H, Random, 95% Cl
Beduschi 2013 36 864 113 960 29.4% 0.35[0.25, 0.51] =
Boquin 1977 132 444 174 444  34.7% 0.76 [0.63, 0.91] =
Liu 2016 430 4524 428 4368 35.9% 0.97 [0.85, 1.10] -
Total (95% Cl) 5832 5772 100.0% 0.66 [0.43, 1.02] ~a
Total events 598 715
- 2= - Chiz = = < .12 = 939 f } f f f |
Heterogeneity: Tau? = 0.13; Chi? = 27.80, df = 2 (P < 0.00001); 12 = 93% 01 0.2 05 1 2 5 10

Test for overall effect: Z = 1.86 (P = 0.06) Less with conventional d[Na+]
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Key question 6.1.

Not applicable

Key question 6.2.

Not applicable

Key question 7.1.

Not applicable

Key question 8.1.

1.1.

Meta-analysis of dialysis treatment compared with supportive care for mortality in elderly ESRD patients.
Dialysis Conservative treatment Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Brown 2015 28 273 68 122 11.4% 0.09 [0.05, 0.15] B
Carson 2009 100 173 25 29  24% 0.22 [0.07, 0.66]
Joly 2003 60 101 37 43 2.9% 0.24 [0.09, 0.61] -
Murtagh 2007 12 52 51 77 4.3% 0.15[0.07, 0.34] o
Pyart 2020 420 841 262 375 246% 0.43 [0.33, 0.56] L
Raman 2017 72 123 67 81 4.5% 0.29 [0.15, 0.58] _'_
Smith 2003 41 258 34 63 6.2% 0.16 [0.09, 0.29] -
Tam-Tham 2018 305 500 285 338 18.0% 0.29[0.21, 0.41] i
Tam-Tham 2020 221 557 163 411 15.3% 1.00 [0.77, 1.30] Ed
van Loon 2019 31 192 31 89 48% 0.36 [0.20, 0.64] -
Verberne 2016 111 204 69 107 5.6% 0.66 [0.41, 1.08] |
Total (95% CI) 3274 1735 100.0% 0.42 [0.37, 0.47] ¢
Total events 1401 1092
Heterogeneity: Chi2 = 102.60, df = 10 (P < 0.00001); 12 = 90% ID.{H O_‘1 1 1‘{] 100

Test for overall effect: £ = 13.34 (P < 0.00001)

Favours [Dialysis]

Favours [CT]
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1.2.  Subgroup meta-analysis of dialysis treatments for mortality in prospective observational studies.

Dialysis Conservative treatment Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Brown 2015 28 273 68 122 49.2% 0.09[0.05, 0.15] i
Carson 2009 100 173 25 29 10.5% 0.22[0.07, 0.66] "
Raman 2017 72 123 67 81 19.5% 0.29 [0.15, 0.58] =
van Loon 2019 31 192 31 89 20.7% 0.36 [0.20, 0.64] =
Total (95% Cl) 761 321 100.0% 0.20 [0.15, 0.28] "
Total events 231 191
Sy e iz = = = o 3 I I 1 1
est for overall effect: £=3.83 ( ' ) Favours [Dialysisl] Favours [CTI]
1.3.  Subgroup meta-analysis of dialysis treatments for mortality in retrospective studies only.
Dialysis Conservative treatment Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Joly 2003 60 101 37 43 3.7% 0.24 [0.09, 0.61]
Murtagh 2007 12 52 51 77 5.6% 0.15[0.07, 0.34]
Pyart 2020 420 841 262 375 32.0% 0.43 [0.33, 0.56] L
Smith 2003 41 258 34 63 B.1% 0.16 [0.09, 0.29] "
Tam-Tham 2018 305 500 285 338 23.4% 0.29[0.21, 0.41] =
Tam-Tham 2020 221 557 163 411 20.0% 1.00 [0.77, 1.30] -
Verberne 2016 111 204 69 107 7.3% 0.66 [0.41, 1.06] "
Total (95% CI) 2513 1414 100.0% 0.48 [0.42, 0.56] +
Total events 1170 901
e Chi? = - .2 = g49 I I f I
Heterogeneity: Chi® = 63.79, df = 6 (P < 0.00001); I? = 91% 0.01 01 ] 10 100

Test for overall effect: Z=10.10 (P < 0.00001) Favours [experimental] Favours [control]
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Key question 8.2.
Not applicable
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